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DEPARTMENT OF MEDICINE,  (continued) 

Ketiatolo^y-Oncolopy Service 

1543        CMGH #7')'>1, Combination  r'v; i ifi ir^ioy of Staee III 
and  IV Lymphocytic  Lymphona  (Lvmphosarcoma)  in 
Adults with or without  Radiotherapy Consolidation 
(FY-  76 0). 

1546 CALGB #7611,  Treatment of  Prinary Untreated Acute 
Lymphocytic Leukemia   in Patier.ts  under 20 Years with 
Vincristine,   Prednisone,  Met'iotrexate,  L-Asparaeinase, 
and 6-Mercaptopurine,   Plus  Cranial   Irradiation    (FY-77 0). 

1547 CALGB #7682, Combination CheTOtherany or Chemoimmuno- 
therapy for Metastatic Recurrent or Inoperable Carci- 
noma of the  Breast   (FY-77 0). 
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182 

1548 CALGB #7681,   Investigation  of  the Effects of Adriamy- 
cin with and without Added  MER  in  Soft  Tissue Sarco- 
mas  (FY-77 0). 
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1551 CALCB #7612, Therapy of Acute Lvmnhocytic Leukemia 

in Adults: A Comparison of Vircristine, Prednisone 
and L-Asparapinase (FY-77 0). 

1552 CALGB #7632, Chemotheraoy in Indolent Chronic Lympho- 
cytic Leukemia (FY-77 0). 

1553 CALGB #7661, Multiple Myeloma Resistant to Melphalan 
Treated with Cyclophosphamide, Adriamycin, BCNÜ, and 
Prednisone (FY-77 C). 
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189 

1554   CALGB #7691, Comparison of Involved Field Radiotherapy 
with Involved Field Radiothersov with Adjuvant >fOPP 
Chemotherapy and Extended Field Radiotherapy in the 
Treatment of Staee I and II Moiekin's Disease in 
Children (FY-77 0). 

191 

1555 CALGB Pilot  Study #0702,  Evaluation of Galactitol 
1,2:5,6 -Dianhydro in the Treatment of Advanced Carci- 
noma of the Lunj» and Melanoma. A Phase III Study (FY- 
77 0). 
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DEPARTMENT OF MEDICINE (continued) 

Hematology-Oncology Service 

1556   CALGB #7721, A Comparative Study of Adriamycin Vs 
Daunorubicin at Two Dose Levels for Induction and 
of 4-Week Cycle Vs 8-Wcek Cycle for Maintenance 
Chemotherapy in Acute Myelocytic Leukemia (FY-77 0). 

CALGB Pilot Study #070U,  A Phase II Trial of Neo- 
cariznostatin in Carcinoma of the Bladder, Kidnev, 
Pancreas, Stomach, Uterus, Ovary, Hepatoma, Acute 

Leukemia, or Malignant Melanoma (Fy-77 0). 

CALGB #7761, A Study to Determine the Effective- 

ness of Single Vs Multiple Alkylatine Agents with 
or without Adriamycin in the Primary Treatment of 
Multiple Myeloma (FY-78 0). 

CALGB #7781, Smal Cell Carcinoma of the Lunc;: Loca- 
lized Disease. A Phase III Study.  Combination Chemo- 
therapy Vs Alternating Chemotherapy Plus Radiotherapy 
with or without Immunotherapy (FY-78 0). 

WRAMC #7207, Use of Pentamidine Isothionate in Pneumonia 
Caused by or Suspected to be Caused by Pneumocvstis 
Carciinii  (FY-73 C). 

WRAMC #7301, The Use of Cholestyramine in Metastatic 
Carcinoma of the Prostate and Ovary and Other Maliß- 
nancies (FY-73 C). 
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WRAMC #720'       qe of Methyl-CCNU [l-(2-Chloroethyl)- 
3-(4-Methv        vl)-l-Nitrosoure^ in the Treatment 
of Brain 1 Y-73 0). 

WRAMC #7205, i'uase II, Combination Chemotherapy with 
Dimethyl Triazeno Imidazole Carboxamide and Adriamycin 
in Soft Tissue and Bone Sarcomas  (FY-73 0). 

WRAMC #7307, Phase I-II Evaluation of Dibromodulcitol 

in Previously Treated Patients with Metastatic Carcino- 
ma of the Breast (FY-73 0). 

WRAMC #7402, Adjuvant Therapy of Statte II Testicular 
Carcinoma with Chemotherapy (Actinomycin-D and Chloram- 
bucil). Radiation Therapy or Chemotherapy Plus Radiation 
Therapy after Retroperitoneal Lvmph Node dissection (FY- 
73 0).' 
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DEPARTMENT OF MEDICINE (continued) 

Hetr3toloi?v-0ncolop.y Service (continued) 

1621   WRGH #7208,   Phase II Stiidv, 5-Azncytidine in Acute       222 
Leukemia  (FY-73 0). 

1626 WRArfC #7405, Treatment of Advanced Renal Cell Carci-     223 
noma with a Combination of l-(Chlorethvl)-3-Cvclo- 
hexyl-1-Nitrosourea (CCNÖ) and Bleomvcin (FY-75 0). 

1627 WRAMC ^'7404, Inrnunoloeical Evaluation and Immunotheranv   225 
of Patients with Carcinoma of the Lum; (FY-75 P0). 

1623   WRAMC ?-74n6, Chemoimmunotherapy of Carcinoma of the      228 
Lar",e Bowel (FY-75 0). 

1629 WRAMC #7407, Chemoimmunotherany of Malicnant Mela-       231 
noma (FY-75 0). 

1630 WRAMC #7408, Comoarative Trial of Tamoxifen and 233 
Fluoxymssterone Plus Tamoxifen in Metastatic Rreast 
Cancer (FY-75 0). 

1634        WRAMC  '>7412,  Metastatic  Breast  Carcinoma  Study  to 234 
Evaluate  the Effect  of Cyclünhosnhamide,   Adriamycin 
and   5-Fluorouracil  Vs  Adriamycin,  Dibromodulcitol  and 
Vincristine Secuentiallv Alternating with Cvclonhos- 
phamide,   Methotrexate  and   5-Fluorouracil     (FY-75 0), 

1643        The  Use of  Auto-Factor  IX Concentrate  (Human)   Oried 237 
in  the Treattrant  of  Patients  with  Bleeding Due   to 
Factor VIII   Inhibitors   (FY-76  0). 

164'+        WRAMC  #7501,  Evaluation of Adriamycin and Cis-Plati- 238 
num Cornbination  Chernotheraoy   in  Treatment  of Malig- 
nant   Disease.     A  Phase II  Study   (FY-75 0). 

1647 Inhibition of  Red  Cell  Pyridoxal  Kinase  bv the  Car- 557 
bonyl  Reagents,   Isoniazid and  Hydralazine.   (FY-76 T). 

1649 WRAMC #7602,  Chemoimmunotherapy of Prostatic  Carcino- 239 
ma   (FY-/6  0). 

1650 WRAMC  #7603,   Evaluation of Galactitol   1,2:5,6  Dina- 240 
hydro  in  the  Treatment of Advanced  Neonlastic  Disease 
(FY-76 C). 

1651 WRAMC  #7604,   Combination Chenothernpy   for   the  Treat- 
ment   of  Advanced  Gastric  Carcinoma  with   Either   1- 
(Tetra-hydro-2-Furanvl)-5-Fluorouracil  (Ftorafur), 
Adriamycin  and  Mitomycin-C Versus   5-Fluoroiirac il , 
Adriamycin  and  Mitonvcin-C  ('7Y-76     PO). 
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DEPARTMENT OF MEDICINE 

Hematology-Oncology Service 

1652 VRAMC «=7605, Combination Cheraotheranv of Advanced 
Pancreatic Carcinoma with 5-Fluorouracil, Mito-nvcin- 
C and Streptozotocin (FY-76 O). 

1653 WRA IC #7606, Phase I-II Study of High Dose Metho- 
trexate (MTX) with Citrovorum Factor Rescue for 
Children and Adults with Metastatic Osteosarco^a 
and Advanced Gliomas of the Brain (FY-77 0). 

1654 WRAMC #76ni-A, The Treatment of Unresectable Rron- 

chop.enic Carcinoma with CGNU 2(2Chlorethvl )-3-Cvclo- 
hexyl-1-Nitrosourea, Cyclonhoshamide, Adriarrivcin, 
Procarbazine , Hcxamethylemalanine, Methotrexate and 
Irradiation (FY-77 0). 

1655 WRAMC #7607, Chemoimraunotheraoy of Carcinoma of the 

Luu» UsinR High-Dose Methotrexate and Citrovorum 
Factor with or without BCG  (FY-77 0). 

1656 WRAMC ;-l7608. The Use of Thymosin (F-5) in Patients 
with Carcinoma of the Esophagus. A Phase I Studv. 
(FY-77 C). 

1659   WRAMC #7703, Hepatic Artery Infusion with 5-^luo- 
rouracil (FY-7S 0). 

1661 Polvcythemia Vera Study Croun Protocols 5,6,7, and 3. 

The Treatment of Thrombosis in Patients with Poly- 
cythemia Vera (FY-78 0). 

1662 WRAMC #7704, Chlorozotocin in Metastatic Malignant 
Melanoma.  Resistant to ICDT (FY-77 C). 

1663 GOG #26, A Phase II Trial of Calactitol 1,2:5,5 
Dianhydro in Patients with Advanced Pelvic Malig- 
nancies (FY-73 C). 

Pulmonary Disease Service 

1701 Phagocyte Chemotaxis in Patients with Broncho^enic 
Carcinoma (FY-77 T). 

1702 Effect of Unilateral Major Airw.nv n(>scrijCtion on 
Maximal Expiratory Flow Volume LOOP (FY-7*  C). 
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DEPARTMENT OF MEDICINE (continued) 

Detmatology Service 

1801   Direct Immunofluorescence in Mixed Connective Tisst»* 
Disease.  (FY-77 0). 

Infectious Disease Service 
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1901 

1903 

1904 

1905 

1906 

+ 1907 

1908 

1909 

The Efficacy of Antisera to Gram Negative Endotoxii 
in the Therapy of Gram Negative Sepsis (FY-75 0). 

Persistence of T. Pallidum in Keurosyohillis (FY- 
77 PO). 

Access Shunt Infections on Patients Undertroine Kidney 
Dialysis (FY 77 P0). 

Local Intraune Resoonses to Neisseria Conorrhoeae in 
Humans (FY-77 PO).        "'" '"       ~ 

The LiTiUlus Lysate Assay for the Deteinination of 
Gram Negative Menincitis Seotic Arthritis and Con- 
tamination of Intravenous Fluids (FY-78 0). 

Solid Phase Radioinnrnnoassay (SPIRA) for the Ouanti- 

tation of I^G, I?M, and Ii?A Specific Antibody Levels 
in Sera fron Patients with Strachylococcal and Stren- 
tococcal Infections (FY-78 T). 

Evaluation of Sodium Stibo^luconate (Pentostan^) in 
the Treatment of Cutaneous Leishmaniasis (FY-73 0). 
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270 

271 

274 

Inmunological Evaluation of Patients with 
Leishmaniasis (FY-78 0). 
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278 

DEPARTMENT OF SURGERY 

Peripheral Vascular Service 

2101   Investigation of Vascular Iniuries, Vascular Disease, 
Vascular Grafts and Operatins» Procedures (FY-69 PO). 

279 

2103 Heparin Dosage durin?» Peripheral Vascular Reconstruc-   281 
tion (FY-76 PC) 

2104 Evaluation of the Efficacy of Suonressino Platelet      282 
Activity in Patients with Intermittent Claudication 
(FY-7 7 0). 
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DEPARTMENT OF SURGERY (continued) 

Peripheral Vascular Service 

2105   Rapid Screening for Coaeulation Abnormalities (FY-78 0), 

Neurpsurciery Service 

+ 2204   Causalt;ia:  A Study of Symoathetic Activity in Affec- 
ted Patients (FY-73 T). 

2205   Clinical Data Acquisition Project.  A Grant Application. 
(FY-78 T). 

Ophthalmology Service 

2304   Technician-Assisted and Comnuter-Assisted Oohthalnolo^y 

Care (FY-75 T). 

2306 Clinical Quantification of Intraocular Malignant 

^felano!na Volume (FY-76 0). 

2307 Evaluation of 0.1% Dipivalyl Eninephrine (DPE or GSH 
1226) in the Treatment of Glaucoma (FY-77 C). 

2308 Scleral Buckling for Retinal Detachment 1973-1976. A 
Retrospective View (FY-78 O). 

2309 A Study of Eye Trama and Treatment in the Military 
(FY-78 PC). 

2310 Intraocular Lens (FY-78 0). 

Otolaryn^ology Service 

2508   An Experimental Analysis of Aural Rehabilitation 
Using Programmed Instructions (FY-70 T). 

2510   A Multidimensional Assessment of Stutterintr Severity 
fFY-76 PC). 

2512        ffects of Hearing Impairment and Acoustic Fil- 

ng on the Preceotion of Speech (FY-76 PC). 

2516 The Effect of Amplification on Limited Hißh-Freauency 
Hearing Loss (FY-77 PC). 

2517 Evaluation of a Specialized Technioue for Training 

Audiovisual Integration in Hard-of-Hearine Patients 
(FY-78 PC). 
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DEPARTMENT OF SURGERY  (continued) 

Otolaryngology Service 

2518        The Effects of Analytic  Training on the  Sentence  Recog- 
nition Ability of HearinR-Impaired  Soldiers  (FY-78 PO). 

2319 An Investigation of  the  Effects of Several  Competin«» 
Signals on  Aided  Hearing  Performance  (FY-78 C). 

2520 The Effect of the Change  of Body Position on Nystagmus 
Induced  by Mthermal Caloric  Irrigation  and on Soon- 
taneous  Nystagmus during Electronystagraographv (FY-78 
0). 

2521 Reaction Times of Stutterers  and Nonstutterers  (FY-78 0). 

2522 ^fonaural Versus Binaural  Amplification  for Hearing 
Impaired Listerners  (FY-78 0). 

2523 The Relationship between Electroacoustic  Parameters 
and Perceived  Sound  Quality of  Hearing  .Aids  (FY-78 
PO). 

2524 The Effects of Assertiveness Training on Hearing Im- 
paired  Soldiers  (FY-78 0). 

2525 Generation  and  Evaluation of  Synthetic  Fscial  Images 
for Studying  and  Trainin? Lioreadins  (FY-7S 0). 

Renal Transplant  Service) 

2601 In Vivo and  In Vitro Properties of Sensitized Lympho- 
cytes  in Transplantation  Immunology  (FY-72  PT). 

2610 Antilymohocyte Globulin  (ALG)  and Kidney Transplanta- 
tion:   A Controlled  Double  Blind  Study  (FY-73 0). 

2611 Survey of Multioarous  Patients  for Anti-HLA Antibodies 
(FY-76 T). 

2614 HLA Tissue  Typinp  Studies on  an Alaskan  Population 
Groun,  and  Possible  Relationship to  Orcan Transnlan- 
tation Science  (FY-77 T). 

2615 Immunolocical Monitorinp of the Transplant  Recipient 
(FY-78  0). 

2616 Obviating  the Graft  Versus  Host  Peaction   (FY-78 0). 
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DEPARTMENT OF SURGERY (continued) 

Thoracic Surgery and Cardiovascular Service 

2703   Exclusive Use of AutoloE;ous Blood Transfusions (Auto-  332 
transfusions) in Elective Thoracic and Open Heart 
Surgical Procedures (FY-75 C). 

Urology Service 

2804 An Evaluation of the Efficacy of Tadenan in the Treat- 334 

ment of Benien Prostatic Hyperlasia (FY-76 0). 

2805 Biochemical Studies of Urinary Polyamines in Human     335 
Genitourinary Carcinoma (FY-76 P0). 

2807   Determination of Human Prostatic Acid Phosphatase in   336 
both Benign and Malignant Conditions bv Radioimmuno- 
assay (FY-77 PC) 

2809 Relationships between Prostatic Cancer and Excretion   339 

of Urinary Cholesterol (FY-78 P0). 

2810 Comparative Study of Hi?h Dose (5000 Rads) Versus      349 
Low Dose (2000 Rads) Preoperative Radiation to Radi- 
cal Cystectomy for Control of Transitional Cell Car- 
cinoma of the Bladder (FY-78 0). 

Allergy and Rheumatology Service 

3102 Therapy of Immunodeficiency Diseases with Transfer     341 
Factor (FY-73 PC). 

3103 Techniques for the Detection of Anti-Nuclear Anti-     342 
bodies.  A Comparative Study (FY-73 T). 

3105   An Evaluation of Immunologie Response in Ragweed-      350 
Sensitive Patients by New Techninues (FY-73 PC). 

3109   Complement Deficiencies of their Relationship to       352 
Diseases in Man (FY-73 PC). 

3111   Quantitative Serum IgE in Human Infections, Immune     354 
Deficiency States and Diseases with Imoaired Cellu- 

lar Immunity (FY-73 T). 

3113   Synovial Fluid Analysis in Rheumatic Disease (FY-73 T). 356 

3117   Evaluation and Study of Patients with Primary and      363 

Secondard Immunodeficiency Disease (FY-73 C). 
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Allergy and Rheumatology Service (continued) 

3123 

3138 

3139 

3140 

3141 

3143 

3144 

3145 

3146 

3147 

3148 

3149 

315U 

Study Immune Mechanisms in Systemic Lupus Ervthena- 

tosus (FY-75   PT). 

Immunologie >fechanisms of Cutaneous Reactions to 
Inhalant Allergens (FY-76 PO). 

Immunologie Function of Hu-nan Tonsil and Adenoid 
Cells (FY-77 C). 

Hyposensitization: Lung Term Sequelae (FY-77 PC). 

A Hulticlinic Long Term Comparative Efficacy and 

Safety Study of Albuterol Versus Isoproterenol Nebu- 
lizer Solution (by Hand Bulb Nebulizer) in the Treat- 
ment of Reversible Obstructive Airway Disease in 
Adults (FY-77 PT). 

Bioloffic (Skin Testing) Potency of Allergenic Extract 
Reference Preparations  (FY-77 PT). 

Neurophysiologic, Immunoloeic and Biochemical Aspects 
of Bronchial Asthma (FY-77 PO). 

A Fluorescent Test for Extractable Nuclear Antigen 
(FY-77 O). 

Immunotherapy Kit Potency Persistance (FY-77 0). 

An Evaluation of the Safety and Efficacy of Allergen 

Immunotherapy with Hymenootera Venom in Insect Sting 
Allereic Patients (FY-77 PO). 

The Histologie Evaluation of Diffuse Luntr Disease in 
Sjotrren's Syndrome by Transbronchial Luns Bionsy (FY- 
78 0). 

Investigation of Immunologie Imbalance in Atonic 
Dermatitis (FY-78 PO). 
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3151 

Comparison of Two Licensed Commercially Available Short 395 
Ragweed Extracts Differing in their Ability to Meet the 
Bureau of Biologies Proposed Criteria of Potency (FY-78 
C). 

Allereic Disease Center Study of Hymenoptera Insect    396 

Venom as an A^ent for Diaenosis (FY-78 0). 
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Allergy and Rheumatoloyv Services (continued) 

3152   Factors Affecting the Theonhylline Half Life (FY-7S 0) 

3154   WRAMC #7802, Evaluation of Prosta^landin Productinq; 
Suppressor Cells in Cancer Patients (FY-7? 0). 

DEPARTMENT OF OBSTETRICS AND CYNECOLOGY 

Page 

397 

399 

i  i 

4106   Post-Operative Treatment of Women with Resectahle 400 
Ovarian Cancer with Radiotherapy Alkeran or fTo 
Further Treatment (FY-7a C). 

4113   Cooperative Gynecoloeic-Oncolosv Croup (FY-72 0). 401 

4116   The Evaluation of Fetal Systolic Time Intervals and       402 
Beat to Beat Interval Variations in Fetal Heart Rate 
as Early Indicators of Fetal Maturitv and Fetal Dis- 
tress (FY-75 0). 

4124   Fetal Intensive Care Monitoring in a Lonc-P.an^e 403 

Continuing Project (FY-73 0). 

4126   The Clinical Evaluation, of a Rapid Method for Pre-        404 

surgical Cleansing of the Hands (FY-75 T). 

4129   Antepartum Fetal Evaluation of Noise Evoked Fetal 405 
Heart Rate Response as an Indicator of Fetal Well 
Being.  (FY-74 0). 

4132   A Clinical Study to Evaluate the Efficacy of Pro- 407 
phylactic Antibiotics in Reducing the Morbidity 
Associated with Cesarean Section (FY-77 PC). 

4134 Treatment of Women with Cervical Cancer Staee IIR,        408 
IIIB, IVA, Confined to the Pelvis and/or Para-Aortic 
Nodes with Radiotheranv Alone Versus Radiotherapy 
Plus Immunotherapy (Intravenous C-Parvum) (Phase II) 
(FY-77 0). 

4135 A Randomized Comparison of Melnhalan Alone Versus 409 
Adriamycin and Cyclophosnhamide Versus Hexamethvl- 
melamine and Melphalan in Patients with Ovarian 
Adenocarcinoma: Suboptimal Stage III, Sta're IV, and 

Recurrent, Equivalent to Stage III and IV' (Phase III). 
(FY-77 0). 
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DEPARTMENT OF OBSTETRICS AND GYMF.COLOGY 

4136 A Randomized Comoarison of Melohalan Alone Versus 
Melohalan Therapy Plus Irnniunotheraov (Corynebac- 
terium Parvum) in the Treatinent of V.'omen with Sta<ie 
III (Optimal) Epithelial Carcinoma of the Ovary 
(Phase ID (FY-77 0). 

4137 A Randomized Comparison of Pelvic and Abdominal 

Radiation Therapy Versus Pelvic Radiation and Mel- 
nhalan Versus Melphalan Alone in Stat»e II Carcinoma 
of the Ovary (Phase III) (FY-77 0). 

413S   Diagnosis and Treatment of Intrauterine Abnormalities 
Usins; the Hysteroscope (FY-73 0). 

413c.   A Randomized Comparison of Melohan, 5-Fluorouracil and 
Menace Versus Adriamycin, Cytoxan, 5-Fluorouracil and 
Menace in the Treatment of Patients with Primary Staae 
III, Primary Stage IV, Recurrent or Residual Endometrial 
Carcinoma (Phase III)  (FY-77 0). 

4140 A Clinical-Patnolos;ic Studv of Stage I and Stage II 
Carcinoma of the Endometrium (FY-78 0). 

4141 A Randomized Study of Adriamycin as an Adjuvant after 
Surgerv and Radiation Therapy in Patients with High 
Risk Endometrial Carcinoma Stage I and Occult Stage II 
(FY-78 0). 
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DEPARTMENT OF RADIOLOGY 

Nuclear Medicine Service 

4501 Clinical Evaluation of Fluorescence Scanning of the      416 
Thyroid with an Americiuw 241 Source (FY-73 P0). 

4502 Plasma Angiotension Levels and Response to Anti- 417 

hypertensive Therapy in Essential Hypertension (FY- 
73 C). 

4514 Clinical Evaluation of Indium-III DTPA (FY-75 0).       418 

4515 Broad Clinical Evaluation of 99T,1Technet ium Label-        419 

led Stannous Clucohentonoate as a Diagnostic Agent 
for Studying the Kidney (FY-73 C). 

4518   Clinical Evaluation of ^^TechnetiuTi Electrolytically    420 

Labelled Human Serum Albiimin for Iniection c)9mTc(E) 
HSA (FY-76 C). 
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DEPARTMENT OF RADIOLOGY 

fIuclear  Medicine  Servicg 

4519 Studv of Thalliu-n Chloride TL  201   for   fvocsrdial 421 
Ircajring  in Acute   Infarction anc!/or  Ischenia   (FY-77  C). 

Radiation Therany Service 

4601 Participation  in  the  National  Coooerative  Studv of 422 
Early Hod^kin's   Disease   (FY-69  P0). 

DEPARTMENT OF  PATHOLOGY 

Blood  Bank 

5501   Incidence of Hemolvtic Disease of the Newborn Due to 
ABO IncoTipatibilitv (ABO/HDN) (FY-77 PC), 

425 

DEPARTMENT OF PEDIATRICS 

*6fl09   Clinical and Laboratorv Investisation of "enin^eal      558 
Leukemia (FY-75 T) 

+6013   Evaluation of Four Modes of Therapv of Neve's Svn-      559 

drome. Acute EncephaloDathy with Fattv Infiltration 
of the Viscera:  A Mulit-Hospital Study (FY-75 T). 

♦6014   Granulocyte Transfusion by Two Methods: Continuous      560 
Flow Centrifucation and Filtration Leu'conhoresis (^Y- 
76 T). 

6017   Clinical Studies in Thermorr.etry  (FY-77 T), 426 

6013   Newborn Host Defenses: I. Developmental Aspects of      427 
Newborn Neutrophil Cheootaxis (FY-77 PO). 

6021   The Role of Leutinizin? Hormone Releasine (LHRH) in     429 

Evaluation of the Hvoothalamic Pituitarv Gonadal Axis 
in Children (FY-78 0). 
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6025 Role of Surface Tension Measurement of Anniotic  Fluid 434 
Lioid  Extract   in  Predicition of  Developfnent   in  RDS 
Neonates   (FY-7S 0). 

6026 Tracheal Aspirate  Surface  Tension as a  Prognostic   In- 485 
dicator  in  Infants with  Resniratory Distress  Syndrome 
(RDS)   (FY-73 0). 

DEPAPTtfENT OF NEUROLOGY 

7105   Study of CEP Responses in Pediatric Epileptic Patients    436 

before and after Withdrawal of Anticonvulsants (FY-72 
T). 

7109   The Application of Sonatosensorv Sninal Evoked Re-        437 
soonse in Spinal Cord Patholocv (FY-76 T). 

DEPARTMENT OF PSYCHlATRY 

711'.   Interruption of Maintenance Neuroleptic Theraoy (FY-      438 
76 0). 

7151 Cognitive Components  of  Interoersonal  Functionine  in 439 
Brain Damaped Adults   (FY-78  C). 
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7215 Neuroendocrine Correlates   in Depressive  Disorders 442 
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Unit Summary Sheet 

Clinical Investication Service, WRAVC 

This Annual Progress Report is for the Fiscal Year 1973. 

1. Mission Changes 

During FY-78 the Service was expanded to include the Infectious 

Disease Laboratory from WRAIR. This laboratory consists of three 
technical personnel and equipment and has several active orococols. 
Currently these personnel are operating in two laoratory areas, Room 
2B26 in the NMTF and a laboratory still located in the WRAIR. 

2. Personnel Actions, Current Strength 

(a)  Personnel transferred from WRAIR to WRAMC with the Infectious 
Disease Laboratory: 

Dobek, Arthur GS-12 0403 
Ciak, Jennie GS-12 0403 
Dickson, Edward    GS-09     0404 

(b)  Personnel hired on temporary appointment to provide suoport to 
investigative projects: 

Londono, Sonnya GS-07 
Gemski, Judith GS-05 
Hirte, Linda       GS-07 

(c)  Current Manpower 

0644 
0645 

(Appointment Expired) 

Description Grade MOS Br Actual Name 

C, Clin Invest Svc 06 61F9B MC 1 Evans 
Asst C, Clin Invest Svc 04 61F9B MC 1 Boehm 
Lab Officer (Admin) 03 68F9D MSC 1 Reed 
Biochemist 02 68C MSC 1 Bongiovanni 
Dietitian 02 3420 AMS 1 Ramos 
Med Lab Tech E7 92B AM ED 1 Price 
Med Lab SP E5 92B AMED 1 Dutton 
Med Lab SP E4 92B AMED 2 Dickinson 

Balthazard 
Science & Eng E4 011120 AMED 1 Byrne 
Supv Rsch Chemist 14 1320 GS 1 Bruton 
Microbiologist 12 0403 GS 1 Dobek 
Microbiologist 12 0403 GS 1 Ciak 
Chemist 11 1320 GS 1 Smith 
Supv Biologist 11 0401 GS 1 Davis 
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DTgcription 

Supv Bio Tech 
Physiologist 
Physiologist 
Med Tech 
Med Tech 
Chemist 
Chemist 
Bio Lab Tech 
Bio Lab Tech 
Bio Lab Tech 
Med Tech 
Ned Tech 
Med Tech 
Secy Steno 
Clk,  DMT 
Clk,  DMT 
Clk,   DMT 
Clk,  DMT 
Clk,  DMT 
Med Tech  (Chemist 

Grade  MOS 

10 

11 
11 
09 
09 
09 
09 
09 
09 
08 
07 
07 
07 
06 
05 
05 
04 
04 
04 

) 04 

0404 

0413 
0413 
0645 
0645 
1320 
1320 
0404 
0404 
0404 
0645 
0645 
0645 
0318 
0316 
0316 
0316 
0316 
0316 
0645 

Br  Actual 

GS 
GS 
GS 
GS 
GS 
GS 
GS 
GS 
GS 
GS 
GS 
GS 
GS 
GS 
GS 
GS 
GS 
GS 
GS 
GS 

Name 

Younj? 

Wright 
Lukes 
Armstrong 
Burgess 
Dawson 
Maydonovitch 
Dickson 
Butler 
Coleman 
Barnes 
Bongiovanni 
Londono 
Ervin 
Laster 
Legere 
Roberts 
McAnally 
Kendall 
Martin 

3. Investigative Program Summary 

Number of active protocols 291 
Number of completed protocols 94 
Number of publications 82 
Number of presentations 36 

4. Incentives 

(a) The Commander, WRAMC, provided this Service with $17,200 to 
support personnel who participated in the Clinical Investigation 
Program and had papers or exhibits accepted for presentation at 
various    national    scientific    meetings. Forty     five     investigators 
utilized this  support during FY-78. 

(b) Allocations of operating funds for both supplies and equipment 
has become extremely tight. The Chief, CIS, and his staff are 
constantly reviewing protocol progress, cost analysis is regularly 
conducted to determine which projects merit  funding, 

(c) The Biochemistry Laboratory is in full operation and provides 
investigative projects with sophisticated chemical procedures that 
were previously  unavailable. 

i 2 
---:  J      -i. mU*m UU-fe .—. --"'- -^   - —"-'*" 



mm "HU« ™—- 

(d) The Bailey K. Ashford Medal for outstanding investigative work 
by a resident was awarded to William D. Bellville, MAJ MC, Urology 
Service, during graduation ceremonies for 1978 for his work in urolorv 
related to the measurement of prostatic acid phosphatase by radioimmu- 
noassay. 

(e) The Service provides funding for reprints of articles publis- 
hed in the scientific media by the staff at WRAMC. 

5. Objectives; 

(a) To achieve continuous improvement in the quality of patient 
care through a program of relevant clinical investigation. 

(b) To furnish the future backbone of the Army Medical Department 
with experience in the mental discipline associated with proper utili- 
zation of the scientific method and organized inquiry, 

(c) To further develop and refine the research environment 
necessary for Walter Reed to continue in its standing as an accredited 
center for advanced training in the health care sciences. 

6. Technical Approach;  Provides direction and management as outlined 

under provisions of AR 40-38, Clinical Investigation Program; AR 40-7, 
Use of Investigational Drugs in Humans; and WRAMC Regulation 70-1, 
Clinical Investigation Program, WRAMC.  Provides guidance, assistance 
and support to the house staff on matters pertaining to the program. 
Coordinates the WRAMC program with hieher headquarters and other 
facilities. 

7. Funding, FY-78; 

Civilian Personnel $492,761 
Military Personnel 287,076 
Travel 17,200 
Rental 18,000 
Contracts 44,000 
Supplies 314,000 
Average Cost/Protocol 5,213 
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TABLE OF  PUBLICATIOKS  AND  PRESENTATIONS,   FY-78 

DEPARTMENT  OF  MEDICINE 

Wray HL,   Burman  KD,   Smallridt;e RC,   Alford  JP,  and  Wartofsky L.   Effect 
of T3 and Reverse T3 Administration of Serum Tri-,  Di-,   and 
Monoiodothyronines  in Sheep.     Fed Proc 37:519,   1978.   (Abs) 

Wannemacher,   RW,  Dinterman,  RE,  Burman KD,   and Wartofsky,  L.    The  Pos- 
sible  Role of Thyroid Hormone  in  Regulating Rates of Protein 
Degradation  in Skeletal Muscle.     Fed  Proc  37:1315,   1978.(Abs) 

Glass AR,  Vigersky RA, Mellitt R,  and  Swerdloff R.S.  Effect of Protein 
Deficiency on  the Hypothalamic-Pituitary-Testicular Axis  in 
Rats.  Endoc Soc,  Jun 78, Endoc  102:376,   1978.   (Abs) 

Burman KD,   Djuh Y-Y,  Kesler P,  and Wartofsky L. The Effect of T4 Ad- 
ministration of Hepatic Conversion of T4 to T3  in States of 
Altered  Carbohydrate  Economy.   Endoc   Soc, Jun 78,  Endoc   102: 
238,   1978. 

Kidd GS,   and Wray HL.     Effect of Thyroid   Status on  Renal  Responses   to 
Parathyroid Extract  and Vasopressin,   Endo  Soc,   Jun 78,   Endoc 
102:479,   1978. 

Latham KR and Baxter JD. Binding of Amine Substituted Thyroid Hormone 
Analogs to Nuclear Receptors, Endo Soc, Jun 78, Endoc 102:411, 
1978. 

Vigersky  RA,   Kidd GS,   Dawson E,  and  Bruton J.    Testicular  Function   in 
Thyrotoxic Men,   Endo Soc,   Jun 78,   Endoc  102:503,   1978. 

Smallridge  RC,  Wartofsky L,   Diraond  RC,   and  Burman KD.   3',5'-Diiodothy- 
ronine  and 3'-Monoiodothyronine:   Develooment of Radioimtnuno- 
assays  and Demonstration of  In Vivo  Perioheral Conversion. 
Endoc  Soc,  Jun 78,  Endoc  102:125,   1978. 

Smith  D,   and Glass AR.     Response of  the  Hypothalaraic-Pituitary-Testi- 
cular Axis  to  Surgery.   Endoc   Soc,   Jun 78,   Endoc   102:508,   1978. 

Glass AR,   Mellitt  R,   Burman K0,  Swerdloff  RS,  Wartofsky L,   and  Fisher 
DA.     Effect  of Dietary ComposILion  on Serum Thyroxine  and  Tri- 
iodothyronine  in Rats.    Clin  Rsch  26:238A,  Apr   1978. 

Smallridge   RC,   Latham KR,   Ward  KE,   Dimond   PC,   Wartofsky L,   and   Burman, 
KD.   3'5,-Diiodothyronine  to  S'-Monoindothyronine  O'TD  Con- 
version  in Rat  Liver and  Solubilizntion of Multiple  Phenolic 
Ring Deiodinase Activities.   Amer Thvroid  Assn,   1978,   Portland, 
Oregon,   Sep  13-16  1978,  Endoc   103:T-7,   197S. 
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TABLE OF PUBLICATIONS  AND PRESENTATIONS.  FY-78  (continued) 

DEPARTMENT OF MEDICINE 

DL, Schaaf H, Frantz AG.    Studies with Lergotrile v'esylate 
n Acro-negaly.    Fed Proc  37:2198-2201,   1978. 

Latham KR,   Burman KD,   and Wartofsky L.    Seoarate T3 and T4 Pecentors: 
Physiologic and Chromatosranhic Evidence.    Amer Thyroid Assn, 
1978,  Portland, Oregon,   Sen 13-16,   1978,  Endoc   103:T-17,   1978. 
(Abs) 

Cancji D,  Vi^ersky RA,  Cohen L,  Gläubiger D,  Bruton J,  and  Poolack D. 
Pharmacokinetics of Corticosteroids  in Cerebrospinal Fluid 
(CSF) and Blood. Clin Rsch 26:289A,   1978.   (Abs) 

Gangji D,  Vigersky R,   Bleyer A,  Gläubiger D,  and Poplock D.    Cortico- 
steroid Kinetics  in CSF,   in Kay H and Whitehouse M,  eds, CNS 
Complications of Malignant Disease, McMillam Press,  LTD, Lon- 
don,  1978 (in press). 

O'Brian JT,  Bybee DE,   Wartofsky L, Georges LP,   and  Burman K0.     Altered 
Peripheral Thyroid  Hormone Metabolism and  Diminished Hypotha- 
lamic Pituitary Responsiveness with Chanpes  in Dietary Compo- 
sition.     Clin Rsch 26:310A,  Apr 1978.     (Abs) 

Gangji D,   Vigersky R,   Cohen L,  Glaubiger D,   Bruton  J,   and Polack D. 
Pharmacokinetics of Corticosteroids  in Cerebrosoinal Fluid and 
Blood.    Clin Rsch  26:289A, Apr 1978.   (Abs) 

SmallridRe RC,   Rajfer  S,   Davia J,  and Schaaf M,     Acromepaly and the 
Heart:  An Echocardicgraphic Study.  Clin Rsch 26:312A, Apr  1978 
(Abs) 

Smallridge RC,  Rajfer S,  Davia J, Lader J,  and  Schaaf M.  Acromegaly: A 
Study of Cardiac  Structure and Function.     Am Coll  Phys,  Four- 
State  Regional Meeting,  Williamsburg,  VA Oct  6-8,   1978. 

Zwillich C, Martin B,   Rose E,  Charles A, Hofeldt  F,   and Burman KD, The 
Effects of Dense Beta Sympathetic Blockade on >fetabolic Rate 
and Thyroid  Function  in Normal Man,   AFCR,   Carmel,  CA,  Feb 
1978. 

Bybee D,  Taub M,  Burman KD, Georges LP,  and O'Brian J.    The Effect of 
Hypocaloric  Carbohydrate Feeding on Central  and Perinheral 
Thyroid  Hormone  Regulation.     Clin  Res  26:611a,   1978. 

Wray HL,   Burman  KD,   Alford JP,   and Wartofskv L.     Effect of T3  and 
Reverse T3  (rT3)  Administration on  Plasma Cyclic  AMP (CAMP) 
and Cyclic GMP (CGMP)   in Sheep.    Clin Res  26:16A,   1978. 
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TABLE OF PUBLICATIONS AND PRESENTATIONS,   FY-78  (continued) 

DEPARTMENT OF MEDICINE 

Class AR, ^fellitt R, Burraan KD, Swerdloff ES, WarCofskv L, and Fisher 
DA. Effect of Dietary Composition on Serum Thyroxine (T4 and 
Triiodothyronine  (T3)  in Rats.     Clin  Res 26:99A,   1978.     ^hs) 

Smith CE,   and Glass  AR.     Response of the  Hypothalamic-Pituitary-Testi- 
1 ar Axis  to Surgery.    Endo Soc  60th  Annual Meetinc,   1978, 

ract 859. 

Cla i^ersky BA,  Mellitt  R,  and  Swerdloff RS.    Effect of  Protein 
eficiency on the Hyoothalamic-Pituitary-Testicular Axis in 

Rats.    Endo Soc 60th Annual Meeting,   1978,  Abstract #602. 

Lieblich J,   Guyda H,   Schaaf M,  Reardan J,   Rosen SW.  Basal Enceohalo- 
cele with Pituitary Hypofunction.    Am Coll Phys Annual 
Meeting,   Dallas,  Texas,  Aor 1978  (Abs) 

Baylin SB,   Hsu SH,  Gann DS,   Smallrid^e  RC,   and Wells  SA Jr,  Inhericed 
Medullary Thyroid  Carcinoma:  A Final  Vfonoclonal  Mutation  in 
One of Multiple Clones of Susceotible Cells,  Science 199:429- 
431,   1978. 

Smallrid^e  RC,  Wartofsky L,  Desjardins  R,   and  Burman KD.    Metabolic 
Clearance and Production Rates of 3,3'5'-Triiodothyronine (Re- 
verse T3)   in  Euthyroid,  Hypothyroid,   and Hvperthyroid Sub- 
jects.  JCEM 47:345:349,   1978. 

Corriean DF,   Burman KD,  Dimond RC,   Schaaf M,   Earll  JM,   Rogers JE, 
Wrijrht  FD,   and Wartofsky L.     Parameters of Thyroid Function  in 
Patients with Active Acromeealv,  Metabolism 27:209-216,   1978. 

Thompson P,   Boehra TM,   Strum D,  and Wartofsky L.  Abnormalities of Livei 
Function  Tests  in Thyrotoxicosis,  Mil  Med  143:548-551,   1978. 

Smallridge  RC,  Wartofsky L,  Chopra  I,  Dimond   RC,  Marinelli PC, 
Broughton  RE,   and  Burman KD.    Neonatal  Thyrotoxicosis:  Rela- 
tionship of LATS-Protector  to Alterations   in  Serum T4,  T3, 
Reverse  T3,   and  3,3,-T2 Concentrations.  J  Peds  93:118-120, 
1978. 

Burman KD.   Recent  Developments  in Thyroid  Hornone Metabolism,   Inter- 
oretation  and  Significance of Measurements  of Reverse T3,   3,   3' 
-T2,   and  Thvroglobulin.    Metab  27:615-630,   1978. 
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TABLE OF PUBLICATIONS AND  PRESENTATIONS.  ^-78  (continued) 

DEPARTMENT OF MEDICINE 

Burtnan KO,  Dimond PC,   Diuh Y-Y,   Bruton J, Washburn TB,  Wright  FD,  and 
Wartofsky L.    Failure of 3,3*^2 Administration  to Alter TSK 
and Prolactin Responses to TRH Stimulation.    Metab 27:677-683, 
1978. 

Wray HL, and Glinos AG.     Cyclic Nucleotide and Growth Regulation  in 
Susoension Cultures of Mammalian Cells.    Am J Physio 3:3 C131- 
138,   1978. 

Glass AR, Dahms WT,  Abraham G,  Atkinson RL,  Brav GA,  and Swerdloff RS. 
Secondary Amenorrhea  in Obesity:  Etiologic  Role of Weight- 
Related Androhen Excess.     Pert & Ster 30:243-244,   1978. 

Thrall  JH,  Burman KD,  Wartofsky L,  Corcoran  RJ,  Johnson MC.   and Gill in 
MT.    Discordant  Imaging of a Thyroid Nodule with 1*31 ancj 
Technetium-99m:   Concordance of  I        and Fluorescent  Scans. 
Radiology 128:705-706,   1978. 

Lieblich JM,  Rosen SW,   Guyda  H,   Reardan J,   and  Schaaf M.     Syndrome of 
Basal Encephalocele and Hynothalamic-Pituitary Dysfunction. 
Ann  Int Med  89:   Dec   1978. 

Glass AR, Mellitt  R,   Burraan KD, Wartofskv L,   and  Swerdloff RS.     Serum 
Triiodothyronine   in Undernourished  Rats:   Deoendence  on Dietary 
Composition Rather  than Total  Calorie or Protein  Intake.  Endo 
102:1925-1928,   197«. 

Howards  SS,  Lechene C,   and  Vioersky P.A.    The Fluid  Environment of the 
Maturins Spermatozoon.     Proc  Int  Synn on  Spermatozoon,   1978. 

Latham KR,  and Johnson  LK.     A<:inR at  the Cellular Level, 
Geriatics Chap  III,   Ed Rossman  I,   1978. 

Clin 

Blom, Johannes, Park RC, and Blessing John. Treatment of Women with 

Disseminated and Recurrent Ovarian Carcinoma with Single and 
^tulti Chemotherapeutic Agents, for the GOG A SCO C125, 1978. 
(Abs). 

Bull, JM, Tormey, DC, Shou-Hua Li, Carbone PP, Falkson G, Blom J, 
icrlin E, and Simon R. Cancer 41:1649-1657, 1978. 

Berne K, Snyder K, and Lawless OJ.  Comoarison of Anti-DNA Antibody 
Levels Detected by the FARR Techniaue and the FTAX Immuno- 
fluorescence Assay.  Clin Chem 24(6): 1018, 1978. 
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TABLE OF PUBLICATIONS AND PRESENTATIONS, FY-78 (continued) 

DEPARTMENT OF MEDICIME 

Berne B, Snyder K, and Lawless OJ.  Comoarison of Anti-DNA Antibody 
Levels Detected by the FARR Technique and the FIAX Iimino- 
fluorescence Assay.  Clin Chem 24(6): 1018, 1978. 

Berne BH, Lawless OJ.  CIQ-Reactive Immune Comolexes in Sjof»ren9 Syn- 

drome.  Amer Rheumatism Assn, New Orleans, LA, October 1978. 

Lawless OJ, and Armstrong JH.  Suppression of In Vitro Lymphocvte 
Responses of Normal Cells to SKSD and Mitoeens by SLE Sera 
with High DNA Binding Capacity, and Accentuation of Suppres- 
sion by Added Fr >e DNA.  Southeastern Regional Meeting of the 
Amer Rheumatism Assn, Atlanta, CA, Dec 1977. 

Berne BH, Terrell R, Snyder K, Zimmerman OH and Lawless OJ. Antigen- 
Related Discrepancies in DNA Binding Activities in Systemic 
Lupus Erythematosus (SLE) as Measured by Counterj-^munoelectro- 
phoresis (CIEP) and Ammonium Sulfate Precipitation (ASP). 
Southeastern Regional Meeting of the American Rheumatism Assn, 
Dec 1977. 

Lawless OJ and Armstrong JH.  Suporession of In Vitro Lymphocyte Res- 
ponses of Normal Cells to SKSD and Mitoeens by SLE Sera with 
High DNA Binding Capacity and Accentuation of Suppression by 
AddeJ Free DNA. VII Conereso Panamericano de Keumatologia, 
Bogota Columbia, SA, Mar 1978. 

Berne BH and Lawless OJ.  CIO-Reactive Immune Complexes in Sjogren's 

Syndrome. ARA, New Orleans, LA, Oct 1978. (To be published in 
Clinical Rsch.) 

Tramont EC, Ciak J.  Antigonococcal Antibodies in Genital Secretions, 
in Immunobiology of Neisseria Gonorrhoeae, 274-276, 1978. 

Tracnont EC.  Human Immune Resoonse to Neisseria Gonorrhoeae.  Pros- 

pectives for Vaccine Develooment.  Presented at 32nd Annual 
Meeting, Soc Med, Consultants to the Armed Forces, Nov 1977, 
(Abs). 

Tramont EC, Ciak J, Ciloreath M, Rrinton C.  Rlockase of Local Anti- 

Gonococcal Antibody bv Gnococcal Antigens.  ICCAC, Atlanta, 
GA, 1978, (Abs). 

Tramont EC, Hodges W, Ciak J.  Importance of Antieenic Differences in 
Conococcal Reinfection.  Clin Rsch, 1978. (Abs) 
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TABLE OF PUBLICATIONS AND  PRESENTATIONS.   FY-78  (continued) 

DEPARTMENT OF MEDICINE 

Berne BH, Lawless OJ.     CIQ-Reactive  Immune Complexes  in SjoRre^s  Syn- 
drome.    Araer Rheumatism Assn,   New Orleans,   LA,  October  1978. 
(Abs) 

Lawless    OJ,  and Armstrong JH.     Suppression of In Vitro Lymphocyte 
Responses of Normal  Cells  to  SKSD and Mitot»ens  by SLE Sera 
with Hieb DNA Bindine Caoacitv,  and Accentuation of  Suonres- 
sion by Added Free  OKA.     Southeastern Regional Meeting of the 
Araer Rheumatism Assn,   Atlanta,  GA,  Dec   1977. 

Berne BH,  Terrell R,  Snyder K,   Zimmerman DH and Lawless  OJ.     Antigen- 
Related Discrepancies  in DNA Binding Activities  in Systemic 
Lupus Erythematosus   (SLE)  as Measured  by Counterimmunoelectro- 
phoresis   (CIEP)   and  Ammonium Sulfate Precipitation   (ASP). 
Southeastern Regional Meeting of the American Rheumatism Assn, 
Dec  1977. 

Lawless  OJ and Armstrong JH.     Suppression of  In Vitro Lymphocyte  Res- 
ponses of Normal  Cells   to SKSD and Mitop.ens   by SLE  Sera with 
High  DNA Binding Capacity and  Accentuation of Suppression by 
Added Free DMA.   VII  Congreso  Panamericano de Reumatoloeia, 
Bogota Columbia,   SA,  Mar  1978. 

Berne  BH and Lawless OJ.     CIP-Reactive  Immune Complexes   in   Siosrens 
Syndrome.  ARA,   New Orleans,   LA,  Oct  1973.   (To be  published  in 
Clinical  Rsch.) 

Tramont   EC,   Ciak J.    Antigonococcal  Antibodies  in Genital   Secretions, 
in  Immunobioloey of  Neisseria Gonorrhoeae,   274-276,   1978. 

Tramont  EC.     Human Immune  Besoonse  to Neisseria Gonorrhoeae.     Pros- 
pectives  for Vaccine Development.    Presented at  32nd  Annual 
Meeting,   Soc Med,   Consultants  to  the Armed  Forces,   Nov  1977, 
(Abs). 

Tramont  EC,   Ciak J,  Gilbreath M,   Brinton C.    Blockage of Local Gono- 
coccal Antigens.     ICCAC,   Atlanta,  GA,   1978. 

Tramont   EC,   Hodges W,  Ciak  J.     Importance of Antigenic  Differences  in 
Conococcal  Reinfection.     Clin Rsch,   1978.   (Abs) 

Tramont   EC,   Hodges W,  Ciak  J,   Gilbreath M.     Importance of  Differences 
in Attachment Antigens   in Conococcal  Reinfection.   (Submitted 
for publication),   1978. 

! 
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-.i TABLE OF PUBLICATIONS AMD PRESENTATIONS,  FY-78,   (continued) 

DEPARTMENT OF MEDICINE 

Cross AS.    Diagnosis of Access Site Infections  in Patients on MSTIO- 
dialysis,  ASM,   New Orleans,  LA,  Way  1977. 

Tramont EC.    Persistence of Treoonema Pallidum in Cerebrospinal Fluid. 
JAMA 236:2206,   1978. 

Tramont EC. The Case Against Benzathine Penicillin as the Treatment 
of Neurosyphilis. Smith J Lavton, MD, Ed. Neuro-onhthalrao- 
logy Update.   325-328,   1977. 

Tramont EC. Chapter 180, Treoonema Pallidum (Syohilis). To be pub- 
lished in Principles and Practice of Infectious Disease,   1973. 

Hooper RG.    Exoiratory Flow Volume Abnormalities with Major Airway Ob- 
struction.     A Model  Lune Study.    Clin Rsch  26:A4SA,  Aor   1973. 

Hooper RG,  and Tellis CJ.    Major Airway Obstruction and the Flow Vo- 
lume Relationship.   XIII World Coneress on Disease of the Chest 
Kyoto, Japan,   Jul   1978.   (Presentation) 

Scialla SJ,  Soeckart  S,   and Ki^ball  DS.    The Relationship between En- 
hanced Platelet  Agareffation,  Hypercoa(»ulabil ity and  Platelet 
Surface Sialyltransferase Activity in Cancer Patients.   Blood 
50:   (Supol  1)  282,   Nov 1977.  (Abs) . ~ 

Scialla SJ, Speckart SF, and Kimball DP. Aspirin Effect on Platelet 
AgErejration and Platelet Surface Sialyltransferase Activity. 
Clin Rsch 26:356A,   1978.  (Abs) 

Scialla SJ,  Barr CF,   Walldorf MA,   and Kiraball DP.     Factor  VIII  Complex 
in Cancer Patients.     Clin Rsch  26:441A,   1978.   (Abs) 

Johnson LF.     Esoohageal  Emptyine  in Achalasia Ouantitated  by a  Radio- 
isotope Technique  (accepted by Amer J of Dipestive Diseases 
for publication). 

Gross R,  Johnson LF,  and  Kaminski  RJ.     Improved Esoihageal  Emptyinir  in 
Achalasia after  Pneumatic  Dilation Assessed  hy Changes  in 
Symptoms,  Les   Pressure   (IESP)  and a  pH Reflux  Test.     Castro 
(Abs). 

Cross  R,  Johnson LF,   and   Kaminski  RJ.     Reliabilitv of  Syimtom Assess- 
ment,  Les  Pressure   (LESP)  and Barium TIeal  to  "redict Pate of 
Esonhaseal  Emptyine  in  Achalasia..    Castro lA:->s). 
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TABLE OF PUBLICATIONS AND PRESENTATIONS (continued) 

DEPARTMENT OF SURGERY 

Waiden BE, Schuchman, GI, and Sedee RK.  The Reliability and Validity 

of the Comfort Level Method of Setting Hearing Aid Gain.  J 
Speech Hearing Pis 42:455-461, 1977. 

Waiden BE, Prosek, RA, Montgomery AA, Scherr CK, Jones CJ.  Effects of 
Training on the Visual Recognition of Consonants. J Sneech 
Hearing Res 20:130-145, 1977. 

Waiden BE, Montgomery AA, Gibeily GJ, Prosek RA, and Schwartz DM. 
Correlates of Psychological Dimensions in Talker Similarity. 
J Speech Hearing Res 21, 265-275, 1978. 

Waiden BE, and Montgomery AA.  Consonant Similarity Judgments by Nor- 
mal and Hearing-Impaired Subjects.  Presented at American 
Speech and Hearing Assn Convention, Chicago, IL, 1977. 

Prosek RA. A Multidimensional Assessment of Stuttering. Presented at 
Amer Speech and Hear Assn Convention, Chicago, IL, 1977. 

Prosek, RA, Montgomery AA, Waiden BE, and Schwartz, DM.  EMG Biofeed- 

back in the Treatment of Hyoerfunctional Voice Disorders. £ 
Speech Hearing Dis 43:282-294, 1978. 

Montgomery, AA. Assessment of a New Auditory-Visual Trainine Techni- 
que. Presented at Amer Speech and Hear Assn Convention, Chi- 
cago, IL, 1977. 

Schwartz DM, and Surr RK. Performance of High-Frequencv Imoaired Lis- 

terners on a Consonant Discrimination Test. Presented at Amer 
Speech and Hear Assn Convention, Chicago, IL, 1977. 

Rich KM, Hobson RW, II, and Wrieht CB.  Historical Aspects of Direct 
Venous reconstruction. In Bergan JJ and Yao JST (Eds), Sympo- 
sium on Venous Problems in Honor of Geza de Takats. Year Book 
Medical Publishers, Inc, Chicago, IL, 1978. 

Hobson RW II, Rich, NM and Wright CB.  Clinical Experience with Direct 
Venous Reconstruction and Acute Trauma. _In Berean JJ and Yao 
JST (Eds), Symposium on Venous Problems in Honor of Geza de 
Takats.  Year Book Medical Publishers, Inc, Chicago, IL, 1978. 

Wright CB, Hobson RW II, Swan KG and Rich NM.  The Pathonhysiologv of 

Extremity Venous Occlusion.  In Berean JJ and Yao JST (Eds) 
Symposium on Venous Problems in Honor of Geza de Takats Year 
Book Medical Publishers, Inc, Chicago, IL, 1978. 

12 
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-.* TABLE OF PUBLICATIONS AND  PRESENTATIONS  (continued) 

DEPARTMENT OF  SURGERY 

Collins GJ Jr,  Rich NM,  Hobson RW II,  Andersen CA and Green D. Mul- 
tiple Mycotic  Aneurysms  Due  to Candida Endocarditis.   *nn  Sur? 
186:136,  1977. 

Rich NM,  Collins GJ Jr,  Andersen CA,   and JfcPonald  PT.     Autogenous 
Venous  Interposition Grafts  in Repair of Haior Venous Inter- 
position Crafts  in Repair of Maior Venous Injuries.    J Trauma 
17:512,   1977. 

Andersen CA, Collins GJ Jr, and Rich NM. Routine Operative An»io{»raphy 
during Carotid Endarterectomv. A Reassessment. Surgery 83:67, 
1978. 

Collins GJ Jr, Rich NM, Andersen CA and McDonald PT. Stroke Associated 
with  Carotid Endarterectomy.     Am J  Surg  135:221,   1978. 

Rich NM,  and  Collins GJ Jr.  Problems and  Resolution of Lower Extremity 
Vein Disease.     In Nyhus LM (Ed),   Sureical Annual,  Vol X. 
Appleton-Century-Crofts,  New York,   1978. 

Rich  KM.    The  State of  the  Fellowship.    Mil  Med  143:44,   1978. 

Rich NM, and Spencer FC. Vascular Trauma. Saunders WB Co, Phila, PA, 
1978. 

Collins GJ Jr,  Rich NM,  Andersen  CA,   and McDonald PT.   Staged Aorto- 
femoropopliteal  Revascularization.     Arch  Surp.   113:149,   1978. 

Rich NM,  Collins GJ Jr,  Andersen CA,  McDonald PT and Ricotta JJ.     Ar- 
terial  Trauma:   A  Remaining Problem of Increasing Magnitude. 
Mil Med 141:847,   1977. 

Andersen CA,   Rich NM,  Collins GJ Jr,  McDonald PT.    Limb  Salvage bv Ex- 
tended Profunda  Femoris  Revascularization.    Amer  Surg 44:44, 
1978. 

Rich NM.    Arterial  Injury Associated with  Stab Hounds,   Bullet Uounds 
and  Fractures.     Manual,   Postgraduate Course,   Peripheral  Vascu- 
lar  Surgery,  Amer  Colle?e of Surgeons,   1977. 

Rich  NM,  Collins GJ Jr,   Andersen CA,  McDonald  PT and Ricotta JJ.  Mis- 
sile  Emboli.     J Trauma  13:236,   1978. 

McDonald  PT,   Rich NM,  Collins  CJ Jr,   Andersen CA,   and  Kozloff L.     Vas- 
cular Trauma  Secondarv to Diacnostic  and Therapeutic  Proce- 
dures:     Lanaroscopy.     Am J  Surg  135:651,   197S. 
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TADLE OF PUBLICATIONS AMD PRESENTATIONS (continued) 

DEPARTMENT OF SURGERY 

Rich NN.  Military Sureeryt Bullets and Blood Vessels. Surg Clin N Am 
1978. 

Collins GJ Jr, Rich N>1, Andersen CA, and McDonald PT. Comolex Cere- 
bral Revascularization.  Arch Surg, 1978. 

Oakes DD, Specs EK, Annable CR, and Reckard CR.  Acute Henatocellular 

Damage Followin)? Intraportal Transplantation of Pancreatic Is- 
lets in Rats.  J Surg Res 24:182, 1978. 

Epps RE, and Bainbridge SL. Elution and Characterization of Anti- 
bodies from Irreversibly Reiected Human Kidney Allortrafts. 
Summer student paper written and presented at the WRAIR, Anier 
Univ, and Georgetown Univ, 1978. 

Epps RE, and Bainbridge SL. Bone Marrow Transplantation in the Let- 
hally Irradiated Rat. Summer student naoer written and pre- 
sented at the WRAIR, Amer Univ, and Georgtown Univ, 1978. 

Epps RE, and Bainbridge SL.  Imuran Irümunosuopression in the Diabetic 
Rat with Islet of Langerhans Allografts.  Summer student naoer 
written and presented at the WRAIR, Amer Univ, and Georgetown 
Univ, 1978. 

Cupples H, Whitmore P, Parver L. Pars Plana Vitrectoxy: An Advance in 
the Manapement of Severe Ocular Trauma.  US Navy Mgd 68:27-29, 
1977. 

Cupples H, Uhitmore P, Parver L.  Pars Plana Vitrectomv: An Advance in 
the Management of Severe Ocular Trauma. US Navy f'ed 68:27-29, 
1977. 

ALLERGY-INP-fUNOLOCY SERVICE 

Levinson AI, Summers RJ, Lawley TJ, Evans R, and Frank MM.  Evaluation 
of the Adverse Effects of Lons-Term Hynosensitization.  J 
Allergy Clin Immuno 62:109, Aue 1978. 

Shelhamer JH, Metcalfe DD, Smith LJ, Evans R, Peincold D, and Kaliner 
M.  Am Rev Resp Pis 117, SO, 1973. 

Schuster DL, Pierson D, Bonqiovanni B, and Levinson AI.  Suppressor 
Cell Function in Atonic Dermatitis Associated with Hyper I^E. 
J Allergy & Clin Immunol 61:143, 1978 (Abs). 
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TABT.t; OF PRESFHTATIOMS MW PUBLIC^IONS  (continued) 

DEPARTMENT OF OBSTETRICS-GYNECOLOGY 

Slayton RE, Hreshchyshyn MM, Silverberp SG, Shineleton W, Park PC, 
DiSaia PJ, and Blossinp; JA. Treatment of Malignant Ovarian 
Germ Cell Tumors.    Cancer 42:2:390-398,   1978. 

DEPARTMENT OF PEDIATRICS 

Mease AD,  Fischer GW, and Ruymann FB.    Decreased Phytohemaeclutinin- 
Induced  Aggregation of Human Newborn Neutrophils.     Presented 
in part  at the Society  for Pediatric  Research Annual Meeting, 
New York City,  NY,  April  26-28,   1979. 

Fischer GW,  Lowell GH, Crumrine MH,  and Bass JW.    Demonstration of 
Opsonic  Activity and  In Vivo Protection Against  Group B 
Streptococci Tyoe III by Streptococcus  Pneumoniae Type  14 
Antisera.    J EXP Med  148:776-786,   1978. 

DEPARTMENT OF  RADIOLOGY 

Johnson MC.     Solitary Autonomous  Thyroid Nodules:  Comoarison of Fluo- 
rescent  and  Pertechnetate  Imagin«».     J Nuc Med  18:1064-1068, 
1977. 

Johnson MC.    Quantitative Thyroid Fluorescent  Scanning:  Technique  and 
and Clinical Experience.     Am J Roentgenology 130:517-522, 
1978. 

Johnson MC.     Discordant  T.maginp of a Thyroid Nodule with  131-1  and 
99m-Tc:     concordance of   131-1  and  Fluorescent  Scans. 
Radiology,   123:705-706,   1978. 

US  ARMY DENTAL ACTIVITIES 

Godat RF, Gross A, Setterstrom JA, Blanco C. Candida Shifts and oH 
Changes in Patients with Oral Malignancies. IADR Abstracts 
1978. 

AFIP 

Fishbein WN,  Griffin JL,  and  Arrabrustmacher  VU.     A New Disease of 
Muscle:     Adenylate  Deamnase  (AMPDA)   Deficiency.     J  of Cell 
Biology  75:321a,   1977. 

Fishbein WN,   Armbrustmacher VW,   Griffin JL.     A Mew Muscle  Disease: 
Myo-Adenylate  Deaminase  Deficiencv.     144th National  Meeting, 
AAAS,   Wash.   DC,   2/12-17/1973,   o  148. 
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TABLE OF PUBLICMIONS AND PRESSMTATIONS (continued) 

AFIP 

Fishbein WN, Armbrustmacher VW, Griffin JL.  Myo-Adenylate Deaminase 
Deficiency: A New Muscle Disease.  Clin Rsch 26:20A, 1978. 

Fishbein WN, Armbrustmacher VW, Griffin JL. Myo-Adenvlate Deaminase 

Deficiency:  A New Disease of Muscle.  Science 200:545-548, 
1978. 

WRAIR, Dept of HematoloRy 

Kark JA, Kale MP, Tarassoff RG, Woods M, and Lessin LS. Inhibition of 

Erythrocyte Sickling In Vitro Pyridoxal. Jour of Clin Inv 62: 
888-891, 1978. 

16 
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Work Unit: 1004 

Title:        Stress Ulceration in the Medical ICU:    Incidence and Possible 
Prevention with Cimetidine. 

Investigators: 

Principal investigator: 

Co-investigator: 

David A.  Peura, M.D. 

Lawrence F. Johnson, M.D. 

Objective: To prove in a double blind randomized control fashion if 
Cimetidine is effective in decreasing the incidence of stress induced 
gastrointestinal hemorrhage in the Medical Intensive Care Unit. 

Technical Approach: See protocol. 

Progress and Results:        To date, 30 patients have been studied under 
the technical design of the protocol.    Since the study is a double blind 
randomized study,  the code has not been broken and it is impossible at 
this time to determine if Cimetidine is more active than the placebo in 
preventing stress ulceration.    The initial desire of the protocol was to 
have 100 patients studies, however, it is felt that after 50 patients 
are adequately evaluated, an impartial observer will break the code and 
analyze the data to see if statistically significant results have been 
attained. 

Conclusions;      Thirty patients have been studied under the protocol, but 
because of its double blind randomized nature and the code has not been 
broken, results of efficacy of Cimetidine versus placebo are not available 
at this time.     It is anticipated that 20 more patients will be evaluated 
and impartial observer will then analyze the data, breaking the code to 
determine if statistical significance has been reached.     Should statisti- 
cal significance not be obtained with the 50 patients,  the study will be 
continued to its duration of 100 patients. 

Funds Utilized,   FY 78:      None. 

Funds Requested,  FY 79:    Same as initial protocol. 

Publications:    None to date. 

il 

Type of Report: Interim. 
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Investigational Drug Progress Report 

Program Work Unit:     1004 

Title; __     Stress Ulceration in a Medical ICU: 
Prevention with Cimetidine. 

Incidence and Possible 

Investigators: 

Principal investigator: 

Co-investigator: 

David A. Peura, M.D. 

Lawrence F. Johnson, M.D. 

Study is conducted in the Medicine Service, Walter Reed Array Medical 
Center. 

Thirty subjects have been studied to date with no evidence of 
adverse reaction. Because the study is a double blind randomized study, 
the code has not been broken, and the effectiveness of Cimetidine over 
that of placebo is not available at this time. It is anticipated that 
20 more patients will be evaluated and an impartial observer will break 
the code and evaluate the data to see if statistical significance has 
been reached. Should the data not indicate statistical significance at 
the SO patient mark, the study will be continued until the original 
group of 100 patients is evaluated. 

As per requirements by FDA, on site inspection h?s been carried out 
by Smith, Kline and French Laboratory, sponsors of the clinical investi- 
gation project, and inventory of medication has been kept in the Walter 
Reed AMC Pharmacy, and interim collaboration of inventory has been 
performed by representatives of Smith, Kline and French. 

±Jl 
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1. Work Urtit Number 1112 

2. Project Title: Use of Minoxidil in the Treatment of Severe, Uncontrolled or 
Poorly Controlled Hypertension, 

3. Principal Investigator: Daniel A. Nash, Jr., LTC, MC 

Associates:  Jeffery C. Weidig, MAJ, MC 
Suzanne M. Bergman, MAJ, MC 
Khaldoun A. Nsouli, MAJ, MC 
Chester A. Amedia, MAJ, MC 
Christopher W. Old, CPT, MC 
Jack Moore, CPT, MC 
Michael Siedlecki, CPT. MC 

4. Objective: To assess the efficiency and safety of Minoxidil in severe hyperten- 
sion refractory to currently available pctent anti-hypertensive agents. 

5. Technical Approach: Patients who are determined to be unresponsive to standard 
antihypertensive drugs with persistent, severe hypertension are selected for treatment 
with Minoxidil. The response of their hypertension to the therapy, consequential com- 
plications, intercurrent events, etc. are followed very closely. This is an uncontrol- 
led study with results based on data from our unit and from numerous other collabora- 
tors around the country and reported as clinical experience. 

6. Progress and Results: Since this protocol was initiated at Walter Reed Army 
Medical Center, sixteen patients have been treated with Minoxidil when all other 
agents failed to control their hypertension. The thirteen entered prior to the past 
year have been previously commented upon, two of which continue to be doing well on 
the agent. In the past year three new patients have been started on Minoxidil. Each 
responded to the agent with, improved blood pressure control. One patient no longer 
requires the agent in view of improved blood pressure control with renal transplanta- 
tion. The other two are doing well on the agent at two months and at one month. 

7. Conclusion: Minoxidil is a potent agent that is effective when other agents in 
use are not. Side effects and intolerance have not been limiting factors in the use 
of this agent in our small series. On a broader scale the preliminary results from 
collateral groups also appear to be favorable toward the effectiveness and tolerance 
of the agent. This is suggested by the apparent acceptance of the agent by the Food 
and Drug Administration anticipated to occur during the next year. 

1 I 

8.    Funds Utilized FY 78:    None 

None 9.     Fund Requirements FY 79: 
10. Publications:    None 
11. Type of Report:    Interim 
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DISPOSITION FORM 
PM UI« •» thl« fom, M« AR 340.1$, ttt« pra**"*"* «H^r '• TACCIN. 

RCMMf NCE Of) OMlCt SYMBOL 

HSWP-MN 

ft THRU':« Ch>-Dept of Medicine i>-l5ep 

juwiCT Terminated Report Clinical Investigation Program 
Work Unit #1120, Bone Marrow Reserve and White Blood 
Count Survival in Patients With Chronic Renal Failure 

FROM 
Ch,  Nephrology Svc 

DATI5   12 Sept 1978 
NASH/mkb/62319 

CMTl 

TO» ,  Clinical Investigation Svc 

Unit #1120, with Project Title - Bone Marrow Reserve and WBC Survival in 
Patients With Chronic Renal Failure was terminated as a Walter Reed Army Medical Center 
Nephrology Service program prior to the present Fiscal Year. 

• 

2. The principal investigator Major J. P. Johnson, MC is no longer assigned to 
Walter Reed Army Medical Center. No members of the Walter Reed Army Medical Center 
Nephrology Service wish to continue the project. 

3. There have been no expenditures by the Nephrology Service in the prior year on 
this project.  To our knowledge, there have been no presentations or publications of 
work related to this project. 

DANIEL A. 
LTC,  MC 
Chief, Nephrology Service 
Walter Reed Army Medical Center 

DA :»« 2496 REPLACES 00 FORM 96. WHICH IS OBSOLETE. 
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1. Work Unit No.  1121 

2. Project Title:    Combined Prednisone and Cytoxan Therapy Coupled with. Plasma 
Exchange in the Treatment of Antiglomerular Basement Membrane Mediated Renal Disease. 

3. Investigators:    Principal - John P. Johnson, MAJ, MC 
Associates - Jack Moore, CPT, MC 

Daniel A. Nash, Jr., LTC, MC 

'4. Objective: To compare the effect of Prednisone and Cytoxan alone and in combina- 
tion with plasma exchange on the rate of disappearance of circulatory anti-glomerular 
basement membrane antibody and the effect of this on modifying disease course. 

5. Technical Approach:    Patients with confirmed anti-GMB antibody mediated renal 
disease will be randomized to treatment with either Prednisone and Cytoxan alone or 
in combination with plasma exchange.    Disappearance rates of antibody will be calcula- 
ted and compared along with clinical outcome and response to therapy. 

6. Progress and Results: Ten patients have been entered into the study. Three have 
received plasma phoresis in addition to Cytoxan and Prednisone.    Disappearance rates 
of antibody have been observed.    Initial observations suggest the rate of disappearance 
may be similar between the two groups.    However, the patient experience remains too 
pmall at this time for meaningful comparisons. 

7. Conclusions:    Only tentative conclusions can be reached at this time.    As indicated 
above, more patients are required in each treatment group for significant comparison of, 
relevant parimeters and outcome to be made. 

8.    Funds Utilized:    FY-TS 

9.    Fund Requirements FY 79; 

None 

Personnel - None 
Equipment - None 
Supplies - None 
Travel - $600.00 
Others - None 

■ 

10.    Publications:    None 

11.    Type of Report:     Interim 
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1. Work Unit No. 1122 

2. Project Title: Evaluation of Urinary Creatinine Excretion as a Reference Point for 
Comparing Total Body Potassium Determinations. 

3.  Investigators: Principal - Donald E. Butkus, COL, MC 
Associate - Daniel A. Nash., Jr., LTC, MC 

4. Objective: To determine a more reliable reference standard with which to compare 
total body potassium measurements and to increase the usefulness of this measurement 
in assessing body potassium stores. 

5. Technical Approach: Ambulatory volunteers who are receiving no medication and who 
have normal plasma potassium concentrations will have total body potassium measurements 
performed in a total body counter measuring naturally occurring K^O and no isotopes 
will be administered. Volunteers will collect 24-hour urine samples for creatinine 
and have blood drawn for measurement of plasma and red cell potassium concentrations. 
Total body potassium measurements will be expressed per gram of creatinine excreted, 
and results will be compared with standard references including height, weight, body 
surface area and standard predictive formuli. 

6. Progress and Results: To date fifteen males and three females have been evaluated 
completely in accord with the protocol. The standard range in variation for those 
tested has been determined. It appears at this time to be considerable variation with 
the techniques employed. 

7. Conclusions: There appears to be only fair agreement using this technique with 
those results available in the literature and by the methods mentioned above. However, 
the data base is far too small for sound cunclusions at this time. 

8. Funds Utilized FY-78: Supplies - $500.00 

9. Funds Requested FY-79: Personnel - None 
Equipment - None 
Supplies - $500.00 
Travel - $600.00 
Others - None 

10. Publications: None 

11. Type of Report:  Interim 
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1. Work Unit Number 1123 

2. Project Title:   Effect of Acidosis, Nutritional Status and Aldosterone on Potassium 
Metabolism in Patients with Stable Chronic Renal Failure. 

3. Investigators:    Principal - Donald E. Butkus, COL, MC 
Associates - Suzanne M. Bergman, MAJ, MC 

Daniel A. Nash, Jr., LTC, MC 

4. Objective:    To access body potassium stores in patients with chronic renal failure 
and relate deficits to three potential causes - acidosis, nutritional status and 
status of mineralocorticoid production. 

5. Technical Approach:    Patients with stable chronic renal failure will be studied 
in conjunction with routine hospitalization to determine total body status by total 
body counting of endogenous IC^O.    No radioisotopes      will be administered.    Total body 
potassium status will be related to patients degree of systemic acidosis, nutritional 
intake and plasma aldosterone levels.    Following detection of total body potassium 
deficits serial measurements will be made to assess the effect of correction of aci- 
dosis and/or nutritional status. 

6. Progress and Results: To date a very small group of normal individuals have been 
studied in conjunction with a similar protocol to act as baseline controls for normal 
values of K^0. These values have been shown to be variable. Two chronic renal fail- 
ure patients have undergone the protocol evaluation. 

7. Conclusions:    The results determined to date have shown such variability that in- 
terpretations by the techniques employed have been shown to be very difficult.    Fur- 
ther, there has been limited patient participation and physician interest in this 
protocol.    Both of these factors indicate that continuation of this protocol would be 
wasteful. 

8.    Funds Utilized FY 78: Personnel - None 
Equipment - None 
Supplies - $2000.00 
Travel - None 
Other - None 

9. Funding Requested FY 79:    None 

10. Publications:    FY 78 - None 

11. Type of Report:    Terminated (Project and funding account should be terminated 
immediately.) 
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1. Work Unit #1124 

2. Project Title: the  Effect of Hyperuricemia on Chronic Renal Failure 

3. Investigators: Principal: Daniel A. Nash, Jr., LTC, MC 
Associate: None 

4. Objective: To determine if hyperuricemia occurring in chronic renal failure is an 
aggravating factor to residual renal function. 

5. Technical Approach: Randomized controlled evaluation in which patients do or do 
not have their serum uric acid concentrations normalized with the drug Allopurinal as 
they approach end-stage renal disease. The consequential courses of these two groups 
are compared. 

• 

6. Progress and Results: To date, three patients have been entered into the study. 
Both that were placed on Allopurinal had side effects and the drug had to be discon- 
tinued after follow-up periods of five months and two months. 

7. Conclusions: Preliminary conclusions are that the side effects of Allopurinal 
might limit its application to the treatment of hyperuricemia in end-stage renal 
disease on a wide scale basis. 

8. Funds utilized, FY-78 - None 

P.  Fund Requirements, FY-79 
Personnel: None 
Equipment: None 
Supplies:  None 
Travel:    $500.00 
Other:     None 

10. Publications:    None 

11. Type of Rrport:     Interim 
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Work Unit No.: 

Title of yroject» 
i i i i II ■ ■ i » ■ < r i i i > 

Investigators i 
Principal» 

Associatest 

1212 

Con^ iter Assisted System for Coronary Artery 
Dlseise (CASCADEi 

Patrick J. Lawrence, VD 
LTC, HC, WHAMC 

P. Rlchar' Zarda, Ph.D. 
Max Rablno ritz, K.D. 
Julius L. ledynek, Jr., M.D., Ph.D., COL MC 
Sarendra K. Dhlr, Ph.D. 
Hugh McAllister, M.D., LTC MC 
Samuel Goodloe, M.D., LTC NC 

Oblectlves; 

a. Establish a method of computer quantification of the degree of 
coronary obstruction using standard coronary arterlograms. 

b. Establish the precision and validity of the method by comparing 
computer measurements of arterlograms of coronary models and 
specially Injected postmortem human hearts. 

c. Utilise the foregoing to predict hemodynamic parameters, such 
as pressure gradients and flows across coronary obstructions. 

Technical Approach; 

a. Program the computer at David Taylor Naval Ship Research and 
Development Center to model the geometry of coronary artery 
lesions from standard clneanglograms performed on patients 
In the catheterlzatlon laboratory at WRAMC. 

b. Verify the accuracy of the method using metal models of 
lesions as well as animal and pcstmortem human hearts Injected 
with radlodense gelatin which ca.i be studied microscopically 
after sectioning. 

c. Use these models to predict hemodynamic parameters associated 
with coronary artery lesions. 

1 ., »„i^ ■WHUH^-^vtlH i—.   luu*. üiiüi 
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Progress and Results;    Very little progress has been made due to delays 
In funding and equipment installation as well as transfer of three of 
the Investigators.    The final Installation of the computer equipment 
in the WRAMC catheterization laboratory should be complete in February 
1979,    Work may begin at that time on programming the computers. 

Conclusions; Pending funds utilized,  FY-78:    None 

rundfofl Requirements. ^791 

a. Personnel    (DTNSRDC Analyst time! 

b. Equipment    (Manometers, catheters) 

c. Consumable Supplies (Injection materials for 
hearts) 

d. Travel (Presentation at clinical meetings) 

e. Modification of Facilities 

f. Other (Computer time) 

Publications:    None 

Type of Report;    Interim 

$ 34,000.00 

250.00 

250.00 

1,000.00 

5.000.00 
$41,500.00 

26 
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Work Untt No;  1213 

Title^of Project! Electron Microscopic Evaluation of Cardiovascular 
Guldewlres 

Investigators» 
■^—v^"^-^- Patrick J. Law^cence, MD 

LTC, MC, WRAMC 

Frank B,  Johnson, MD 
Chief,  Dept.  Chemical Pathology, AFIP 

Objective;      To examine cardiovascular guldewlres with scanning elec- 
tron microscope to look for defects in the Teflon coating which may 
be caused by the catheterlzatlon procedure. 

Technical Approach:    Selected guldewlres from cardiac catheterlzatlons 
done at WRAMC will be Investigated using the Scanning Electron Micro- 
scope at AFIP. 

Progress and Results;    Approximately twenty guldewlres have been 
examined.    No conclusions have been reached as of this writing. 

Conclusions;    None at present. 

Funds Utilized. FY-78:    None 

Funding Requirements, FY-79: 

Personnel; None 
Equipment; None 
Supplies; $249.00    (photographic) 
Travel: 500.00 
Other: 250.00    (reprint cost) 

Total $999.00 

Publications:    None 

Type of Report:     Interim 
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Work Unit No.;    //1308 

Title of Project; 

Investigators; 

Principal: 

Associates; 

Inderal Kinetics in Hyperthyroidism 

Kenneth D. Burman 

Leonard Wartof sky 

Dave Lowenthal 

Objectives; To assess Inderal half-life in thyrotoxic patients. 

Technical Approach;    All patients are studied on Ward *7.  They are given Inderal 

and blood samples are obtained to ascertain its disappearance rate. 

Progress & Results; About 15 patients have been analyzed and preliminary data 

indicates that the half life of Inderal may be about 90 minutes which is not 

different than a group of normal controls. Dr. Lowenthal has moved his 

laboratory twice in the last two years and believes now he can help finish this 

project. 

Conclusions;        Inderal half-life is about one hour. 

Funtis Utilized FY-78; 

Approximately 

Funds Requested FY-79; 

$500.00 

None 

28 
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Work unit No.: 1310 

Title of Project;  TRH In Patients with Hypothalamic Pituitary Thyroid Disease 

Investigators; 

Principal; Leonard Wartofsky, LTC, MC 

Associates;  R.C. Dlmond, MAJ, MC, M. Schaaf, M.D. 

Objectives; To assess the response to synthetic TRH (Thyrotropln releasing 
hormone) In various suspected endocrine disorders. 

Technical Approach; Patients are studied on the metabolic ward. Blood samples 
are drawn for measurement of thyrotropln prolactin, and 
other hormones, before and after the injection of 100-500 
meg of synthetic TRH. Until Dec 1976» the latter agent was 
an investigational drug but has since been released for 
clinical use. 

Progress & Results: Approximately 500 such studies have been completed in 
approximately 300 subjects. Although much of the data is 
yet to be analyzed, some appears in the publications listed 
below. 

Conclusions; TRH has been found to be a useful agent for the assessment of 
disorders of the hypothalamlc-pituitary-thyrold axis, with minimal 
or negligible side effects or problems associated with its use; and 
has also proved to be a valuable research tool. 

Funds Utilized FY-78; 

Funds Requested FY-79; 

1100 Personnel 2895 
2100 Travel 600 
2319 Rental 100 
2400 Print. & Repro. 750 
2572 Contractual Svcs. 2000 
2600 Cons. Supplies 750 
3100 Non-Exp. Equip. 500 
MF.nCASE 8595 

Publications:  1.  Wartofsky, L., et al ., Es 
PRL in Normal and Hypothyroid Subjects by Use of Continuous TRH 
Infusion, Advances in Thyroid Research, Excerpta Medica, pp. 
268-271, 1976. 

2. Wartofsky, L., jet^ aL., Effect of Acute Increases In Serum T3 
on TSH and PRL Responses to TRH, J Clln Endocrinol & Metab, 
42:451-^)66, 1976. ~        ~   " 

3. Wartofsky, L., £t al^., Nature of Thyroidal Suppression and TSH 
and PRL Responses to TRH during Experimental Malaria In Man, 
J Clln Endocrinol & Metab. 4^:85-90, 1977. 

Type of Report:  Interim 
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Work Unit No.;    //1311 

Title of Project; Treatment of Thyroid Storm with anion Exchange Resin. 

Investigators: 

Principal; Kenneth D. Burman 

Objective; Thyroid storm   is serious that can be characterized by excessive 

circulating levels of T3 and P*. The purpose of this protocol is to allow 

us for appropriatation to decrease T4 levels by ani exchange using a 

resin which has been effective in dogs. 

Progress & Results;      All studies to date have been performed in dogs and show 

that the level of T3 and T4 is quite effective by use of this anti exchange 

resin. 

Funds Utilized FY-78; 

None 

Funds Requested FY-79; 

None 

Publications; 

Burman, K.D., Yeager, Driggs, Earll, and Wartofsky. 3CEM ^2-70, 1976. 

Type of report;   Interim. 
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Woik Unit No.:     13U 

Title of Project; 

Investigators; 

Principal; 

Associates; 

Objectives;    1. 

Stimulation and Suppression of Plasma Prolactin In Patients 
with Pituitary Disease 

2. 

3. 

Gordon L. Noel, MAJ, MC 

Leonard Wartofsky, LTC, MC, Marcus Schaaf, M.D., 
J.M. Earll, COL, MC 

To evaluate the efficacy of various tests now available In 
stimulating and suppressing the release of prolactin as a 
means of assessing pituitary function. 

To study the pathophyslology of abnormal prolactin secretion 
In various forms of galactorrhea. 

To ascertain whether prolactin has osmoregulatory properties 
In patients with disorders of prolactin secretion. 

Technical Approach: 

Progress & Results; 

Conclusions; 

Patients with pituitary tumors and/or galactorrhea have 
complete evaluation of their pituitary function by standard 
methods (thyroid and adrenal function studies, growth 
hormone stimulation and suppression). Following this, tests 
of prolactin release (TRH test, chlorpromazlne stimulation, 
breast stimulation, sleep and of prolactin suppression (L-dopa, 
water loading) are performed. 

As indicated in the progress report for 1977, a study of 
29 patients with galactorrhea and/or pituitary tumors reveal 
that basal prolactin determinations correlated better with 
the presence of a pituitary tumor than all of the stimulatory 
and suppresslve manipulations. A small but statistically 
significant rise in mean prolactin was found in 10 normal men 
and 11 normal women one half hour after Ingestion of a water 
load.  There was no effect of intravenous infusion of either 
hypotonic or hypertonic saline. Water loading was shown to also 
have no effect on elevated TSH and PRL levels or the response 
to TRH in patients with primary hypothyroidism. Additional 
studies of TSH and prolactin responses to TRH in patients with 
a variety of disorders such as amenorrhea-galactorrhea, renal 
failure, and thyroid disease are in varying stages of completion and 
the data is yet to be analyzed. 

From those experiments that have been completed, we can conclude that 
basal prolactin concentrations are Tnore useful than other methods of 
differentiating between turaorous and non-tumorous galactorrhea.  TRH 
and chlorpromazlne testing are effective means of establishing the 
integrity of the pituitary and hypothalamic pituitary interactions. 
Water loading studies did not support a physiologic role for prolactin 
in the short term regulation of plasma osmolality In normal or hypo- 
thyroid subjects. 

Funding Utilized FY-78r 

31 
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Funding Requested FY-79; None 

1100 Personnel 
2100 Travel 
2319 Rental 
2A00 Printing & Reprod. 
2572 Contractual Svcs. 
2600 Consumable Supplies 
3100 Non-Expendable Equip. 

MEDCASE 

Publications;    None in Fiscal Year 78 

Type of Report;    Terminated 

i     J 
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Work Unit Number: 1320 

Title of Project; Effect of Lilly Compound 83636 on Plasma Prolactln In 
Humans 

Investigators; 

Principal: Jerry M. Earl I, M.D., COL, MC 

Associates; Marcus Schaaf, M.D. 
Andrew G. Frantz, Columbia Presbyterian Medical Center, Chief 
of Physicians and Surgeons, Columbia University, New York 

Objectives;  I) To study the ability of Lilly Compound 83636 (LergotrMe 
Myselate) to lower growth hormone and prolactln and to 
improvr clinical manifestations In patients with pituitary 
tumors causing acromegaly. 

2) To study the growth hormone 4 prolactln response to TRH before 
and during LergotrMe treatment. 

Technical Approach; 

Progress & Results; 

Conclus ion: 

Pub!ications: 

Patients with acromegaly were hospitalized on the Kyle 
Metabolic Unit on a constant calcium Intake. Blood 
specimens for growth hormone and prolactln measurements 
were obtained before treatment with Lergotrlle during a 
standard TRH test and on another day every 2 hours for a 
24-hour period of unrestricted ward activity. Blood 
specimens for growth hormone and prolactln measurements 
were also obtained over a 3 hour period following the 
Initial dose of Lergotrlle, 0.5 mg orally, and again 3 
and 7 days later as the dose was gradually Increased to 
1.0 mg and 2.0 mg. TRH test and blood sampling every 2 
hours over a 24 hour period was repeated on full dosage, 
2.0 mg every 8 hours orally. Clinical parameters of 
growth hormone activity (nerve conduction, ring size, 
hand volume and urinary calcium excretion) were measured 
before and during Lergotrlle. Some patients were dis- 
charged to continue the drug as outpatients with re- 
evaluation at 2 to 4 week intervals. 

Twelve acromegalic patients have been studied.  Lergotrlle 
caused a 66-96%  reduction in growth hormone by 2 1/2 hours 
at edch dosage increment in most of the patients. The TRH 
response of growth hormone was not modified by Lergotrlle. 
Multiple sampling every 2 hours over a 24-hour period 
Indicated significant reduction in growth hormone, but 
the short half life of the drug did not result In con- 
tinuous suppression. 

Lilly Compound 83636 (LergotrMe Myselate) may be useful in 
selected acromegalic patients. This medication is not approved 
for long term therapy of acromegaly. 

Kleinberg, DL, Schaaf, M, Frantz, AG: Studies with Lergotrlle 
Mesylate In Acromegaly.  Fed Proc 37:2198-2201, 1976. 

Type of Report: Terminated 
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Work Unit Number; 1321 

Title of Project; Effects of Cancer Chemotherapy Agents on Endocrine 
Function 

Investigators: 

Principal; COL Jerry M. Earl I, MC 

Associates;  None 

Objectives: To evaluate the effects of modern cancer chemotherapy on 
endocrine function. 

Technical Approach; 

Progress and Results: 

Conclusions: 

Patients receiving standard protocol approved drugs 
have their endocrine function tested before and after 
treatment. No change Is made In the patients usual 
management for malignancy. 

Five patients have had evaluation of their adrenal 
function following completion of either one or two 
courses of chemotherapy. Two other patients had 
been entered in the study but became III with 
hepatitis. No significant suppression of adrenal 
function was detected following the early courses 
of chemotherapy. A pronounced hyperzincuria 
occurred within 24 hours of the administration 
of most chemotherapeutic agents while serum zinc 
levels remained stable. 

Preliminary results suggest minimal if any significant 
Impairment of adrenal function following Initial courses 
of chemotherapy. The immediate hyperzincuria following 
certain chemotherapeutic agents may reflect drug toxiclty 
upon tumor and normal tissue cells at a time much sooner 
than traditional concepts would suggest. The principal 
Investigator changed duty positions two years ago and it 
has not been possible to make further progress on this 
project. Furthermore, during this Interval there has been 
a great deal of published new Information from other Investi- 
gators concerning endocrine function during cancer chemotherapy, 
in view of this. It Is requested that this project be terminated, 

.i 
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Work Unit No.;   1329 

Title of Project;       lithium Effects on Thyroid 

Investigator; 

Principal; Kenneth D.  Burman 

Objective; To determine if lithium levels influence thyroid conversion. 

Technical Approach;  Lithium is administered to patients with T3,  T4 
and rT3 levels measured. 

Progress & Results;  10 patients have been studied.     It has been 
determined that lithium does influence thyroidal conversion. 

Conclusions:    Lithium does influence thyroidal conversion. 

Funds Utilized,  FY-78;   2600 Gonsunable supplies     $9639,37 

Funding Requirementy FY-79; 

Personnel 
Travel 
Rental 
Printing & Reproduction 
Contractual Svcs. 
Consumable supplies 
Non-expendable equipment 
MEDCASE 

TOTAL 

Publications;     JCEM, 

Type of report:  Interim 

3, 



•■ ■   ■' '   ' 
fwwwrw —-" iyi;-..,i.mww».»-W- WHII Jin mn»i>.ii,iii niiii.»,ijniiini»nww—J!""""»111 " l" -' 

Work Unit No.:  1331 

Title of Project: Effect of Iodine and Lithium on the Release of 
Thyroxine from the Thyroid Gland of Patients with 
Thyrotoxicosis 

Investigators; 

Principal: Timothy M. Boehm, MAJ MC 

Associates: Kenneth D. Burraan, MAJ MC 
Leonard Wartofsky, LTC MC 

Progress and Results:  Twenty-one patients have completed study. 
Lithium and iodine are comparably efficacious agents in blocking 
thyroidal release. Additional therapeutic benefit was observed if 
lithium was added to iodine therapy but not if iodine was added to 
lithium. This "conditional" synergism was observed regardless of 
whether methimazole was employed.  Three additional patients received 
iodine during both treatment periods; no additional decrease in 
release was seen during the second iodine treatment period, ruling out 
a cumulative iodine effect as the origin of the "conditional" 
synergism seen when lithium was added to iodine. 

Conclusions: None as yet. 

Funding utilized, FY-78:  None specifically. Only one patient was 

studied during FY-78, and no specific funding was necessary. 

Funding Requested, FY-79:  None at present. 

Publications: A manuscript is under revision. An abstract was 
presented at the annual meeting of the Endocrine Society, Chicago, 
1977. 

Type of Report;  Interim 
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Work Unit:    1332 

Title of Project: 

* 

Differentiation of Benign from Malignant Thyroid Nodules: 
Assessment of New Diagnostic Techniques. 

Investigators: 

Principal;  Charles Smith, MAJ, MC 

Associates:  Leonard Wartofsky, LTC, MC, Prentice Thompson, LTC, MC 
Robert Kaminski, MAJ, MC 

Objectives: To attempt to differentiate benign from malignant thyroid nodules 
by use of the routine I 31 and Technetium "m scans plus newer 
diagnostic techniques including ultrasonography, fluorescent 
scanning and needle biopsy. 

Technical Approach: 

Progress & Results; 

50-75 patients with solitary thyroid nodules will have the 
diagnostic tests mentioned under objectives which will be 
correlated with findings at surgery in hope of reducing 
the number of patients requiring the latter. 

To date, 61 patients have been included in this study and thus 
far A0 patients have gone to surgery. The results of all 
studies obtained during this protocol and tissue pathologic 
reports on the surgical specimens are at present being 
collated and examined. While this data is being evaluated, 
it is anticipated that an additional 15-25 patients will be 
entered into the study during the next fiscal year. 

Conclusions: None as yet. 

Funds Utilized FY-78:    Consumable Supplies 2 

Funds Requested FY-79: 

1100 Personnel 280 
2100 Travel 
2319 Rental 100 
2A00 Printing & Repro. 1000 
2572 Contractual Svcs. 500 
2600 Cons.   Supplies 500 
3100 Non-Expendable Equip. 250 
MEDCASE 2630 

Publications:    None 

Type of Report:    Interim 

103.50 
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Work Unit No.t 1334 

Title of Project; Regulation of extra thyroidal conversion of 
Thyroxine (T4) to Triiodothyronlne (T3). 

Investigator; 

Principal; Kenneth D.   Burman 

Objective;  To detarmine the factors regulating conversion    of T4 to T3. 

Technical Approach; Patients are administered T4 in the amount of T3 
generated are determined. 

Progress  & Results; 10 patients have been studied,  and it has been 
determined that T4 levels do not influence conversion of T4 to T3. 

Conclusions; Thyroid hormone levels do not influence conversion to T4 
to T3. 

Funds utilized^ FY-78!   2600 Consumable supplies    667.00 

Funding Requirement,  FY-79i 

Personnel 
Travel 
Rental 
Printing & Reproduction 
Contractual Sycs. 
Consumable supplies 
Non-expendable equipment 
MEDCASE 

■i 

TOTAL 

Publications: American Federation of Clinical Research, May 1976. 

Type of Project: Interim. 
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Work Unit No.:    1336 

Title of Project: Effects of Continuous Infusion of TRH on Growth Hormone 
Secretion in Acromegaly. 

Investigators: 

Principal;    Richard C.  Dimond, MD, LTC, MC 

Associates;   D. Corrigan, MD, L. Wartofsky, MD, LTC, MC 

Objective;   To examine the pattern of growth hormone secretion in patients 
with acromegaly during continuous infusion of TRH. 

Technical Approach: 

Progress and Results: 

TRH was administered intravenously by constant infusion 
at a rate of 1 mcg/min for 4 hours and then by a 500 mg 
bolus injection; blood samples were obtained serially. 
Total growth hormone concentration was measured by 
radioimmunoassay; immunochemical components of 
circulating growth hormone was measured by a combination 
of gel chromatography and radioimmunoassay. 

Only four patients have been studied; therefore, the 
data are incomplete and insufficient to draw any 
definite conclusions.   The preliminary data suggest 
that growth hormone secretion can be stimulated 
continuously by TRH administered by this technique 
In certain acromegalic patients.    No untoward events 
were experienced by any of the patients participating 
in this study.    Due to the limited number of new 
patients available for entry into the protocol, this 
study has been terminated. 

Conclusions:    None. 

Funds Utilized, FY-78:    None. 

Funding Requirements, FY-79:    None. 

Publications;    None. 

Type of Report:   Terminated. 

i 
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Work Unit No.; 1337 

T-itle of Project: Growth Hormone Response to TRH in Acromegaly. 

Investigators: 

Principal: Richard C. Dimond, MO, LTC, MC 

Associates: D. Corrigan, MD, L. Wartofsky, MD, LTC, MC, 
M. Schaaf, MD, and J. M. Earll, MD, COL, MC 

Objectives: To assess the inhibiting effects of thyroid hormone, glucose, 
and L-Dopa on the abnormal growth hormone response to TRH in 
acromegaly. 

Technical Approach; 

Progress and Results: 

Standard TRH stimulation tests after administration 
of thyroid hormone, after administration of L-Dopa, 
and during a constant intravenous infusion of glucose. 
Blood samples were obtained serially, and growth 
hormone concentration was measured by radioimmunoassay. 

Only five patients have been studied; therefore the 
data are incomplete and insufficient to draw any 
definite conclusions. The preliminary data suggest 
that prior administration of thyroid hormone, L-Dopa, 
or glucose do not block the growth hormone secretory 
response to TRH in certain acromegalic patients. No 
untoward events were experienced by any of the patients 
participating in this study. Due to the limited number 
of new patients available for entry into the protocol, 
this study has been terminated. 

Conclusions: None. 

Funds Utilized. FY-78: None. 

Funding Requirements, FY-79: None. 

Publications: None. 

Type of Report: Terminated. 
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Work Unit Number: 1338 

Title of Project; Hormonal and Metabolic Changes in Hypertension 

INVESTIGATORS; 

Principal; Jerry M. Earl I, M.D. 

Associate: Marcus Schaaf, M.D. 

Objectives; Normal and low renln group of hypertensive patients would be 
studied metabolleally to determine if there were any alterations 
of body composition suggestive of "Unidentified" mineral corticold 
substances. 

Technical Approach; 

Conclusion: 

Hypertension patients would receive a standard workup 
with careful screening to categorize them as to whether 
they were normal or low renin groups. The low renln 
patients were to be matched carefuliy by age to a normal 
renin hypertension patient. Whole body composition with 
emphasis on potassium determinations In a whole body 
counter were to be made. Five hypertension patients 
have been studied. Difficulty has been encountered In 
obtaining the low renin hypertension group for study. 
Six patients had basal prolactln levels studied while 
on low salt and high salt diets and following diuretic 
stimulation. There was no significant change In basal 
prolactln during these manipulations. Difficulty with 
operation of the whole body counter and changing priorities 
In the department restricted any further progress. 

In spite of some animal evidence to Indicate that prolactln may 
be an Important hormone in manipulating salt and water metabolism, 
major changes In sodium intake have failed to stimulate or sup- 
press prolactln. The principal Investigator changed his duty 
position two years previously and it has not been possible to 
continue active research on this project. Request that this pro- 
ject be terminated. 

11 
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Work Unit No.;     1339 

Title of Project;     Effect of Lithium on  Intrathyroidal  Iodine  Content. 

Investigator;    Timothy M.  Boehra,  MAJ MC 

Objective;  To ascertain whether chronic  lithium therapy in psychiatric 
patients alters intrathyroidal iodine. 

Technical Approach;    To utilize  the  fluorescent scanner to measure 
intrathyroidal iodine content in patients 
receiving lithium therapy. 

Progress and Results;    Preliminary studies have been completed  in 
three patients; apparently some patients re- 
ceiving chronic lithium have elevated  intra- 
thyroidal  iodine.    The pace of the study has 
been slowed because of the limited availability 
of psychiatric patients, and no further pa- 
tients were entered onto the study in FY-78. 

Conclusions:    None 

Funds Utilized, FY-78;    None 

Publications;    None 

Type of Report;    Terminated 
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Work Unit No.:   1340 

Title of Project; Use of Fluorescent Thyroid Scanning to evaluate Iodine 

Kinetics during Propylthiouracil Therapy of Graves Disease. 

Principal Investigator: Charles Smith, MAJ, MC 

Associate Investigators: Leonard Wartofsky, LTC, MC, Kenneth D. Burman, MAJ, MC 
Robert Kaminski, MAJ, MC 

i 

Objective:  To utilize the fluorescent thyroid scanner to quantltate and follow 
alterations In thyroldal Iodine content during antlthyrold therapy of 
Graves' disease. 

Technical Approach; Ten to 20 patients with Graves' disease are to be studied. 

The following tests will be performed weekly throughout 
the study: serum thyroxine (T4), serum trllodothyronine (T3), 
resin uptake of trllodothyronine (T3RU), serum Iodide (Is), 
thyroldal ^1  (Ij.) by flourescent scan. In addition, two 
twenty four hour urines/week will be collected and twenty 
four hour iodide excretion (Iu) determined. At the end of 
each study period a perchlorate discharge test (CI2) will be 
performed. 

Basal determinations of Entry into study: TA, T3, T3RÜ, 

Is» It» Iu. cl2 

Study Period I:  Propylthiouracil 150 mg/day 
weekly: T4, T3, T3RU, Is, It, Iu 

Study period ends when weekly studies are stable; CI2 at 
end of study period. 

Study Period II: Propylthiouracil 450 mg/day 
Study period ends when weekly studies are stable; CI2 
at end of study period. 

Study Period III:  Propylthiouracil 1200 mg/day 
Study period ends when weekly studies are stable; CI2 
at end of study period. 

Study Period IV:  Identical to Study Period III except 
5 drops SSKI tid 
Study ends at one week 

Progress & Results: Six patients have been studied to date and the data is presently 
being evaluated.  Attempts are being made to recruit additional 
patients, although it is anticipated that there will be some 
delay due to the absence of the principal investigator who is 
on temporary duty elsewhere.  Studies will resume in early 1979. 

Conclusions:  None as yet. 

Funds Utilized FY-78;  Consumable Supplies $2,637.00 
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Funds Requested FY-79; 

1100 Personnel 
2100 Travel 
2319 Rental 
2400 Print. & Repro. 
2572 Contractual Svcs. 
2600 Cons. Supplies 
3100 Non-Expendable Equip. 
Medcase 

1200 
A00 
200 
400 
1000 
1000 
250 

4450 

Publications; None 

Type of Report! Interim 
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Work Unit Number; 1342 

Title of Project; Dietary influence on Pro I act In Secretion 

Investigators; 

Principal; Jerry M. Earl I, COL, MC 

Associates; Marcus Schaaf, M.D., Kenneth Burman, MAJ,MC 

Ob.Iectlves; To evaluate changes In hormone secretion during alterations 
of carbohydrate and fat In the diet. Emphasis Is being 
placed upon prolactln, growth hormone and thyroid hormone 
changes. 

Technical Approach: 

Progress and Results; 

Obese patients will be admitted to the metabolic ward 
where baseline studies will be performed prior to a 
high fat and low carbohydrate diet. Following these 
dietary manipulations, some patients will undergo 
fasting episodes. 

Principal Investigator changed duty positions forcing 
this project Into a very low priority. No progress 
has been made during the past year. Request this pro- 
ject be terminated. 
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Work Unit No.;  1345 

Title of Project; Conversion of testosteroneestradlol 

Investigator; 

Principal; Kenneth D. Burman 

Objective; To determine conversion rates of testosterone and estradiol 
on patients with Kleinfelter's Sydnrome. 

Technical Approach; Patients with Kleinfelter's Syndrome are administered 
testosterone and the amount of estradiol measured . 

Progress & Results; Patients studied. 

Conclusions; None. 

Funds Utilized, FY-78; 

Funding Requirement/ FY-79; 

i .1 

Personnel 3,000 
Travel 300 
Rental 
Printing & Reproduction 
Contractual Sees. 200 
Consumable supplies 1,500 
Non-e    endable equipment 
MEDCASE 

TOTAL $6,800 

Publications:   None. 

*<= 

Type of report; Interim. 
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Work Unit No.; 1346 

Title of Project; Thyroid Function Tests in Cord Blood Maternal 
Serum Fluid. 

Investigator; 

Principal; Kenneth D. Burman 

Objective; To measure thyroid hormone levels in cord blood maternal 
serum and amniotlc fluid. 

Technical Approach; Cord blood and amniotlc fluid are obtained at 
term deliveries and thyroid hormone levels determined. 

Progress & Results; Reverse T3 levels increase in cord blood and also 
in amniotic fluid. 

Conolusions; Thyroid hormone metabolism is altered In Fetal Maternal 
Unit. 

Funds Utilized, FY-78; 

Funding Requirementy FY-79; 

r 

Personnel 3,693 
Travel 
Rental 
Printing & Reproduction 400 
Contractual Svcs. 
Consumable supplies 5,000 
Non-expendable equipment 
MEDCASE 

TOTAL 

Publications;  JCEM,  April  1976 

Type of report;Interm 

$9,093 
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Work Unit No.; 1347 

Title of Project; Investigations into the physiology of L-Reverse 
T-3 (rT3) and -3-'Diiodothyronine (3-3^2) 

Investigator; 

Principal; Kenneth D. Burman 

Objective; To determine states in which rt3 and 3,3^2 are altered. 

Technical Approach; Serum is measured for 3,3*12 and  rT3 in metabolic 
states. 

Progress & Results; RT3 is increased in fasting, and in various 
metabolic states and 3/3

,T2 levels do not increase during fasting. 

Conclusions; The diet seems to influence thyroid hormone metabolism. 

Funds Utilized, FY-78; 2600 Consumable supplies $31,946.64 

Funding Requirment, FY-79; 

Personnel 13,000 
Travel 500 
Rental 
Printing & Reproduction 500 
Contractual Svcs. 
Consumable supplies 15,000 
Non-expendable equipment 
MEDCASE 

TOTAL $29,000 

Publications; 

n 

Type of report;  Interim. 
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Work Unit No. 1348 

Title of Project; 

Investigators; 

Correlation of Dose and 
Steroid Therapy with F 
Pituitary-Adrenal Fur 

ration of Exogenous 
y of Hypothalamic- 

Principal:  Timothy M. Boehm, MAJ MC 

Associate:  Joseph Bruton, PhD 

Objectives; To investigate the effect of high dose steroid therapy of 

less than one month duration in inducing hypothalamic 
pituitary suppression, as reflected by ACTH responsive- 
ness. 

Technical Approach; To use metyrapone and insulin tolerance testing, 
with measurement of plasma cortisol and ACTH, as 
a measure of hypothalamic-pituitary suppression. 

Progress and Results:  Preliminary studies have been completed in one 

patient, and laboratory verification of the 
ACTH assay is pending.  Insufficient accrual of 
patients was obtained, and resources are not 
available now on Kyle Metabolic Unit to perform 
the necessary assays. 

Conclusions;  None at present. 

Funds Utilized FY-78; None 

Funds Requested FY-79:  None 

Publications:  None 

Type of Report:  Final 

---'  - ■  
...^.^ -—. - „.^-^ mtMak 

4S 
- - -- - 



"■""""■■■"   "■ ■ "" m|IIIP|l»M»l|IIW»g»Jil'WWINIl!IMIMWI^pB!WW'tff|p,|J||pjB,l^l|PBWjpwjWlia;^^ m 

Work Unit No.; 1349 

Title of Project; Evaluation of the Use of a Specific Radioimmunoassay 

for Compound S in the Interpretation of the Results 
of Metyrapone Testing. 

Investigator; Timothy M. Boehm, MAJ MC 

Progress and Results;  Approximately 100 patients and 10 normals were 

under study.  Data is presently under analysis. 

Conclusions; There is some discordance between urine and plasma re- 

sponses Co metyrapone.  It is unclear, however, whether 
urine or plasma responses correlate better with clinical 
evidence of ACTH deficiency. 

Funds Utilized, FY-78:  None 

Funds Requested, FY-79; None 

Publications; None 

Type of Report; Final 
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Work Unit No.: 1351 

Title of Project: Effects of Cyoroheptadine on Pituitary Secretion. 

Investigators: 

Principal; Richard C. Dimond, MD, LTC, MC 

Associates: R. C. Smallridge, MD, MAO, MC, L. Wartofsky, MD, LTC, MC. 
and J. M. Earll. MD. COL, MC. 

Objective: To examine the role of serotonin on the regulation of prolactin 
 """"'"      and TSH secretion in patients with hyperprolactinemia, 

galactorrhea, or hypothyroidism. 

Technical Approach: Standard TRH tests before and after three days of 
treatment with cyproheptadine, 4 ng p.o. t.i.d. 

Progress and Results: Due to logistic problems, no studies of nocturnal 
hormonal secretion during sleep with continuous 
EEG monitoring were performed. TRH tests before 
and after cyproheptadine were performed in only 
two patients. Therefore, insufficient data are 
available to draw any conclusions. No untoward 
events were experienced by the patients participating 
in this study. Since the protocol cannot be carried 
out as originally designed, this study has been 
terminated. 

Conclusions: None. 

Funds Utilized. FY-78: None. 

Funding Requirements, FY-79: None. 

Publications: None. 

Type of Report: Terminated. 
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Work Unit No.;  1352 

Title; Echocardiographic Findings in Acroraegaly 

Investigators: 

Principal; Robert C. Smallridge 

Associates;Sal Rajfer 
James Davia 
Marcus Schaaf 

Objective: To evaluate the incidence of asymmetric septal hyper- 
trophy in patients with acromegaly. 

Technical Approach; Echocardiograms were obtained with an Ekoline 
20A (Smith Kline instrument, Philadelphia, PA) using a 2.25 mega 
Herz transducer with a 1.4 cm diameter and a 10cm focus.  The 
echocardiograms were recorded using M-mode scans on an Irex 
Continutrace Multichannel strip chart recorder (Irex Medical 
Systems Ossining, NY), with the patients supine or rotated slightly 
to the left. The left ventricular septal and posterior wall 
dimensions were measured at the peak of the R wave of a simul- 
taneously recorded electrocardiogram. Left ventricular function 
was assessed by calculating the systolic dimensional shortening 
of the minor axiSn

0|qfch6 ventricular chamber.  This was determined 
by the formula  plS' * where EDD is the end-diastolic left ven- 
tricular diameter^neasured at the peak of the R wave and ESD is 
the end-systolic diameter at the time of maximal anterior move- 
ment of the posterior wall.  Comparison of group means for sys- 
tolic dimensional shortening was made by simple one-way analysis 
of variance. 

Progress & Results; Twenty-seven patients with acromegaly had 
echocardiograms performed to delineate the ventricular septum, 
left ventricular posterior wall (LVPW), and mitral valve. Left 
ventricular function was assessed by calculating the systolic 
internal dimensional shortening (IDS) of the left ventricle. Six 
patients met the criteria for asymmetric septal hypertrophy 
(ASH) and eight had concentric left ventricular hypertrophy (LVH). 
The remaining 13 patients were caetgorized as "normal", although 
6 had septal measurements  >,11 nun.  The ASH group had signifi- 
cantly greater % IDS during systole than the normal group (p< 0.05) 
and the LVH group (p < 0.01).  Initial mean growth hormone levels 
were considerably higher in the LVH than in the normal group 
(93 vs. 34 ng/ml). 

Conclusions; Echocardiographic abnormalities are common in 
acromegaly, and patients with ASH and acromegaly appear to have 
significantly increased ventricular ejection.  Many of the patients 
with LVH have no evidence of clinical cardiovascular disease, and 
their LVH may be related to higher initial growth hormone levels. 

Funds Utilized, FY-78; None    Consumable Supplies 2600 

Supplies: 

Travel: 
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Personnel: 

Equipment: 

Other: 

Funds Utilized, FY-79! 

Personnel; 
Print & Reprod. 
Travel: 

Supplies: 

Equipment: 

Other: 

1100 
2400 

300 
150 

TOTAL $ 450 

Publications: 1.  Smallridge, R.C., S. Rajfer, J. Davia, and 
M. Schaaf, Acromegaly and the heart, an 
echocardiographic study Clin Res 26 (3): 
312A, 1978. 

2. Smallridge, R.C. f S. Rajfer, J. Davia, aixd 
M. Schaaf, Acromegaly and the heart, an 
echocardiographic study, Amer J Med (in press) 

Type of report; Completed. 
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Work Unit No.;   1353 

Title of Project; The regulation of T4 conversion,  grant proposal. 

Investigator; 

Principal: Kenneth D.   Burman 

i 
Objective: To determine the effect of regulating T4 conversion. 

Technical Approach: Various human and animal studies are determined 
in giving T4 isotope and determining how much is converted in T3 and 
T4 metabolic states. 

Progress & Results:   It has been determined that the low of T4 does 
not influence T3 conversion. 

Conclusions; Thyroid hormone levels do not change the level of conversion. 

Funds Utilized, FY-78; 2600 Consumable supplies$968.23 

Funding Requirement: FY-79; 

Personnel 18,000 
Travel 200 
Rental 
Printing & Reproduction 250 
Contractual Svcs. 
Consumable supplies 12,500 
Non-expendable equipment 2,000 
MEDCASE 

TOTAL $32,950 

Publications: Burman, K.D., American Federation of Clinical Research, 
May 1976. 

Type of report: Interim. 
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DISPOSITION FORM 
For utt of thlt form, m AR 340-1B; th> proponent «qency |i The Adjutant General'« Offic«. 

REFERENCE OR OFFICE SYMBOL 

HSWP-ME 

SUBJECT 

Comments of Dr. Brldenbaugh Concerning Protocols 1353 
and 1359 and 1360 Progress Reports 

T0 C, Clln Invest Svc FROM Kenneth D. Burman, M.D. DATE 25 April 79    CMTI 
Burman/lmm/6-lA17 

1. With regard to annual progress report for work unit 1353 entitled "The Regulation 
of T4 Conversion, Grant Proposal". Dr. Brldenbaugh suggests that It be clearer If 
progress Is being made on the protocol and if the progress report indicates substan- 
tial deviation from the original protocol. Specifically, fourteen patients have been 
studied on this protocol, given varying doses of Synthroid and measuring serum T4 
and T3 conversion. Our results unequivocally indicate that the percentage of conver- 
sion is constant regardless of the T4 level i.e., the serum T4 level may be elevated 
but a conversion of always approximately 20% exsists. None of the patients had any 
unexpected side effects. The funding requested for this protocol Included $18,000.00 
for personnel. This study is still in progress but it has taken approximately a year 
and a half of one technicians time to measure the serum T4, Ts's and do the numerous 
isotopic studies involved. The remaining questions involve (1) does the level of T4 
determine conversion to lesser iodothyronines (2) what tissues are Important In con- 
verting T4 to T3 and what process is being regulated by this and (3) is the enzyme thai 
converts T4 to T3 influenced by T4 levels. 

2. Concerning Dr. Brldenbaugh's comments on work unit 1359 entitled "The Effect of 
Reverse T3 and T2 on Thyroidal Secretion". Approximately ten patients have been 
studied, there has been no deviation from the original protocol and there have been 
no side effects whatsoever from this protocol. The results have not reached statisti- 
cal significance yet and it is expected that approximately ten more patients need to 
be studied.  It does appear, however, that reverse T3 administration does not influ- 

ence thyroidal secretion. 

3. Concerning Dr. Brldenbaugh's comments on work unit 1360 entitled "Investigations 
Concerning T3 Production Rates". Approximately ten patients have been studied and 
we have compared cold Infusions of iodothyronine vs labeled infusions. An abstract 
has been accepted for presentation at the annual meeting of the Endocrine Society. 
Our results indicate that both infusions give simlliar results. There has been no 
deviation from the original protocol and there have been no unexpected or adverse 
side effects.  Statistical significance between the different groups of patients have 
not been reached and it is expected that another five to ten patients will be studied. 

t-Oi'L'-a On 

KENNETH D.   BURMAN,  M.D. 
MAJ,  MC 
Endocrine-Metabolic Service 

HA    FORM 
UM 1 FEB 62 2496 REPLACES DD FORM 96, EXISTING SUPPLIES OF WHICH WILL BE 

ISSUED AND USED UNTIL 1 FEB 63 UNLESS SOONER EXHAUSTED, AaS.GPO: 1 »74-858-130/886» 
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Work Unit No.;     1354 

Title of Project;  Purification of Testosterone-Estradiol Binding 
*' Globulin. 

Investigators; 

Principal;   Robert A.  Vigersky,   MD,  MAJ,  MC 

Objectives;  To purify and characterize estradiol binding globulin 
m order to 1)   study physiologic effects of steroid binding on 
target tissue function;  and 2)   develop a radioimmunoassay. 

Technical Approach;  Use of serial purification methods e.g.,  pre- 
parative polyacrylamide gel electrophoresis,  affinity chromatography, 
temperature dependent affinity chromatography,  and isotachophoresis. 

Progress & Results;  Due to lack of a technician,  this project has 
not been started. 

Conclusions: None. 

Funds Utilized,  FY-78; 

2600 Consumable Supplies 

Funding Requirement FY-79;   (Grant from USUHS.  Funds requested  from 
CIS). 

; 

Personnel 
Supplies,  general 
Non-expendable;   loose  issue 
Printing,  publication 
Rental 
Animals 
Isotopes 
Equipment 
Travel 

TOTAL 

3,400 
3,850 

500 
200 

600 

?3,550 

Publications:     None. 

Type of report:   Interim. 
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Work Unit No.;  1355 

Title of Project:  The Effect of Short-Tcrm, High-Dose Steroid upon 

Thyroidal Release in Thyrotoxicosis. 

Investigator;  Timothy M. Boehra, MAJ MC 

Progress and Results: Three patients have completed study.  Serious 

questions have arisen regarding the validity of 
the double isotope technique as a measure of 
thyroidal release.  In addition, other proto- 
cols involving thyrotoxic patients have been 
assigned a higher priority. 

Conclusions:  None 

Funds Utilized, FY-78; None 

Funds Requested, FY-78:  None at present 

Publications;  None 

Type of Report:  Interim 
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Work Unit No.; 1356 

Title of Project; The Pitr      onadal Axis and Testicular Functions 
in Hype       ism 

Investigators: 

Principal; Robert A. Vigersky, MD, MAJ, MC 
Gerald S. Kidd, MD, MAJ, MC 

Associates; Kenneth D. Burman, MD, MAJ, MC 
Joseph Bruton, Ph.D. 
Leonard Wartofsky, MD, LTC, MC 
Allan R. Glass, MD, MAJ, MC 

Objective; To assess the status of the pituitary-gonadal axis and 
the status of spermatogenesis in men with hyperthyroidism. 

Technical Approach; Measurement of basal levels of total and free 
testosterone and estradiol, LH, FSH and testosterone-estradiol 
binding globulin while hyperthyroid and after euthyroidism has 
been maintained for 3 months. Semen analysis is perfogm'ed on 3 
occasions at both time periods.  The pituitary reserve of LH and 
FSH is determined by their response to 100 ug of LRH at both time 
periods and the testosterone synthetic reserve is determined at 
both time periods by a 4 day hCG (human chorionic gonadotropin- 
4000 U, intramuscularly a day) test. 

Progress & Results:  Seven patients have been studied.  Four of 
6 who had semen analysis had low total sperm counts.  The group 
demonstrated partial Leydig cell failure and an inverse correlation 
of total sperm count and plasma estradiol concentration. These 
are all new observations.  Abnormal feedback regulation of gona- 
dotropins was evident.  Follow-up studies have not been completed. 

Conclusions; Men with hyperthyroidism have abnormalities of 
gonadal function involving the Leydig cell, seminiferous tubules, 
and the pituitary-testicular axis. 

Funds Utilized, FY-78; 

Personnel 4,118 
Supplies 1,532 
Printing, Audio-Visual 1,000 
Misc., Xerox, etc. 250 
Contract Labs. 2,000 
Consultants 250 
Non-exp. supplies 250 
Equipment 
Travel 

TOTAL 
§ 9,400 

Funds Requested, FY-79 

Personnel 4,850 
Supplies 3,600 

■—i—i 
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Misc,  Xerox, etc 250 
Contracts 2,300 
Rental 200 
Non-exp.   supplies 
Equipment 
Travel 400 

TOTAL 
$llf600 

Publications;     Vigersky,  R.A.,  Kidd,  G.S.,  Dawson, E. f  and Bruton, 
J.   "Testicular Function in Thyrotoxic Men",  Abst.  851,  Endocrine 
Society,  June 1978. 

c 
Kidd,   G.S.,   Glass,  A.R.,,  Vigersky,   R.A.,   "The Hypothalamic- 
Pituitary-Testicular Axis in Thyrotoxicosis",  submitted to J.   Clin. 
Endo.  Metab.,   September  1978. 

Type of report:   Interim. 

58   _^ 
;---       -   '■■■■■■        -IM    'If i i     I 



■"""^r' ■""—'—■■•" ""li' - ippilipyi;ilpWPj|^Bt,ijuiw]|ii)ii]ii»|ii!J,;wpifw.iiiiii.|ipi»iMi' i""- '»"•■'• .1.  mim^ii^^i^wwi^ww—■^^—» 

Work Unit No.:  1357 

Title of Project; Effect of T3 and rT3 on Extracellular 
Cyclic Nucleotide Levels in Humans. 

Investigators; 

Principal; H. Linton Wray, M.D., LTC, MC 

Associates; Kenneth D. Burman, M.D., MAJ, MC 
Robert C. Smallridge, M.D., MAJ, MC 
Leonard Wartofsky, M.D., LTC, MC 

Objective; To determine if, in humans, urine and plasma levels 
of cyclic AMP and cyclic GMP are changed by administration of 
3,5,3,triiodothyronine (T3) and 3,3* ,5'triiodothyronine (reverse 
T3, rT3). 

Technical Approach: Hypothyroid patients will be studied before, 
during and after taking T3, rT3 or both T3 and rT3. Hyperthyroid 
patients will be studied only with rT3.  Patients will be stu- 
died for 12 days; 3 days of baseline, 6 days of treatment and 
3 days of post-treatment. Plasma cyclic AMP and cyclic GMP and 
serum T3, rT3 and T4 will be measured on days 1-5 and 8-12. 

Progress & Results; Too few patients have been studied to give 
meaningful results because suitable volunteers have been used 
in other research protocols. 

Conclusions; The interest in and the importance of this study 
has  not waned and it should be more active in Fy-79. 

Funds Utilized FY-78; 

2600   Supplies 

Funds Requested FY-79; 

800 

1100 Personnel 4,050 

2100 Travel 400 

2319 Rental 200 

2400 Print & Repro. 450 

2572 Contract Svc. •» 

2600 Consumable supplies 
2,700 

3100 Non-exp. equipment 
950 

Medicare 

ii  I'liMMniiiii 

$8,750 

 -.■--^■^^ ■.   ■.....—. .. —..  -  
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Publications:    None 

Type of report;   Interim 
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Work Unit No. :  1358 

Title of Project; The affect of obesity and fastiny on 7:3 receptors 
in circulating ir.'.ioruclear ceils. 

Investigator; Kenneth D. Burman 

Principal; 

Objective; To determine if T3 receptors in white cells age during 
fasting. 

Technical Approach; White cells are isolated and their receptor number 
determined in Fed and Fasting patients. 

Progress & Results; After several months the method has been developed 
to measure T3 receptors and studies are beginning. 

Conclusions; None. 

i 

Funds Utilized,  FY-78; 

Funding Requirement^   FY-79: 

Personnel 
Travel 
Rental 
Printing & Reproduction 
Contractual Svcs. 
Consumable supplies 
Non-expendable equipment 
MEDCASE 

TOTAL 
Publications; None. 

None. 

3,000 

500 

4,000 

$7,500 

Type of report;  Interim. 
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Work Unit No.;  1359 

Title of Project; The effect of rT3 and 3,3^2 on Thyroid Secretion, 
T4 degradation Iodide leak and Thyrotoxic patients. 

Investigator; 

Principal; Kenneth D. Burman 
Timothy Boehm 

Objective; To determine if rT3 administration influences thyroid sec- 
retion m degradation. 

Technical Approach; rT3 is administered to patients with Thyroxic and 
T4 clearance rates determined. 

Progress & Results; RT3 does not appear to influence T4 degradation. 

Conclusions;    None. 

Funds Utilized, FY-78;  2600 Consumable supplies $41,80 

Funding Requirement, FY-79; 

Personnel 3,000 
Travel 600 
Rental 
Printing & Reproduction 500 
Contractual Svcs. 
Consumable supplies 5,000 
Non-expendable equipment 
MEDCASE 

TOTAL 

Publications; In progress. 

Type of report; Interim 
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DISPOSITION FORM 
For ut» of thl$ form, «■> AR 340-15; th» proponent jogncy lj The Adjuttnt General's Office. 

REFERENCE OR OFFICE SYMBOL 

HSWP-ME 

TO   C, Clln Invest Svc 

SUBJECT 

Comments of Dr. Bridenbaugh Concerning Protocols 1353 
and 1359 and 1360 Progress Reports 

FROM Kenneth D. Burrnan, M.D. DATE 25 April 79    CMT i 
Burman/lnjn/6-1417 

1. With regard to annual progress report for work unit 1353 entitled "The Regulation 
of T4 Conversion, Grant Proposal". Dr. Bridenbaugh suggests that It be clearer if 
progress Is being made on the protocol and if the progress report indicates substan- 
tial deviation from the original protocol. Specifically» fourteen patients have been 
studied on this protocol, given varying doses of Synthroid and measuring serum T4 
and T3 conversion. Our results u .equivocally indicate that the percentage of conver- 
sion is constant regardless of the T4 level i.e., the serum T4 level may be elevated 
but a conversion of always approximately 20Z exslsts. None of the patients had any 
unexpected side effects. The funding requested for this protocol Included $18,000.00 
for personnel. This study is still in progress but it has taken approximately a year 
and a half of one technicians time to ceasure the serum T4, Tß's and do the numerous 
Isotopic studies Involved. The remaining questions involve (1) does the level of T4 
determine conversion to lesser lodothyronlnes (2) what tissues are Important in con- 
verting T4 to T3 and what process is being regulated by this and (3) is the enzyme thai 
converts T4 to T3 Influenced by T4 levels. 

2. Concerning Dr. Bridenbaugh's comments on work unit 1359 entitled "The Effect of 
Reverse T3 and T2 on Thyroidal Secretion". Approximately ten patients have been 
studied, there has been no deviation fron the original protocol and there have been 
no side effects whatsoever from this protocol. The results have not reached statisti- 
cal significance yet and it is expected that approximately ten more patients need to 
be studied. It does appear, however, that reverse T3 administration does not influ- 
ence thyroidal secretion. 

3. Concerning Dr. Bridenbaugh's comments on work unit 1360 entitled "Investigations 
Concerning T3 Production Rates". Approximately ten patients have been studied and 
we have compared cold Infusions of iodothyronine vs labeled infusions. An abstract 
has been accepted for presentation at the annual meeting of the Endocrine Society. 
Our results indicate that both infusions give simlllar results. There has been no 
deviation from the original protocol and there have been no unexpected or adverse 
side effects. Statistical significance between the different groups of patients have 
not been reached and it is expected that another five to ten patients will be studied. 

i^Lx b^-^^ -v^ 
KENNETH D.   BURMAN,  M.D. 
NAJ, MC 
Endocrine-Metabolic Service 

DAIFFÄ2496 REPLACES DD FORM 96, EXISTING SUPPLIES OF WHICH WILL BE 
ISSUED AND USED UNTIL 1 FEB 63 UNLESS SOONER EXHAUSTED. äOS.CrO: im-5S8-13O/0S5S 
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Work Unit No.;  1360 

Title of Project;  Investigatons concerning T3 production rates. 

Investigators; 

Principal;  Kenneth D.   Burman 

Objective;  To determine if T3 production rates are the same determined 
by isotopic and cold unlabeled hormone methods. 

Technical Approach;  1-125,  T3 and unlabeled T3 administered to patients 
and clearance rates determined. 

frocfress  & Results;  It has been determined that these 2 methods give 
similar results for clearance and production rates. 

Conclusions;     Same as above. 

Funds Utilized>  FY-78; 

FL     i-ng Requirement,  FY-79; 

Personnel 
Travel 
Rental 
Printing & Reporduction 
Contractual Svcs. 
Consumable supplies 
Non-expendable equipment 
MEOCASE 

TOTAL 

Publications;   In preparation. 

Type of report;  Interim 

None. 

500 

1,000 

$1,500 

63 
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Work Unit Number: 1361 

Title of Project: Postoperative changes in free testosterone and sex-hormone-binding- 
globulin 

Principal Investigator: Allan R. Glass, M.D., MAJ MC 

Objectives: To detex-mine if the fall in total serum testosterone that occurs after surgical 
stress is associated with concomitant changes in free testosterone and sex-hormone- 
bindiag-globulin 

Technical Approach: Obtaining blood samples serially fron patients undergoing elective 
surgery and measurement of serum hormones by appropriate methods. 

Type of Report: interim 

Progress, Results, Conclusions, and Publications: 
Twelve patients having surgery under general anfesthesia and six patients having surgery 
under spinal or local anesthesia have been studied. In patients having general anesthesia, 
free testosterone falls concomitantly with total testosterone, though plasma LH and FSH 
do not change. Plasma IT-OH-progesterone, androstenedione, and estradiol also appear to 
fall after surgery. Development of an assay for sex-hormone-binding-globulin is ongoing 
to facilitate completion of this project. A paper on this subject has been accepted for 
publication by Fertility and Sterility. 

Funds Utilized/ FY-78; 2600 Cansuraable supplies 2,357.50 

Funding Requixement, Fy-79; 

Personnel 
Travel 
Eental 
Printing & Publication 
Contractural svcs. 
Supplies 
Non-expendable equipnent 

TOTAL 

1,500 
6CC 
200 

2,500 
1,000 

$5,800 
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Work Unit No.;   1362 

Title of Project;  Medical Treatment of Amenorrhea - Galactorrhea 
Syndromes with Vitamin B6   (Pyridoxine) 

Investigators; 

Principal;   Robert A.  Vigersky,  MD,  MAJ,   MC 
Gerald S.  Kidd,   MD,   MAJ,   MC 

Objectives; 
— ■*-  To eValuate the effects of pyridoxine on the elevated  levels 
of prolactin and on the symptoms of  amenorrhea and galactorrhea. 

Technical Approach; Pre- and post-treatment testing of LH, FSH, 
Prolactin, growth hormone and TSH with TRH, LRH and intravenous 
pyridoxine tests. 

Progress  & Results;   6 patients have been studied with results being 
presently analyzed.     Preliminary review shown no effect of acute 
or chronic B6 treatment on Prolactin,  amenorrhea or galactorrhea. 

Conclusions;     B6 does not improve  symptoms or prolactin  in patients 
with amenorrhea - galactorrhea syndromes. 

Funds Utilized FY-78; 2600 Consumable supplies 

Funding Requirement FY-79; 

Personnel 1100 
Supplies 750 
Non-expendable;   loose issue 
Printing,  publication 250 
Rental 
Contractual Svcs. 
Isotopes 
Equipment 
Travel 

100 
3500 

500 

TOTAL 

Publications;     None. 

$6,200 

Type of report;   Interim. 
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Work Unit No.; 1363 

Title of Project; Effect of T3 and rT3 on Plasma Cyclic Nucleotide 
- . „ *    Levels on Sheep. 

Investigators; 

Principal; H. Linton Wray, LTC, MC 

Associates; Kenneth D. Burman, MAJ, MC 
John P. Alford, CPTf V.C., 
Leonard Wartofsky, LTC,  MC 

Objective; To determine if plasma levels of cyclic AMP and cyclic 
GMP are changed by administration of 3,5,3'triiodothyronine 
and 3,3'fS'triiodothyronine (reverse T3, rT3). 

Technical Approach; Plasma cyclic AMP, cyclic GMP and serum T3/ 
rT3 and T4 will be measured before, during and after 6 days of 
intramuscular administration of placebo, T3, rT3 or both T3 and 
rT3 together.  Six animals will comprise each treatment group. 
The 12 day study period consists of 3 days of baseline, 6 days 
of treatment with thyronine given every 8 hours and 3 days of 
recovery.  Morning blood samples will be obtained on days 1-5 
and 8-12.  The first dose of each hormone will be given intra- 
venously and blood collections made at 0, 60, and 180 minutes. 
Blood samples will be obtained 7 hours after the morning treatment 
on day 8.  Pretreatment thyroid stimulating hormone (TSH) levels 
will be determined on days 1-3 in each 12 day study period. 
After the last dose of each hormone at 0700 on day 9, a thyro- 
tropin releasing hormone (TRH) test will be performed with an 
intravenous bolus injection of 400 ug of TRH and blood collections 
at -30, 0, 30, 60, 90, and 120 minutes for TSH. 

Progress & Results; Five groups of sheep have completed the 
study protocol with the following treatments (1) placebo, (2) 
1.5 ug T3/kg body weight, (3) 4.5 ug T3/kg body weight, (4) 4 
ug rT3/kg body weight, and (5) 1.5 ug T3/kg body weight and 2.5 
ug rT3/kg body weight. Measurement of the experimental para- 
meters is only partially completed. Analysis of the cyclic 
nucleotide data revealed that only the high dose of T3 changed 
the cyclic nucleotide levels.  Lower dose of T3 only or in com- 
bination with rT3 did not change even cyclic nucleotide level;*. 
T3 of 4.5 ug/kg caused a 52% increase in cyclic AMP without 
changing cyclic GMP. Measurements of the serum levels of T3 
and rT3 metabolites, S^'-diiodothyronine {3,3,T2), 3,,5,- 
diiodothyronine (3,,5'T2) and 3'-monoiodothyronine H'Tl) has 
been performed on the samples from there study. Administration 
of T3 at both doses increased 3,3^2 without increasing 3,,5,T2 
or 3^1.  Administration of rT3 alone or in combination with 
T3 increased 3,3^2 and 3',5 ^2 with only a minimal and non- 
statistically significcint increase in 3'T1. 

XUM 
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Conclusions;  Short-term elevations of serum T3 and rT3 to levels 
associated with hyperthyroidism caused no change in plasma cyclic 
AMP or cyclic GMP.  Higher levels of T3 caused an increase in 
cyclic AMP without changing cyclic GMP. The increases noted in 
the thyronine metabolites suggest that; 1) T3 and rT3 are important 
precursors of 3/3

,T2# 2) rT3 is an important precursor of 3'/5
,T2, 

3) T3 may cause increased conversion of rT3 to 3,3,T2 and 3,/5
,T2 

and 4) 3IT1 is present in normal sheep serum and not changed 
significantly by short-term increases in its putative precursors/ 
3, 3' T2 and 3', 5 ' T2. 

Funds Utilized, FY-78! 

26 00       Consumable supplies 5,400 

Funds Requested, FY-79: 

1100 Personnel 3,050 
2600 Exp. Supplies 3,500 
2400 Reprints, printing 

Audiovisual 
500 

2319 Xerox, office supplies 200 
Isotopes - 

2572 Lab Contracts - 

3100 Loose issue, non-exp. 
Animals 

— 

2100 Travel 600 

TOTAL 

Equipment ■* 

$7,800 

Publications: 

Wray, H.L., Burman, K.D., Alford, J.P., and Wartofsky, L., Effect 
of T3 and Reverse T3 (rT3) Administration on Plasma Cyclic AMP 
(CAMP) and Cyclic GMP (CGMP) in Sheep, Clin. Res. 26: 16A, 1978. 

Wray, H.L., Burman, K.D., Smallridge, R.C. , Alford, J.P., and 
Wartofsky, L., Effect of T3 and Reverse T3 (rT3) Administration 
on Serum Tri-, Di-, and Mono-Iodothyronines in Sheep, Fed. Proc. 
37, 519, 1978.  Presented in Atlantic City, April, 1978. 

Type of report: Interim. 
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Work Unit Nucber: 126k 

Title of Project: Effect of L-tryptophan on LH and FSH dynamics in women 

Principal Investigator: Allan R. Glass, M.D., MAJ MC 

Objectives: To detenaine if administration of the amino acid L-tryptophan can alter the 
dynamics of reproductive hormones in women. 

Technical Approach: Basal hormone levels, response to LHRH, end response to estradiol 
benzoate will be determined during two menstrual cycles: one control, and one during 
which L-tryptophan is given. 

Type of Report: interim 

Progress, Results, Conclusions, and Publica-ions: 
No subjects have yet been studied because of difficulty in recruiting subjects and lack 
of time of available medical personnel. Approval from Clinical Investigation committee 
to pay volunteers to facilitate this study has been obtained. Arrangements for measurement 
of the appropriate hormones have been completed. It is anticipated that recruitment of all 
volunteers and collection of all studies can be completed during FY 79. 

Funds Utilized/ FY-78: 2500 Consurnable supplies $93.29 

Funding Requirement, Fy-79; 

Personnel 
Travel 
Rental 
Printing & Reproduction 
Contractual Svcs. 
Supplies 
Non-expendable eguipnent 

TOTAL 

1,500 
400 
200 
100 

4,000 
3,500 

$9,700 

68 
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Work Unit Number: 1365 

Title of Project:Insulin Resistance in Diabetes: Relative Effect on Glucose and Amino Acids 

Principal Investigator: Allan R. Glass, M.D., MAJ MC 

Objectives: To determine vhether, in states associated vith impedance to the action of 
insulin, this impedance affects glucose and amino acid disposal equally. 

Technical Approach: Measurement of rate of disappearance of bolus loads of glucose and 
valine in subjects with diseases associated vith insulin impedance. 

Type of Report: interim 

Progress, Results, Conclusicns, and Publications: 
The necessary prerequisite for this study, development of an assay for the rapid 
measurement of valine in serun, has been completed by Lt Bongiovanni, and a paper has 
been accepted for publication. Studies on the preparation of the valine for administration 
to humans have almost teen completed. No subjects have yet been studied as certain 
critical equipment is temporarily out of federal stock. If this equipment becomes 
available in a timely fashion, it is anticipated that most of the subject recruitment 
and the actual studies will be completed during F^ 79. 

Funds Utilize^ Fy-78; 2600 Consumable supplies >7,701.79 

Funding Requirement, Fy-79; 

Personnel 
Travel 
Rental 
Printing & Reproduction 
Contractural Svcs. 
Supplies 
Non-expendable equipment 

2,500 
600 
200 
200 
300 

4,500 

TOTAL $8,300 
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Work Unit No.:  1366 

Title of Project:  The effect of glucagon and thyroid economy. 

Investigators: 

Principal;  Kenneth D. Burman 

Objective; To determine if glucagon administration influences thyroid 
hormon e levels. 

Technical Approach;  Glucagon infusions are administered to fed and 
fasting patients, and changes in T3 and rT3 are noted. 

Progress & Results:  20 patients have been studied, and glucagon 
administration did not change T3 and rT3 levels. 

Conclusions; 

Funds Utilized, FY-78; 

Funding Requirement, FY-79: 

Personnel 
Travel 
Rental 
Printing & Reproduction 
Contractual Svcs. 
Consumable supplies 
Non-expendable equipi^nt 
MEDCASE 

DBMJI 

None. 

None. 

2,000 

400 
2,000 
2,000 

TOTAL 

Publications; In preparation. 

Type of report;  Interim. 

$6,400 
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Work Unit Number:   1367 

Title of Project:   Effect of methyldopa on serun LH and testosterone in hypertensive men 

Principal Investigator:    Allan R.  Glass, M.D., MAJ MC 

Objectives:  To determine if methyldopa and clonidine, which are thought to exert 
central effects on nuerotransmitters, can alter the function of the hypothalamic- 
pituitary-testlcular axis. 

Technical Approach: Measurement of basal hormone levels and performance of HCG tests , 
in hypertensive men before and after they are started on methyldopa or clonidine. 

f 

Type of Report: interim 

Progress, Results, Conclusions, and Publications: 
Great difficulty has been encountered in recruiting subjects, and no patient has yet 
been studied under this protocol. Preliminary work is continuing. The possibility of 
doing this study in collaboration with personnel at other centers where recruitment would 
be easier is being considered. 

Funds Utilized/ Fy-78; 2600 Oonsumable svqpplies 

Funding Raquirement, Fy-79; 

Personnel 
Travsl 
Rental 
Printing & Reproduction 
Contractural svcs. 
Supplies 
Non-expendable equipnent 

TOTAL 

4,000 
400 
200 
100 

4,000 
3,500 

$157200" 
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Work Unit No.; 1368 

Title of Project; Effect of Dietary Phosphate on Serum Levels 
of Vitamin D Metabolites in Hypoparathyroidism. 

Investigators; 

Principal;  H. Linton Wray, LTC, MC 

Associate:  Marcus Schaaf, MD, Joseph Bruton, Ph.D 

Objective; To determine if serum levels of 25-OH-D (25-hydroxy- 
vitamin D), 24, 25-(OH)2-D (24,25-dihydroxyvitamin D) and 
1,25 - (OH)2 - D (1, 25-dihydroxyvitamin D) are changed by short- 
term manipulation of dietary phosphate intake in hypoparathyroid 
patients. 

Technical Approach; Eight hypoparathyroid patients will be studied 
during changes xn phosphate intake to determine the effect on 
serum levels of 25-OH-D, 24, 25-(OH)2-D and 1, 25-(OH)2-D. The 
15 day protocol consists of 2 days on normal phosphate intake 
(1.0 g of phosphorus), 10 days on low phosphate intake (0.5 g of 
phosphorus) and 3 days on high phosphate intake (1.5 g of phorphorus) 
During the period of phosphate restriction, phosphate-binding ant- 
acids will be given (aluminum hydroxide gel with magnesium hy- 
droxide (Maalox), 60 ml at 0800, 1200, 1500 and 2000 and aluminum 
hydroxide gel suspension (Amphojel), 30 ml at 1000, 1400, 1800, 
and 2200).  During the period of phosphate excess, supplemental 
sodium-potassium phosphate will be given (1.0 g of phosphorus 
per day, (Neutro-Phos solution), 100 ml at 0900, 1400 and 1700). 
Adjustments will be made in the dosage of antacids and phosphate 
supplements as necessary to prevent either constipation or diarrhea. 
Caloric and calcium intakes as well as all medications including 
Vitamin D will remain constant throughout the study.  Twenty-four 
urine collections will be made daily for determination of in- 
organic phosphate, calcium, magnesium and creatinine. A 45 ml 
blood specimen will be obtained approximately every other day 
for a total of 9 blood collections.  Serum inorganic phosphate, 
ionized calcium, total calcium, magnesium and creatinine and 
plasma 25-OH-D, 24, 25-(OH^2-D and I, 25-(OH)2-D will be deter- 
mined.  A 10 ml blood speciment for seum PTH will be collected 
on the last day of each of the three study periods. 

Progress & Results; Four patients have undergone this protocol 
which was effective in regard to lowering the urinary and serum 
phosphate levels.  The assays for the Vitamin D metabolites have 
not been adequately worked out and, therefore, delay the critical 
analyses for this study.  The methodologies of these assays is 
presently undergoing modification and should be usable in the near 
future. 

Conclusions; None. 

Funds Utilized FY-78; 

2600       Supplies 13,200 
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Funds Requested FY-79; 

1100 Personnel 10,050 
2600 Supplies 11,300 
2400 Reprints 500 

Audiovisual - 

2319 Xerox, Misc. 200 
Isotopes - 

2572 Contracts 3,600 
Consultants - 

Loose issue - 

3100 Non-exp. Supplies 
Animals - 

2100 Travel 800 
Equipment - 

Medease 5,000 

TOTAL $31,450 

Publications: None. ■ 

Type of report;   Interim. 
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Work Unit No,; 1369 

Title of Project; A Prospective Study of the Effects of 
Propranolol on Hypercalcemia in Hyperthyroidism 
and Hyperparathyroidism. 

Investigators; 

Principal: H. Linton Wray, LTC, MC 

Associates; Gerald S. Kidd, MAJ, MC 
Kenneth D. Burman, MAJ,MC 
Leonard Wartofsky, LTCr MC 

Objective; To determine if propranolol is an effective treatment for 
the hypercalcemia of either hyperthyroidism or hyperparathyroidsim. 

Technical Approach: Hypercalcemir patients with hyperparathyroidism 
and hyperthyroidism will be studied as inpatient to determine the 
effect of a seven-day course of propranolol on their bone mineral 
metabolism. After an equilibration period and while on a constant 
diet, serum ionized and total calcium, phosphate, total protein, 
albumin, alkaline phosphatase, parathyroid hormone, calcitonin, and 
creatinine and urinary cyclic AMP will be determined during a 
control periods, during and after treatment. 

Progress & Results:  This protocol has had a slow start because of 
the limited number of suitable patients so far identified.  An 
increased effort should locate more patients in the future. 

Conclusions;  None. 

Funds utilized in Fy-78: 

2600 Consumable Supplies 200 

Funds Requested FY-79; 

1100 Personnel 3,550 
2100 Travel 400 
2319 Rental 200 
2400 Printing 100 
2572 Contract Svc. 3,000 
2600 Consum. Supp. 2,500 
3100 Non-Expen. Eqi up - 

Medcase 2,000 

TOTAL 11,750 

Publications; None. 

Type of report; Interim. 
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Work Unit No.; 1370 

Title of Project; Sex Steroid Receptors in the Human Thyroid Gland. 

Investigators; 

Principal; Robert A. Vigersky, MAJ, MC 

Objectives; To detect/ quantitate and characterize the estrogen 
receptor in the human thyroid gland. 

Technical Approach; Thyroid tissue, obtained at the time of surgery, 
will be homogenized in Tris-EDTA-DTT buffer. The tissue homogenate 
will be centrifuged at 100,000 x g and the cytosol incubated with 
high specific activity t* itiated estradiol in varying concentrations 
with and without 100 fold excess of cold estradiol.  A Scatchard 
plot will be constructed from the data which yields the affinity 
constant and maximum binding capacity. 

Progress & Results; Tissue is being accumulated but the technique 
is still bexng worked out using rat thyroid tissue. 

Conclusions; None. 

Funds Utilized, FY-78; 

2600    Consumable supplies 

Funding Requirement, FY-79; 

Personnel 1,100 
Supplies, general 
Non-expendable; loose issue 
Printing, publication     100 
Rental 
Animals 
Isotopes 
Equipment 
Travel 

TOTAL 

Publications; None. 

Type of report; Interim. 

200 

$1,400 
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Work Unit No.;  1371 

Title of Project; Glucose regulation, Peripheral Thyroid Hormone 
Economy, in fasted subjects. 

Investigators; 

Principal;  Kenneth D. Burraan 

Objective; To determine if glucose administration during fasting al- 
ters thyroid hormone levels. 

Technical Approach; Glucose administration for 600 calories a day is 
administered to fasting patients, and T3 and rT3 levels measured. 

Progress & Results; Thyroid hormone levels change depends on the car- 
bohydrate content of the diet.  Diet influences thyroid hormone levels. 

Conclusions; None 

Funds Utilized, FY-78; 

Funding Requirement, FY-79; 

None. 

Personnel 2,000 
Travel 500 
Rental 200 
Printing & Reproduction 400 
Contractual Svcs. 500 
Consumable Supplies 5,500 
Non-espendable equipment 
MEDCASE 1,000 

TOTAL $10,100 

Publications; Burman^.D., O'brian, Paper submitted to Metabolism. 

Type of report; Interim 
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Work Unit No.;  1372 

Title of Project;Alteratlona In TSH response to TRH in obesity and fasting. 

Investigator: 

Principal; Kenneth D.  Burman 

Objective;     To determine if TSH response to TRH changes in fasting  . 

Technical Approach; Patients are admitted to the hsspltal Hid TRH test admlnisitered 
during fed and fasting states, and the results comprared. 

Progress & Results;  It has been conclusively determined that the TSH response  to 
TRH diminished during fasting. 

Conclusions;    Thyroid hormone levels change during fasting. 

Funds Utilized.  rY-78; 

Funding Requlrement.FY-79; 

None. 

Personnel 2,000 
Travel 500 
Rental 200 
Printing & Reproduction 400 
Contractual Svcs. 2,000 
Consumable supplies 6,000 
Non-expendable equipment 
MEDCASE 2,000 

TOTAL $13,100 

Publications;     Paper submitted to Metabolism. 

Type of report;  Interim. 
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Work Unit No.;  1373 

Title of Project;    The Effect of Protein Ingestion    on Thyroid Hormone Economy. 

Investigator; 

Principal;     Kenneth D.  Burman 

Objective;    To determine if protein influences thyroid hormone levels. 

Technical Approach; Patient's are admitted to the hospital and fasted, and then 
refed various amounts of protein from 200-800 calories and is determined whether 
protein levels influence T3 levels. 

Progress & Results;  Protein is not as effocatlous as carbohydrate in influenceing 
serum 13 and rT3 levels. 

Conclusions;Diet Influences thyroid hormone levels. 

lunds Utilized.  FY-78; 

Funding Requirement,  FY-79V 

None. 

Personnel 2,000 
Travel 500 
Rental 200 
Printing & Reproduction A00 
Contractual Svcs. 2,500 
Consumable supplies 5,000 
non-expendable equipment 
MEDCASE 1,000 

TOTAL $11,600 

Publications; K.D,  Burman,  Jack 0'Brian,    Paper presented in Boston,  AFCR meeting, 
February 1978,  and October 1978. 

Type of report;     Interim 
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Work Unit Nucber: 137k 

Title of Project: Evaluation of testosterone reserve in infertile men 

Principal Investigator:  Allan R. Glass, M.D., MAJ MC 

Objectives: To determine if idiopathic oligosperaia may be associated vith defective 
Leydig cell function. 

Technical Approach: Performance of HCG tests and measurement of testosterone production 
rate in infertile men. 

Type of Report: interim 

Progress, Results, Conclusions, and Publications: 
Approximately 35 subjects have had HCG tests under this protocol. Initial results show 
that the acute testostefcone response to HCG (2 hrs) correlates well with the response to 
the standard C^ day) test, thus enabling the development of a suitable outpatient 
screening test. A paper detailing this finding has been submitted for publication. 
Measurements of 17-OH-progesterone and estradiol on some of the subjects have been 
completed, and an addendum to perait the use of Pergonal along with HCG öas been 
approved. Work on the development of the methods for testosterone production rate is 
intensively going on. It is anticipated that this protocol will be extremeihy actively 
pursued during FY 79. Progress has been somewhat slowed by delays in obtaining the 
temporary hire technician approved to work on this study. 

Funds Utilized^ Fy-78; 2600 Consumable supplies  13,408.10 

Funds Required/ FY-79; 

Personnel 
Travel 
Rental 
Printing & Reproduction 
Contract Svcs. 
Supplies 
Non-expendable equipment 

TOTAL 

4,000 
600 
200 
200 
500 

6,000 
i 

111,500 
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Work Unit Nunber: 1375 

Title of Project: Effect of separating protein from carbohydrate in the dietary 
treatnent of diabetes 

Principal Investigator: Allan R. Glass, M.D., MAJ MC 

Objectives:To determine the optimum diet for diabetics by seeing if separation of 
protein from carbohydrate will reduce hyperglycemia 

Technical Approach: Measurement of blood sugar and urinary sugar in diabetics on two 
occasions: a standard diet, and a modified diet in which most of the daily protein is 
given in a meal containing little carbohydrate 

Type of Report: Terminated 

Progress, Results, Conclusions, and Publications: 
Because of the pressure for beds on the metabolic ward and the lack of time of the 
investigators involved, no subjects could be studied under this protocol in FY 78. 
Preliminary work, including development of hemoglobin A1C assay, is ongoing. 

Funds Utilized, FY-78;   2600 Consumable supplies 

Funding Requirment, Fy-79: 

Personnel 
Travel 
Rental 
Printing & Reproduction 
Contract svcs. 
supplies 
Kon-expendable equipnent 

TOTAL 

1,000 

200 
100 
100 

1,000 

$2,400 
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Work Unit Number: 1376 

Title of Project: Effect of enitriptyline and amai tadlne on growth hormone dynamics in 
acromegaly. 

Principal Investigator: Allan R. Glass, M.D., MAJ MC 

Objectives: To determine if either amitriptyline or amantadine might be a suitable 
medical treatment for patients vith acromegaly, and  what their mechanism of action is. 

Technical Approach: Measurement of serum growth hormone levels in acromegalic patients 
before and after a one month course of amitriptyline or amantadine. 

Type of Report: interim 

Progress, Results, Conclusions, and Publications: 
Several phases of this project have been partially completed. 5 subjects were given 
amitriptyline, and 3 appeared to have reduced their growth hormone output. A paper 
detailing this finding has been submitted for publication. As a byproduct of this study, 
it was found,that, in contrast with normal subjects, patients with acromegaly do not 
show an increase in serum growth hormone after L-tryptophan, and a paper detailing this 
finding has been submitted. Recruitment is currently ongoing for the airantadine phase of 
the study and, based on the results described above, additions to this protocl in the 
same general area are now being prepared. 

Funds Utilized, Fy-78; 

Funding Requirement, Fy-79! 

Personnel 
Travel 
Rental 
Contracts scs. 
Printing 
Supplies 
Non-expendable equipnent 

TOTAL 

2600 Consumable supplies $8,473.00 

3,000 
600 
200 
300 
300 

2,000 

$6,400 
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Work Unit Number:   1377 

Title of Project: Effect of dietary tryptophan content on food intak* c?» obese subjects 

Principal Investigator:    Allan R. Glass, M.D., MAJ MC 

Objectives:   To determine if the ratio of certain amino acids i- -is«   i»a   vill det^-^ine 
food intake in humans. 

Technical Approach:   Measurement of food intake in obese subject* «& lifitiit iL*%« 
containing different proportions of essential amino acids. 

Type of Report: Terminated 

Progress, Results, Conclusions, and Publications: 
Because of limited apace on the metabolic ward and laek of time of the medical personnel 
involved, no subjects were studied under this protocol in FY 78. Preliminary work on 
the development of the appropriate liquid diets and improving the palatability is ongoing. 

Funds Utilized, Fy-78; 

Funding Requinnent/ FY~79; 

Personnel 
Travel 
Rental 
Printing 
Contracts svcs. 
supplies 
Non-expendable equifment 

TOTAL 

2600 Consumable supplies   20.00 

1,000 

200 
100 
100 

1,000 

$2,400 
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Work Unit Number: 1378 

Title of Project: Effect of four-hour ACTH infusion en plasna steroids 

Principal Investigator: Allan R. Glass, M.D., VJJ  MC 

Objectives: To determine the response of plasma steroids to ^ hour ACTH infusion in 
various disease states. 

Technical Approach: Performance of standard k hour ACTH infusion in various disease 
states. 

Type of Report: Terminated 

Progress, Results, Conclusions, and Publications: 
A pilot study was done on this project and the results vere promising, indicating a fall 
in serum testosterone after ACTH. Work on the development of the plasma steroid assays is 
ongoing. However, several recent publications have appeared on this topic, and this 
protocol is currently undergoing a re-examination with a view toward modification to 
prevent duplication of work done by others. 

Funds Utilized, FY-78; 2600 Consumable supplies 797.29 

Funding Requirement, Fy-79; 

Personnel 
Travel 
Rental 
Printing 
Contracts 
Supplies 
Non-expendable equiprent 

TOTAL 

1,000 

200 
100 
100 

1,000 

$2,400 
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Vork Unit Number:   1379 

Title of Project: Effect of post-weaning undernutrition on reproductive hormones in rats 

Principal Investigator:    Allan R. Glass, M.D., MAJ MC 

Objectives:   To determine how undernutrition early in an animal's life affects endocrine 
function and sexual maturation. 

Technical Approach:   Determination of hormonal dynamics in animals fed different diets. 

Tyce of Report: interim 

Progress, Results, Conclusions, and Publicaxions: 
Several experiments have "been completed under this protocol.  One showed that thyroid 
function appeared to depend on the composition of the diet fed, and a paper detailing 
this finding has been accepted for publication. A second paper detailing how under- 
nutrition affects the reproductive hormonal development has also been accepted for 
publication. Additional experiments are currently underway to explore the possiblity 
that undernourished animals have overproduction of "inhibin", the specific substance 
which specifically inhibits output of FSH from the pituitary. Elucidation of the role 
of inhibin is currently a very active area in endocrinology. 

Funds Utilized, Fy-78:        2600 OonsumaMe supplies $183,75 

Funding Requirement/ Fy-79; 

Personnel 
Travel 
Rental 
Printing 
Contracts 
Supplies 
Non-expnedable equipment 

TOTAL 

2,000 
600 
200 
300 
300 

3,500 

$6,900 
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Work Unit No.: 1380 

Title of Project; Effect of Thyroid Status on the Hormonally-in- 
duced Cyclic AMP Responses of the Kidney. 

Investigators; 

Principal; H. Linton Wray, M.D., LTC, MC 

Associate; Gerald S. Kidd, M.D., MAJ, MC 

Objective; To determine if the renal hormone receptor - second 
messenger systems of two unrelated polypeptide hormones are affected 
by thyroid hormone.  By measuring nephrogenous cyclic AMP during 
parathyroid and antidiuretic hormone infusions in hyper- and hypo- 
thyroid patients, it can be determined if thyroid hormone inflv   s 
the renal cyclic AMP responses to these hormones. 

Technical Approach; Six patients with hyperthyroidisra and six 
hypothyroidism will be admitted to Ward 30 for a 3 day study 
protocol and will be similarly studied 2 months after becoming 
euthyroid.  During each admission the patient will undergo two 
3-hour renal clearance procedures, one with PTH infusion and 
another with vasopressin infusion.  Parathyroid hormone infusion 
will be given as 50 units IV push in 25ml of D5W and 150 units 
in 75ml of Dj-W over one hour.  Urine will be collected for calcium, 
phosphate, creatinine and cyclic AMP measurements and blood for 
ionized calcium, total calcium, creatinine, phosphate and cyclic 
AMP.  The vasopressin infusion will be given similarly with 0.2 
units IV push and 0.6 units over one hour.  Osmolarity, creatinine 
and cyclic AMP will be measured in blood and urine. 

Progress and Results:  Six hyperthyroid and four hypothyroid 
patients as well as three euthyroid patients taking thyroxine 
have been studied.  The hypothyroid patients had a reduced 
excretion of an oral H2O load, a low basal ionized calcium, high 
parathyroid hormone and nephrogenous cyclic AMP.  The hyperthyroid 
patients appeared normal except for a low fractional excretion of 
phosphate.  The responses to parathyroid hormone and vasopressin 
in these two groups differed only in that the hyperthyroid patients 
had a greater increase in plasma cyclic AMP after parathyroid 
hormone. 

Conclusions;  The delayed water excretion in hypothyroid patients 
and the decreased fractional excretion of phosphate in hyper- 
thyroid patients are not associated with demonstrable changes in 
renal responses to vasopresin and parathyroid hormone; therefore, 
thyroid status has small if any effect on the hormone receptor- 
second systems of cyclic AMP studied in this investigation. 

Funds Utilized, FY-78; 

2600  Supplies $4,500 
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Funding Requirement,   FY-79 

Personnel 5,700 
Travel 400 
Rental 200 
Printing & Reproduction 150 
Contractual Svcs. 4,200 
Consumable supplies 3,800 
Non-expendable equipment 
MEDCASE 4,000 

TOTAL $10,450 

Publications: 

Kidd,  G.S., and Wray,   H.L., Effect of Thyroid Status on Renal 
Responses to Parathyroid Extract   (PTE)   and Vasopressin   (VP) , 
Endocrinology,   102   (Suppl.):     479,   1978. 

Type of report;  Interim. 
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Work Unit No.; 1381 

Title of Project; Estradiol (E2) Receptors in Rat Thyroid Glands. 

Investigators; 

Principal; Robert A. Vigersky, MAJ, MC 
Joseph Bruton, Ph. D. 

Objectives; To detect, quantitate and physico-chemically charac- 
terxze the receptor for estradiol in rat thyroid tissue. 

Technical Approach; Twenty-five rats are sacrificed for each ex- 
periment and their thyroid tissue is pooled. Rats are previously 
gonadectomized with some being treated with exogenous estrogen or 
androgen. A 100,000 x g cytosol is prepared from the thyroid 
homogenate and the cytosol is evaluated by binding parameters, suc- 
rose density gradient centrifugation and gel filtration for size 
and charge characteristics and varying other steroids for relative 
binding affinities. 

Progress & Results; An estradiol receptor has been found to be 
present in rat thyroid cytosol which is greater in females than 
males and whose concentration can be varied depending on the gonadal 
status of the animals. 

Conclusions; An E2 receptor has been found for tne first time in 
thyroid tissue. 

Funds utilized FY-78; 

2600     Consumable supplies     $4,928.05 

Funding Requirement, FY-79: 

Personnel 10,200 
Supplies, general        8,600 
Non-expendable; loose issue 
Printing, publication     200 
Rental 
Contractural Svcs. 

200 
100 

Equipment 
Travel 500 

TOTAL $19,800 

Publications;     None 

Type or report;  Interim 
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Work Unit No.;  1382 

Title of Project; Measurement of Steroids in Fluid Obtained by 
Micropuncture from Rat Seminiferous Tubules 
and Epididymis. 

Investigators; 

Principal;  Robert A. Vigersky, MAJ, MC 

Objectives; To quantitate the levels of estradiol, testosterone 
and dihydrotestosterone intra-tubularly in order to help under- 
stand the regulation of spermatogenesis. 

Technical Approach; Rats are anesthesized and their testes exposed 
through a scrotal incision.  Using micropipettes made in the lab- 
oratory, tubules are punctured and small volumes of fluid withdrawn. 
Sperm is separated from seminal fluid by centrifugation. Micro- 
assays will measure the quantity of steroids in the fluid. 

Procfreps & Results; Over the past year, over 100 microliters of 
fluid has been obtained on steroid. Micro-assays for the steroids 
are currently being developed. 

Conclusions;  None. 

Funds Utilized FY-78; 

2600    Consumable supplies $5,672.66 

Funding Requirement FY-79; 

Personnel 16,500 
Supplies, general 1,900 
Non-expendable; loose issue 
Printing, publication 250 
Itental 200 
Contractual Svcs. 100 
Isotopes 
Equipment 
Travel 400 

TOTAL 

Publications;  None. 

Type of report;   Interim. 

$19,350 
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Work Unit No;     1383 

Title of Project:    Measurement of Hemoglobin A-l-C in  the Assessment 
of the  Efficacy of Diabetic Treatment. 

Investigator;    Timothy M.   Boehm, MAJ MC 

Objectives: 

a) To compare hemoglobin A-l-C measurements with more established 
indicators of diabetic control — namely fasting and  postprandial 
glucoses, outpatient single voided urines,  and 24 hour urinary 
glucose. 

b) To evaluate the response of hemoglobin A-l-C to modifications 
of diabetic  therapy. 

c) To attempt to match diabetics presenting with nephropathy and 
retinopathy with similar diabetics without complications regarding 
age,  sex, duration of disease,  and  insulin requirement and  to compare 
hemoglobin A-l-C concentrations  in the groups with and without 
diabetic complications. 

d) 1)    To establish  a valid  Hgb A-l-C assay. 

2)    To evaluate hemoglobin A-l-C to effective and  ineffective 
diet therapy of diabetes. 

e) An automated HPLC method  for measuring hgb A-l-C has been 
established. 

f) Interassay and  intraassay variation have been  quantitated  and 
are acceptable.    The normal range for high A-l-C is 6.7 +  1.2, and 
many diabetics have high values for hgb A-l-C.    The current emphasis 
is at attempting to correlate decreases in hgb A-l-C with  successful 
weight reduction in adult onset diabetes. 

Conclusions;    None at present 

Funds Utilized,  FY-78:     $2,800  for supplies,  reagents 

Funds  Requested,  FY-79;     $3,360  for  supplies,  reagents 

Publications;     A manuscript describing an automated  HPLC method   for 
hgb A-l-C is  in preparation.     It  is hoped  that an abstract will be 
submitted  for the American  Diabetes Association meeting  in  June   1979. 

Type of reporc;     Interim 
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Work Unit No. : 1384 

Title cf Project; The Eftect of Isoniazide (INH) on Prolactin, 
Gonadal Function, and Pyridoxine (B6) Metabolism. 

Investigators; 

Principal; Robert A. Vigersky, MAJ, MC 
Gerald S. Kidd, MAJ, MC 

Objectives; To evaluate whether or not INH-induced pyridoxine de- 
ficiency elevates plasma prolactin levels and/or affects gonadal 
function in adult men and women. 

Technical Approach; 10 men and 10 women who will receive INH for 
PPD conversion will receive formal evaluation of their Prolactin 
and Gonadal status before and at 3 and 6 months after being placed 
on INH. Plasma pyridoxal phosphate and kinase activity will also 
be measured. 

Progress & Results; This project will be begun by Dr. Kidd in El 
Paso, TX as soon as revision of the Patient Information Sheet is 
approved.  KMU will support his activity by measurement of steroids, 
prolactin and gonadotropin as previously planned. 

Conclusions; None. 

Funds Utilized,  FY-78;       2600 Consumable supplies 

Funding Requirement,  FY-79; 

Personnel 2,400 
Supplies, general 1,300 
Non-exp.; loose issue 
Printing, publication 100 
Rental 200 
Animals 
Contracts 1,750 
Equipment 
Travel 500 

TOTAL $6,250 

Publications;   None. 

Type of report;   Interim, 

90 
  iiidi III<     •"    •'S—MM 



m^ wm L..,^^.,,. 

Work Unit Mürber:   1385 

Title of Project: Serial changes in free testesterone during pregnancy:  correlation with 
HCG  Levels and fetal sex 

•I     I 

Principal Investigator:    Allan R. Glass, M.D., MAJ MC 

Objectives:   ^o determine if measurement of free testosterone in caternal blood is 
predictive of fetal sex. 

Technical Approach: Measurement of serial free e testosterone in pregnant womSn and 
correlation with gestational age and ultimate sex of offspring. 

Type of Report:  interim 

Progress, Results, Conclusions, and Publications: 
Liaison betveen endocrine and obstetiic service to recruit patients has been established, 
and methodology for free testosterone assay is being validated. Patient recruitment will 
begin as seen as final logistic arrangements are made. 

Funds Utilized» Fy-78;    2600 Consumable supplies 

Funding Rpquirement/ Fy-79; 

$83.75 

Personnel 
Rental 
Travel 
Printing 
Contracts 
Supplies 
Equipment 

TOTAL 

2,500 
200 
400 
100 

2,000 
3,000 

$8,200 
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Work unit No.;  1386 

Title of Project;  The Effect of A'-Testolactone (Teslac) in 
Male Infertility. 

Investigators; 

Principal; Robert A. Vigersky, MD, MAJ, MC 

Objectives; To increase sperm counts in infertile men with 
oligospermia by lowering plasma estradiol levels. 

Technical Approach; 10 men will be given Teslac for 6-12 months 
with evaluation of seminiferous tubular and Leydig cell function 
before and at the end of treatment. Pre-treatment evaluation also 
includes testicular biopsy with routine histologic examination 
and immunofluorescent studies. 

Progress & Results; 4 men have been started on treatment, 
appears to be a favorable response in 4 men so far. 

There 

Conclusions;  Teslac may increase sperm counts in oligospermic men. 

Funds Utilized,   FY-78 2600 Consumable supplies $12,993.83 

Funding Requirement FY-79; 

Personnel 11,523 
Supplies,  general 12,500 
Non-expendable;   loose is.ue 
Printing,  publication 250 
Rental 
Animals 
Contractual Svcs. 
Equipment 
Travel 

TOTAL 

Publications;     None. 

Type of report;   Interim. 

300 

2,750 

400 
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Work Vnit "unber: 1387 

?itla of Project: Acute responses to estrogen in nen with prostate carcinoma 

Principal Investigator: Allan R. Glass, M.D., MAJ MC 

Objectives: T0 determine if chronic estrogen treatment of men with prostate carcinoma 
alters the way their hormones respond to the estrogen. 

Technical Approach: Measurement of response to acute estrogen injection in men 
with prostate cancer before and after chronic estrogen therapy. 

Type cf Report: interim 

Progress, Piesults, Conclusions, and Publications: 
Liaison with urology service has been established and patient recruitment is underway. 
Logistic procedures for obtaining appropriate blood specimens are being evolved. 

Funds Utilized > FY-78;  2600 Consumable supplies 

Funding Requirement/ FY-79; 

Personnel 
Travel 
Rental 
Printing 
Contracts 
Supplies 
Equipnent 

TOTAL 

3,000 
400 
200 
100 

2,000 
4,500 

?IÖ72ÖÖ" 

 - '--■ -  
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Work Unit No.; 1388 

Title of Project; The developement of a radioimmunoasaay for TO, and 3,5*12. 

Investigator; 

Principal; Keith R. Latham 
Kenneth D. Burman 

Objective;  To obtain inmunoassaya for thyronine, and 3,3* 12. 

Technical Approach; Antibodies are generated and tags made by labeling 1-125 
artrltlum and serum samples are tested. 

Progress & Results; We have presently made antibodies for both TO, S.S'TZ. Making 
the radiolabel for 3,5^2 has been difficult.  It has recently been accomplished 
and it is hoped that serum levels will be determined in the near future. 

Conclusions; None. 

Funds Utilized. FY-78: $16^735.27 

Funding Requirement, FY-79: 

Personnel 2,000 
Travel 400 
Rental 200 
Printing & Reproduction 300 
Contractual Svcs. 300 
Consumable supplies 5,000 
Non-expendable equipment 1,000 
MEDCASE 

TOTAL $9,700 

Publications: None 

5ypa -of report: Interim. 
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Work Unit No.: 1389 

Title of Project: The Effect of Dietary Carbohydrate on T3 Receptors. 

Investigator: 

Principal: Kenneth D. Burman 

Objective: To determine if diet influences T3 receptors. 

Technical Approach; Various diets contain various amounts of carbohydrate are 
administered to rats, and their receptors localized, and their receptor number 
determined. 

Progress & Results; It has been determined that the amount of carbohydrate in 
the diet, the more the number of receptors. 

Conclusions; Carbohydrate influences the number of receptors. 

Funds Utilized, FY-78; None. 

Funding Requirement, FY-79; 

Personnel 
Travel   * 
Rental 
Printing & Reproduction 
Contractual Svcs. 2,500 
Consumable supplies 6,000 
Non-expendable equipment 
MEDCASE 

TOTAL $8,500 

Publications; None. 

Type of report;     Interim 

u^^g^w .^^,^*.;, . .              -..^. 
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Work Unit No.; 1390 

Title of Project; Investigation concerning the physiology of iodothyronines during 
fasting. 

Investigator; 

Principal: Kenneth D. Burman 

Objective; To determine if the thyroid hormone levels and kinetics change during 
fasting. 

Technical Approach; Patients are fasted and kinetics are determined before and 
during the fast. 

Progress & Results; It has been determined that various changes occur during 
fasting, specifically that reverse T3, and 3*5' levels Increase, probably due 
to delay In clearance rates. 

Conclusions; Thyroid hormone levels change during fasting. 

Funds utilized. FY-78: 

Funding Requirement, FY-79: 

Personnel 
Travel 
Rental 
Printing & Reporduction 
Contrcactual Svcs. 4,000 
Consumable supplies 3,000 
Non-expendable equipment 
MEDCASE 

TOTAL $7,000 

Publications; None. 

Type of report; Interim. 

LA 
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Work Unit No.; 1391 

Title of Project: Regulation of the initiation of thyroid hormone action. 

Investigatoi*; 

Principal; Kenneth D. Burman 

Objective; To determine the mechanism by which thyroid hormones act. 

Technical Approach? Isolated nuclei are solubillzed nuclei are determined by 
use or addition of sulfhydryl agents whether the receptor number increases or 
decreases is determined. 

Progress & Results: Sulfhydryl groups definitely are required for a binding 
of T3 to its receptor. 

Conclusions:The receptor is dependent on sulfhydryl groups. 

Funds Utilized. FY-78: 

Funding Requirement, FY-79: 

None. 

Personnel 
Travel 
Rental 
Printing & Reproduction 
Contractual Svcs. 4,000 
Consumable supplies 3,500 
Non-expendable equipment 
MEDCASF. 

TOTAL $7,500 

Publications:None. 

Type of report; Interim 
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Work Unit No.;  1392 

Title of Project; Steroid Transfer Across the Blood-Cerebro- 
spinal Fluid Barrier in the Rhesus Monkey. 

stigators; 

Principal; Robert A. Vigersky, MAJ, MC 
Joseph Bruton, Ph.D. 

Objectives; To evaluate the kinetics of steroid entry and exit 
in the cerebrospinal fluid and the effect of cancer chemotherapeutic 
agents on these kinetics. 

Technical Approach;  Rhesus monkeys with indwelling ventricular 
catheters are injected li'igher intravenously or intra-thecally 
with hydrocortisone, prednisone or dexamethasone in varying doses 
with and without the inclusion of methotrexate and/or cytosine. 
arabinoside. 

Progress & Results; The entry time of steroids into the CSF appears 
to be independent of dose or type of steroid. The maximum concen- 
tration is dose dependent.  No effect of chemotherapeutic agents 
on steroid kinetics has been found or vise versa. 

Conclusions; Steroids rapidly enter and exit the CSF but none of 
the steroids tested appeared to be more advantageous in this 
respect.  Chemotherapy does not affect steroid CSF kinetics. 

Funds utilized FY-78; 

Funding Requirement FY-79; 

$542.00 

Personnel 1,100 
Supplies,   general 1,750 
Non-expendable;   loose issue 
Printing,  publication IQO 
Rental 200 
Contracts 200 
Isotopes 
Equipment 
Travel 400 

TOTAL $3,750 

Publications; Gangji, D., Vigersky, R., Cohen, L., Glaubiger, D., 
Bruton, J., and Poplack, D. , "Pharmacokinetics of 
Corticost-jroids in Cerebrospinal Fluid (CSF) and Blood", 
Clin. Res. 26: 289A, 1978. 

Gangji, D., Vigersky, R., Bleyer, A., Glaubiger, D. , 
and Poplack, D., "Corticosteroid Kinetics in CSF", 
in Kay, H., and Whitehouse, M., eds. CNS Complications 
of Malignant Disease, McMillan Press, Ltd., London, 
TF78, in press. 

Type of report:  Interim. 
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Work Unit No.; 1393 

Title of Project: T3 Receptors in Normal and Fasting Rats, 

Inveatigator; 

Principal: Kenneth D. Burman 

Objective: To determine. If T3 receptor number changes in fed and fasting rats. 

Technical Approach: Rats are fasted for 72 hours and compared, and scatchard 
plots made of their hepatic nuclei when isolated. T3 receptors are deter- 
mined by els-   -scatchard plots. 

Progress £ 

Conclusions. 

Number of receptors in rats that are fasting, decreases. 

.arlous states such as fasting can alter T3 receptor number. 

Funds Utilized. FY-78; 

Funding Requirement, FY-79: 

None. 

■ 

■ 

Personnel 1,000 
Travel 
Rental 
Printing & Reproduction 400 
Contractual Svcs. 
Consumable supplies 300 
Non-expendable equipment 
MEDCASE 

TOTAL $1,700 

Publications: K.D, Burman, et al. Endocrinology, October 1977. 

Type of report; Interim, 
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Work Unit No.;    //1394 

Title of Project; The      Development      of      a      Radioimrnunoassay      of 

Trllodothyronine. 

Investigators; 

Principal; Kenneth D. Burman 

Objective; 

To develop Immunoassays for various iodothyronlnes. For 12 hour specific 

characterization of the enzymes involved in T3 to T* conversion. 

Pogress & Results; 

Assays could develop far various iodothyronlnes Incluvind T^ , T3, 3,5T2, 

3,5T2, 3,T1, 3,3^2. Use of these assays has allowed specific 

characterization of the enzymes involved in conversion in the liver. 

Funds Utilized FY-78: 

Funds Requested FY-79; 

Publications: 

Type of report;   Interim. 

$500 

$1,000 
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Work Unit No.; ^1395 

Title of Project; T*   to   T3   Conversion:       Effect   of   Modulation   of   Glucose 

Metabolism. 

Investigators; 

Principal; Kenneth D. Burman, MA3, MC 

Associates: 

Objectives; The objectives of this study are to effect of glucose on T4 to T3 

conversion and T3 receptors. 

Progress & Results;     To date no studies have been performed in this protocol. 

Funds Utilized FY-7^ 

None 

Funds Requested FY-79: 

Approximately $2,000.00 

IlMMliitfiHUili 
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Work Unit No.; 

Title of Project: 

Investigators; 

#1396 

T* to T3 Conversion: Effect of Somatostatin Administration. 

Kenneth D. Burman Principal; 

Progress & Results; 

This study was desinged to evaluate the, effect on T3 receptors of 

Somatostatin administration. Somatostatin^ decreases glucagon levels and 

has been previously shown that glucagon decreases T3 receptors. Preliminary 

results of this study indicate that glucagon administration does decrease the 

number of T3 receptors and T3.Kd, and Ka remain the same, but receptros 

are diminished Conclusions:Somatostatin decreases glucagon which increases 

the number of T3 receptors. 

Funds Utilized FY-78; 

None 

Funds Requested FY-79; 

Approximately 

Publications;       None yet. 

Type of report;   Interim. 

$1,000.00 
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Work Unit No.; 1397 

Title of Project; The Effect of Free Fatty Acids on Serum Reverse T3, and T3. 

Investigators; 

Principal; Kenneth D. Burman 

Objective; To determine free fatty acids influence serum T3 and reverse T3 levels. 

Technical Approach; Agents which inhibit are stimulate lypolosis are given to 
sheep with measurements of T3 and rT3 in blood. 

Progress &  Results; No animal studies have been done yet. 

Conclusions; None. 

Funds Utilized, FY-78; 

Funding Requirement, FY-79; 

Personnel 
Travel 
Rental 

Printing & Reproductica 
Contractual Svcs. 
Consumable supplies 
Non-expendable equipment 
MEDCASE 

TOTAL 

Publications; None. 

Type of report; Interim 

None. 

500 

400 

2,000 

$2,900 

• 

> 
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Work Unit No.; 1398 

Title; Studies on the Pathogenesis of Hypocalceraia in Tumors 
Associated with Osteoblastic Metastases. 

Investigators; 

Principal; Robert C. Smallridge 

Associate; H. Linton Wray 
John Horton 
Pichard C. Dimond 
Rene Sepulveda 
Marcus Schaaf 

Objective; To determine whether the hypocalcemia seen in some 
patxents with osteoblastic metastases is due to hypoparathy- 
roidism, a form of secondary hyperparathyroidism, an abnor- 
mality in vitamin D metabolism, or some unidentified humoral 
agent with osteoblastic capability. 

Technical Approach;  1.  24 hour urines for calcium, P04 =, 
creatxmne. 

2. Serum for Ca, P04, Mg, alkaline 
phosphatase, parathyroid hormone, calcitonin, and vitamin D 
metabolites. 

3. Calcium infusion and PTH infusion. 
4. Tissue cultures from marrow biopsies 

to be tested in vitro for their ability to incorporate 3H- 
proline into bone collogen. 

Progress and Results; This protocol was not approved until 
5 June 1978, and no patients have been studied yet. 

Conclusions; Deferred. 

Funds Utilized, FY-78; 

Personnel; 

Supplies: 

Equipment: 

Other; 

Consumable Supplies    2600        $ 500 

Funding Requirements,   FY-79; 
Travel      "    ~   ™   2100      
Personnel: 1100 
Rental 2319 
Supplies: 
Frlnt & Repro, 
Contract.   Svcs 
Equipment: 

Other: 

2600 
2400 m 

1,500 
200 

1,500 
100 

TOTAL      6,150 

1Ü4 
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Publications:    None 

Type of  report;     Interim. 
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Work Unit No.;  1399 

Title;  An assessment of Parathyroid Hormone  (PTH)   levels 
in Normal Subjects and In Patients with Disorders of Calcium 
Metabolism. 

Investigators; 

Principal;     Robert C.   Smallridge 
Richard C.   Dimond 

Associate: H. Linton Wray 
Marcus Schaaf 

Objectives; To establish the ranges of serum PTH levels in 
normal subjects and patients with metabolic disorders. 

Technical Approach; The protocol involves only venipunctures 
to obtain blood samples. 

Progress and Results; A small number of samples have been 
drawn.  The radioimmunoassay for PTH is still in the develop- 
mental stages. • 

Conclusions: Deferred 

Funds  Utilized,   Fy-78:      Consumable Suunlies    2600 

Personnel: 

Supplies: 

Equipment; 

Travel: 

Other: 

Funding  Requirements,  Fy-79: 

Personnel: 1100 900 
Rental 2319 200 
Supplies; 2600 1500 
Print.   & Repro. 2400 100 
Equipment; 3100 
Contract.  Svcs 2572 
Travel: 2100 300 
MEDCASE 2850 
Other: TOTAL 4A50 

Publications: None 

Typo of report:     Interim 

$500.00 
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Work Unit No.;  1300-78 

Title of Project;   The Development of a Radiolmmunoassay for 3-Monolodothyronine 

Investigator; 

Principal; Kenneth D. Burman 

Objective;     To develop antlsera for a radloimmunoaasays for various  iodothy- 
ronlnes. 

Technical Approach;   lodothyronines are conjugated with bovine serum albumin 
with carbodilmlde and rabbits are injected.    Bleeds of those rabbits are taken 

and tested with appropriate 1-125 labels to determine if antibodies exist. 

Progress & Results; We have been able to develop antiuodles to 3,5,T2,  B'Tl,  and 
TO and 3,5'T2.    Radiolmmunoassay for T3 is still In progress. 

Conclusions; Antibodies to various lodothyronines can be made in a specific 
manner. 

Funds Utilized.   FY-78; 

Funding Requested,  FY-79; 

Personnel 
Travel 
Rental 
Printing & Reproduction 
Contractual Svcs. 
Consumable supplies 
Non-Sexpendable equipment 
MEDCASE 

None. 

TOTAL 

Publications;  The development of Radiolmmunoassay for 3'5^2,  K.D.   Burman, 
(in press)  JCEM. 

The development of Radiolmmunoassay for S'Tl, R.C.   Smallrldge, 
K.D.  Burman,  et al  (In press) JCEM. 

3,5,T2,  and 3^1 development of radiolnmunoassay and demon- 
stration of in vivo peripheral conversion,  R.C.   Smallrldge,  K.D.  Burman,  and 
L. Wartofsky,  Endocrine Society Annual Meeting,  Abstract 102. 

Type of report;   Interim 
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Work Unit No.;   1301-78 

Title of Project;    The Effect of   A*-Tes to lac tone   (Teslac) on 
So*-  -Reductase in Rats. 

Investigators; 

Principal;   Robert A.  Vigersky,  MAJ,  MC 

Objectives;  To study the ability of Teslac to inhibit the conversion 
" ' * 0f testosterone to dihydrotestosterone. 

Technical Approach;   Immature male rats are castrated and given 
silastic capsule containing testosterone, dihydrotestosterone or 
estradiol.    Equal groups are then injected daily for 1-4 weeks with 
Teslac or saline.    Blood is obtained at sacrifice for measurement 
of steroids.     Weights of androgen sensitive organs are also 
measured at that time. 

Progress & Results;  Teslac appears to be anti-androgenic in that 
a dose and time dependent inhibition of prostate and seminal ves- 
icle growth is present.     It appears to inhibit 5 *.-reductase ac- 
tivity.     Measurement of steroids and androgen receptor levels is 
in progress. 

Conclusions;  Teslac is an anti-androgen. 

Funds Utilized, FY-78; 

2600 Consumable supplies 

Funding Requirement,  FY-79; 

Per- mnel 750 
Supplies,  general 2,300 
Non-expendable;   loose issue 
Printing,  publication 200 
Rental 200 

Contractual Svcs. 
Equipment 
Travel 

TOTAL 

Publications:     None. 

Type of report;   Interim. 

100 

400 

$3,950 
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Work Unit No.;  1302-78 

Title of Project: Effect of obesity in Fasting on Divalent ion, PTH, and 
Calcitonin Dynamics. 

Investigator; 

Principal;  Kenneth D. Burman 
Ira Mehlman 

Objective; To determine the changes in calcium kinetics during fasting. 

Technical Approach; Patients are admitted to KMÜ and fasted with PTH and 
calcium, and calcitonin levels measured periodically. 

Progress & Results; Nc patients have been studied to date. 

Conclusions: None. 

Funds Utilized FY-78; 

Funding Requested, rY-79; 

None. 

Personnel 1,000 
Travel 
Rental 
Printing & Reproduction 
Contractual Svcs. 1,000 
Consumable Supplies 1,500 
Non-expendable equipment 
MEDCASE 

TOTAL $3,500 

Publications: None. 

Type of report; Interim. 
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Work Unit No.;  1303-78 

Title of Project; Studies on the Alteration in Drug Metabolism in 
Hyperthyroidisra. 

Investigators; 

Principal; Robert A. Vigersky, MAJ, MC 

Objectives;  To determine if changes in metabolism of drugs used 
to treat hyperthyroidism are due to elevated thyroxine levels, 
per se, or mediated through beta-adrenergic effects. 

Technical Approach; 10 patients will have the half-life and peak 
plasma levels of dexamethasone (DEX) and Methiraazole (MMI) mea- 
sured after IV injection while hyperthyroid, after 5 days of pro- 
pranolol, and after becoming euthyroid.  Cardiovascular status will 
be assessed by radionuclide imaging with cardiac output and ejection 
fraction being measured. 

Progress & Results; Project has not yet begun. 

Conclusions; None. 

Funds Utilized, FY-78: 

Funding Requirement FY-79; 

Personnel 3,750 
Supplies, general      6,000 
Non-expendable; loose-issue 
Printing, publication    300 
Xerox, office supplies   200 
Animals 
Isotopes 
Equipment 
Travel 

TOTAL 

Publications;  None 

Type of report; Interim. 

600 

500 

$11,350 
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Work Unit No.; 1304-78 

Title; Radionuclide Assessment of Cardiac Function in Patients 
with Acromegaly. 

Investigators; 

Principal; Robert C. Smallridge 

Associate: Sal Rajfer 
Robert Kaminsky 
James Davia 
Marcus Schaaf 

Objectives: To determine whether acromegalic patients may have 
impaired left ventricular function before symptomatic heart 
disease occurs. 

Technical Approach; Left ventricular function is being deter- 
mined using a multiple gated acquisition (MUGA) scan.  This 
procedure involves the injection of 99m Technitium labeled 
human serum albumin. 

Procfress and Results; MUGA scans have been performed on 12 
patients with acromegaly. Almost all patients to date have 
had normal left ventricular ejection fractions despite ab- 
normal echocardiograms in some.  The study is not complete, 
however, and the data have not been formally analyzed. 

Conclusions; Deferred. 

Funds Utilized, FY-78; 

Personnel; 

2600 None Supplies: 

Equipment: 

Travel: 

Other; 

Funding Requirements, FY-79: 

Personnel: 

Supplies; 

Equipment: 

Travel; 

Other: 

No Funding Requirements in FY-79. 

-'-■■- ■ 
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Publications:     None 

Type of report;   Interim. 
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Work Unit No.; 1305-78 

Title; Breast Carcinoma and Thyroid Hormone Receptors 

Investigators: 

Principal; 

Associate; 

Robert C. Smallridge 
Keith R. Latham 
Arthur Tischler 

Objectives; To determine whether thyroid hormone receptors 
can be identified in human breast carcinomas. 

Technical Approach; Breast tumor tissue is frozen in liquid 
nitrogen, processed to obtain a nuclear pellet, and T3 and 
T4 receptors determined in a receptor binding assay (Latham, 
et al, J Biol Chem 251: 7388, 1976). 

Progress and Results; Four breast carcinomas have been analyzed, 
and high affinity nuclear binding sites for T3 were identified 
in all 4 tumors.  Several 

Conclusions; We cannot say yet whether these binding sites 
are in the tumor cells or perhaps in adjacent fibroblasts. 
Further studies are in progress. 

Funds Utilized, FY-78;   None 

Personnel: 

Supplies: 

Equipment: 

Travel: 

Other; 

Funding Requirements, FY-79 

2600 Consumable Supplies 

Personnel: 1100 A00 
Rental 2319 200 
Supplies: 2600 500 
Printing & Reprod, 2400 100 
Equipment: 3100 150 
Services 2572 200 
Travel: 2190 400 

TOTAL $ 1950 
Other: 

Publications: None 

Type of report;  Interim. 
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Work Unit:    1408 

Title:     Bile Salt Clearance  in Chronic Active Hepatitis. 

Investigator: COL Lawrence F.  Johnson, M.D. 

Objective:    To ascertain if the Clearance rate of intravenously admin- 
istered cholyl glycine can reliably relate to clinical parameters in 
patients with chronic active hepatitis. 

Technical Approach:    A radioimmunoassay for conjugates of cholic acid will 
be developed in rabbits by linking cholyl glycine to bovine serum albumin. 

Progress and Results: A good radioimmunoassay was developed for conjugates 
of chenodeoxycholate acid. We continue our work to develop an antibody for 
conjugates of cholyl glycine. 

Conclusions:    These assays for conjugates of cholic acid have not been 
related to date to patients with chronic active hepatitis. 

Funds Utilized,  FY 78:     $15,482.00 

Funds Requested,  FY 79:    See  attached sheet. 

Publications:    This protocol has resulted in publication of an abstract,  a 
roster presentation at a national meeting and a publication in a peer 
review journal. 

Type of Report:    Interim. 
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FUNDING: Work Unit #1408 

(a) Personnel: 
Chemist  - Corlnne Maydonovitch 

(b) Equipnent: 
No additional equipment needed 

(c) Consumable Supplies: 

(1) Rabbits //20 @ $20.00 

(2) H-cholyl glycine (New England Nuclear) 
1.5 mC (? $104.00 per 250 uC 

, (3) Scintillation vials //9 cases 
case of 500 @ $A5.00 

(4) Hydromix //12 gallon 
gallon @ $36.00 

(5) Glycocholic acid 50 grams 
25 grams @ $160.00 

(6) Eppendorf Pipette Tips //5000 
1000 @ $48.00 

(7) Animal Maintenance $.33/day 
Average 6 rabbits maintained/year 

(d) Travel to present paper (TDY): 

(e) Consultation Fees: 

YEARLY TOTAL 

$13,482.00 

400.00 

624.00 

405.00 

432.00 

320 ..00 

240.00 

712.80 

550.00 

1,000.00 

$18,165.80 

TYPE OF REPORT:  Interim 

...... ..^ I.......L,, ■ --      ..-..-..     ■ ...>...^.^.. 



wm.*m*tmumnim.v)i.-Mmwi mjwimwmmmmmmmi mmmmi. ii iiwiiiwwpnui llijlligigiiillwimi^iwiH 

TfflS PAGE WAS LEFT BLANK INTENTIONALLY. 

I 

IHB 
,:^..-^.tJ..-_ 



IHPHPHiaitpqHOTaBi^ni.i iiiiun mi ■     "    i » » m»p m^rw-^^T»^™ 

• 

Work Unit:    1410 

Title:    Percutaneous (blind)  versus Laparoscopic (direct vision)  Liver 
Biopsy in Assessing Chronic Active Hepatitis. 

Investigator:    COL Lawrence F.  Johnson, M.D. 

Objective:    To ascertain if percutaneous (blind) liver biopsies are 
adequate in assessing patients with chronic active hepatitis. 

Technical Approach:    Under the guidelines of this study, patients with 
chronic active hepatitis who have equivical percutaneous biopsies will be 
further evaluated by laparoscopy with biopsy performed undei direct vision; 
and the combined diagnostic accuracy of observation and biopsy will be 
compared to that of only percutaneous biopsies. 

Progress and Results:    Eight patients have been entered into the study.    In 
five patients, percutaneous biopsy was accurate as laparoscopy in defining 
the presence of extensive fibrosis without cirrhosis.    One patient had 
cirrhosis established only by laparoscopy.    Two patients had diagnosis of 
chronic active hepaitis changed to chronic persistent hepatitis after the 
laparoscopy.    To date 33% of the patients had a significant change in their 
diagnosis as a result of laparoscopy. 

Conclusions:    Laparoscopy may complement the diagnostic    evaluation of 
patients with chronic active hepatitis. 

Funds Utilized, FY 78:    None. 

Funds Requested, FY 79:    Travel -  $400.00 
Publication -  $200.00 

Publication,  FY 78:    None. 

Type of Report:    Interim. 
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Work Unit:     1415 

Title:    Esophageal Clearing, Quantitated by Radioisotope Scan. 

Investigators: 

Prinicipal investigator: 

Co-investigators: 

COL Lawrence F. Johnson, M.D. 

Andre Dubois, M.D. 

MAJ Robert J.  Kaminski, M.D. 

CAPT Donald 0.  Castell, M.D, USN 

Objective:    To quantitate the peristaltic ability of the esophagus to clear 
a measured bolus of fluid into the stomach. 

Technical Approach:    Diluted .1 NHC1 will be tagged with technecium, and an 
esophageal clearing profile will be quantitated after each swallow using 
manometric equipment. 

Progress and Results:    To date,  five patients have been studied.    The 
technique works well.    Bethanechol has been shown to improve esophageal 
acid clearing by increasing esophageal peristaltic pressure. 

Conclusions:    Data obtained from this protocol represents advancement in 
the understanding of gastroesophageal reflux disease and supports earlier 
published observations. 

Funds Utilized,  FY 78:    $3,185.00  (procurement of Beckman Model 4500 
Digital pH Meter,  Potentiometric  10-inch Strip Chart Recorder,  and Amdorfer 
Pneumo-Hydraulic Capillary Infusion System). 

Funds Requested,   FY 79:    $2,500.00. 

Publications:    None, 

Type of Report:     Interim. 
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Work Unit:    1416 

Title;    Esophageal Emptying in Achalasia:    Quantitated by Radioisotope 
Method. 

Investigators: 

Principal investigator: 

Co-investigator: 

COL Lawrence F. Johnson, M.D. 

MAJ Roy K.  H. Wong, M.D. 

Objective:    To quantitate esophageal emptying in achalasia before and after 
pneumatic dilation. 

Technical Approach:    To measure esophageal emptying of a solid meal in 
patients with achalasia.    Technecium was tagged to cornflakes and milk and 
from this an esophageal emptying profile was established. 

Progress and Results:    The technique proves satisfactory and distinguished 
asymptomatic control volunteers from symptomatic patients with achalasia. 
The technique also documented a significant improvement in esophageal 
emptying after pneumatic dilation. 

Conclusions:    It is our feeling that this technique will arouse more 
objective assessment of treatment results in patients with achalasia. 

Funds Utilized,  FY 78:    None. 

Funds Requested,  FY 79:    Same as initial protocol. 

Publications:    Data from this protocol was presented at the American 
Gastroenterological Association annual meeting held in Los Vegas, NV,  in 
May 78 (see two attached abstracts). 

The following manuscript "Esophageal Emptying in Achalasia Quantitated 
by a Radioisotope Technique" has been accepted for publication by the 
American Journal of Digestive Diseases. 

Type of Report:     Interim. 

117 
 — ■— ■ —  -'■ —     --     ' ■■ ---••^ •-j-1-J'-~'-'■■-t-—iiiiiiinii>iim>iMaiiiiiiiii  n _LmiMijiMii___i_L 



 ' ■ ' UM««"!'". .1. mi   IN  ™- -•"' I 

Work Unit:  1417 

Title: Plasma Ligandin in Liver Disease. 

Investigator: COL Lawrence F. Johnson, M.D. 

Objective: This study proposes to assess plasma ligandin levels as a 
potentially more sensitive indicator of hepatic information than currently 
available serum tests. 

Technical Approach: All patients having liver biopsies at Walter Reed Army 
Medical Center have an aliquot of blood drawn and frozen. Plasma serum 
ligandin content is what is determined by sensitive and quantitative 
radioimmunoassay technique. Correlations between pathologic diagnosis, 
enzyme values and ligandin levels will be made by standard statistical 
tehcniques. 

Progress and Results: One hundred sixteen samples of serum have been 
forwarded to the Albert Einstein College of Medicine in New York for 
ligandin determinations. Results are pending. 

Conclusions: Not available. 

Funds Ulilized, FY 78:  None. 

Funds Requested, FY 79: Same as initial protocol. 

Publications: None. 

Type of Report:  Interim. 
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Work Unit:    1418 

Title:    Preliminary Clinical Evaluation of Triamcinolone Acetonide 
Retention Enemas in the Treatmertt of Distal Ulcerative Colitis. 

Investigators: 

Principal investigator: 

Co-investigators: 

MAJ Stephen R.  Siegel, M.D., MC 

MAJ Joseph S.   Rice, M.D., MC 

LTC Samuel Goodloe, M.D., MC 

Objective:    To evaluate on a preliminary basis the efficacy of a new 
high potency steroid retention enema to improve patients with distal 
ulcerative colitis that have been refractory to standard hydrocortisone 
retention enemas and oral sulfasalazine. 

Technical Approach:    This was a random double blind study involving two 
treatment arms with triamcinolone acetonide:    5 mg versus 2 mg aqueus 
retention enema. 

Progress and Results:    Four patients were accessioned into the protocol, 
their forms completed and submitted to Rowell Laboratories,  Inc. 

Conclusions:    All patients had a favorable response to triamcinolone 
acetonide retention enemas; and,  from the small sampling,  it was dif- 
ficult to tell whether the 2 or 5 mg dose gave the best response.    The 
favorable responses in this preliminary study would warrant a larger 
double blind random study testing triamcinolone versus conventional 
steroid enemas in the treatment of ulcerative colitis.     It is my under- 
standing that Rowell Laboratories  contemplates  a study of this nature at 
a future date. 

Funds Utilized,  FY 78:    None. 

Funds Requested,  FY 79:    None. 

Publications:    None. 

Type of Report:    Completed. 

 .    
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Work Unit:     1419 

Title:    Cricopharyngeal Bar:    A Video Manometric Study 

Investigators: 

Principal investigator: 

Co-investigators: 

COL Lawrence F, Johnson, M.D., MC 

MAJ Roy K.  H. Wong, M.D., MC 

MAJ David J.  Curtis, M.D., MC 

Objective:    To study the functional significance of a cricopharyngeal 
bar. 

Technical Approach:    This is a synchronized manometric/video tape fluoro- 
scopic study of swallowing disorders of the hypopharynx, cricopharyngeus 
and upper esophagus. 

Progress and Results:    A sophisticated, slow motion (1 frame per second) 
video tape machine has been procured by the Department of Radiology and 
the necessary cables have been installed to have WRAMC TV record the 
data.    The special cricopharyngeal catheter has been made and works 
satisfactorily in a control volunteer.    With all involved investigators 
in the New Treatment Facility, it is anticipated that this study will 
accession patients shortly. 

Conclusions:    None. 

Funding Utilized, FY 78:    None. 

Funding Requested,  FY 79:    Same as initial protocol. 

Publications:    None. 

Type of Report:    Interim. 
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Work Unit:  1420 

Title: Adenyl Cyclase and Guanyl Cyclase Activity in the Cat Esophagus. 

Investigators; 

Principal investigator: 

Co-investigators: 

MAJ Roy K.  H.  Wong, M.D, 

COL Lawrence F. Johnson, M.D. 

CAPT Donald 0.  Castell, M.D., USN 

Objective:    To correlate adenyl cyclase and guanyl cyclase activity with 
lower esophageal sphincter contraction and relaxation. 

Technical Approach;    Same as initial protocol. 

Progress and Results; 

1) Since receiving funds for the above study, the following progress 
has been made.    A pilot study was done in 5 rabbits where adenyl cyclase 
activity was determined in serial sections of the rabbit esophageal muscle. 
The data indicates that significantly higher levels of adenyl cyclase are 
present in the region of the lower esophageal sphincter (LES)  as compared 
to the rest of the esophagus.    Subsequently, we began using cats as our 
animal model   , but realized after sacrificing five cats that the cat 
esophagus and LES was technically too difficult to isolate.    At present, we 
are in the process of obtaining opossums to be utilized as our animal 
model.    We have decided to use oposums because:    1) technically,  the opssum 
esophagus is easier to isolate;  and 2)  the muscular anatomy of the opossum 
is closer to the human. 

2) In conjunction with the above project,  a combined study with WRAIR 
was undertaken.    An abstract was submitted to Gastroenterology and is 
included in this report.    The same abstract was presented by Principal 
Investigator at the William Beaumont Gastrointestinal Symposium.     It is 
hoped that this work will .be eventually published. 

Conclusions;    Significant    progress has been made in mastering the tech- 
niques of the adenyl and guanyl cyclase assay.    Significant results have 
been found in the rabbit esophagus, but at present time, we are in the 
process of using opossums which are a more acceptable animal model  for this 
study.    We feel that funding for this project should be continued,  as 
ongoing progress has been made. 
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Annual Progress Report, Work Unit 1420 Page 2 

Funds Utilized, FY 78: Approximately $2,500.00 has been used over the last 
year in animals and equipment. 

Funding Requested, FY 79: Over the next year, another $2,.,f00.00 is needed 
for the funding of animals and equipment. 

Publications: Attached. 

Type of Report:  Interim, 
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Work Unit:     1421 

Title:    Immune Characteristics of Peripheral Blood Lymphocytes in 
Patients on CimetHine. 

Investigators: 

Principal investigator; MAJ Robert Reid, M.D., MC 

Objective:    To determine if the function of human peripheral blood 
lymphocytes is altered during treatment with Cimetidine (Tagamet), a 
histomine type-2 receptor blocker. 

Technical Approach:    To study the classification and functional char- 
acterization of peripheral blood lymphocytes in patients receiving 
Cimetidine.    Multiphasic immunologic testing as outlined in protocol 
will be performed. 

Progress and Results:    Ten patients have been accessioned into the 
study, and preliminary review of the data to date would indicate that 
there is no immunologic impairment of patients on Cimetidine as studied 
in this protocol. 

Conclusions:    Not applicable. 

Funding Utilized,  FY 78:    None. 

Funding Requested, FY 79:    Same as initial protocol. 

Publications:    Nons. 

Type of Report:     Interim. 
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Work Unit No.:    1422 

Title:    The Sequential Staging of the Liver in Hodgkin's Disease With 
Laparoscopy and Laparotomy. 

Investigators: 

Principal Investigator: 

Co-investigators; 

MAJ David A.   Peura, M.D. 
Staff, Gastroenterology Service 
(Replacing MAJ Joseph S.  Rice, M.D. 
who has been transferred to Fitz- 
simons AMC,  Denver, CO) 

COL Lawrence F.  Johnson, M.D. 
Chief, Gastroenterology Service 

COL Richard M. Hirata, M.D. 
Chief, General Surgery Service 
(Replacing COL Robert W. Muir, M.D.) 

MAJ Martin D. Weltz, M.D. 
Fellow, Hematology-Oncology Service 

Objective:    To evaluate the role of laparoscopy in clinical Stage III or IV 
Hodgkin's disease patients. 

Technical Approach:    See Plan Section of original protocol  (attached). 

Progress and Results:    Sixteen patients were studied and sequentially 
staged in the manner similar to that described under the Technical Approach. 
One of the patients was shown to have positive liver at the time of lapar- 
oscopy, thus, did not undergo further surgical staging.    Twelve patients 
were found to have no liver involvement at time of laparoscopy, and none 
were subsequently found to have involvement at the time of surgery.    Three 
patients were found to have no involvement of the  liver at the time of 
laparoscopy, but further staging  laparotomy was not done. 

Conclusions:    Laparoscopy appears to be of benefit in the sequential staging 
of Hodgkin's disease, in that  laparoscopic results  appear favorably with 
those found at subsequent surgical staging.    One patient in the study group 
was  saved a subsequent surgical staging when he was noted to have involve- 
ment at the time of laparoscopy.     Further evaluation of the study population 
is needed before final statistically significant conclusions may be reached. 

Funds Utilized FY 78:     None. 

Funding Requested FY 79:    None. 

Publications:    None. 

Type of Report:     Interim. 
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Work Unit No.:     1423 

Title of Project:    A Study of Trifluoroisopropyl Cyanoacrylate Polymer (MBR 
4197) in the Control of Bleeding Peptic Ulcers of the Stomach and Duodenum 

Investigators: 

Principal: 

Co-investigators: 

MAJ David A.   Peura, M.D. 
Staff, Gastroenterology Service 

LTC Edward L.   Burkhalter, M.D. 
Fellow, Gastroenterology Service 

COL Lawrence F. Johnson, M.D. 
Chief, Gastroenterology Service 

Gastroenterology Service,  Department of Internal Medicine, Walter Reed Army 
Medical Center, Washington, D.C.  20012. 

Objectives:    To determine if the polymer is effective in preventing further 
bleeding in stomach and duodenal ulcers. 

Technical Approach:    Comparison of a control group and a group treated with 
the polymer.    The two groups will be comparable except for treatment with 
polymer.    Blood transfusion, hematocrit and number of patients going to 
surgery will be accessioned.    The goal is to have 20 patients in the protocol. 

Progess:    The protocol was begun on 1 June  1978.    One patient has been 
included in the protocol as of 11 Sept 1978;   and this patient is a control. 

Conclusion:    No conclusion can be made at this time. 

Funds 78:    None. 

Funds 79: 

A) Personnel:    See Principal  Investigators. 

B) Equipment:    None. 

C) Consumable Supplies: 

1.    Sterile saline 

$100.00 

2,    CO    tanks 

- -— -" 
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Work Unit No. 1423 

D) Travel: Presentation of paper at national 
scientific meeting 

E) Modifications of Facilities: None 

F) Other: Reprints 

Publications: NA 

Type of Report: Interim. 

$300.00 

$250.00 
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Work Unit:    1424 

Title:    A Double Blind Study of Long Term Maintenance Cimetidine  (SKF 
92334)  Therapy on Gastroesophageal Reflux Disease - Protocol B07. 

Investigators: 

Principal investigator: 

Co-investigator: 

MAJ Roy K. H. Wong, M.D. 

COL Lawrence F. Johnson, M.D. 

Objective: To determine if Cimetidine, an inhibitor of gastric acid 
secretion, will, on long term maintenance therapy, benefit patients 
with acid gastroesophageal reflux over that of conventional medical 
therapy. 

Technical Approach: Same as initial protocol. 

Progress and Results: Since the inception of this protocol (June 78), 
three patients are presently in the closed phase of the protocol 
(coded medicine). We have screened 20 patients thus far, and five 
patients are scheduled to enter the closed phase of the protocol in 
Jan 79. A total of 15 patients in the closed phase of the protocol is 
required from each center. 

Conclusions:  If the trend continues, our quota of patients for this 
protocol should be obtained by April 79. 

Funds Utilized, FY 78: None 

Funding Requested, FY 79: Same as initial protocol. 

Publications: None. 

Type of Report:  Interim. 
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Work Unit No.: 1425 

Title: Pulmonary Aspiration From Gastroesophageal Reflux Defined by 
Pulmonary Scintiscan and Overnight Intra-esophageal pH Monitoring, 

Investigators 

Principal Investigator: 

Co-investigators: 

MAJ Steven S. Shay, M.D. 
Fellow, Gastroenterology Service 

COL Lawrence F. Johnson, M.D. 
Chief, Gastroenterology Service •. 

LTC Mark R. Stein, M.D. 
Staff, Allergy/Immunology Service 

MAJ Robert J. Kaminski, M.D. 
Asst Chief, Nuclear Medicine Service 

From Walter Reed Army Medical Center, Washington, D.C. 

Objective: To document the occurence of pulmonary aspiration from nocturnal 
gastroesophageal reflux. 

Technical Approach: Patients with symptoms of both pulmonary disease and 
gastroesophageal reflux are being evaluated to develop a test to see which 
of the patients with chronic pulmonary disease has aspiration on the basis 
of gastroesophageal reflux.  Patients are admitted on the morning of Day 1 
and a manometry catheter is placed into the esophagus for location of the 
lower esophageal sphincter to make sure the patients are capable of making 
acid. Later in the day, patients are started on pH monitoring and is 
continued until the following morning. This is the best parameter of reflux. 
Prior to bedtime,gthe patients are dosed with 5 raci of radioactive technicium 
sulfa colloid Teh . On the morning of Day 2, the patients report to 
Nuclear Medicine for a lung and abdominal scan for location of technicium. 
The patients are then questioned regarding their symptomatology during-the 
night - reflux and aspiration - and comparison is made by a direct Chi 
analysis to the objective criteria of the esophageal reflux by pH monitoring, 
aspiration by lung scan. 

Progress and Results: Seven patients have been entered into this study at 
this point. The patients studies have met the criteria of underlying or 
overt pulmonary disease, and two have had significant reflux by manometry 
study. To date, we have not had positive scintiscan.  Despite initial 
negative results, we are planning to study patients with more symptomatology 
of reflux in hopes of finding gross reflux on pulmonary scan. 
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Annual Progress Report - No.   1425 

Conclusion:    Pending further patient study. 

Funds Utilized, FY 78:    None. 

Funding Requested FY 79:    See protocol   (attached) 

Publications:    None to date. 

Type of Report:    Interim. 
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Work Unit No.:    1426 

Title of Project:    Effect of Indomethacin on Experimentally Induced Acid 
Stricture on the Cat Esophagus 

Investigators: 

Principal Investigator: 

Co-investigators: 

MAJ David A.  Peura, M.D. 
Gastroenterology Service 
(Replacing MAJ Joseph S.  Rice, M.D., 
who was transferred to Fitzsinunons 
Array Medical Center, Denver, CO) 

COL Lawrence F. Johnson, M.D. 
Chief, Gastroenterology Service 
Walter Reed Army Medical Center 

CAPT Donald 0.  Castell, M.D., USN 
Chief, Department of Medicine 
National Naval Medical Center 

LTC Robert J,  Beattie,  D.V.M. 
Chief, Department of Animal Resources 
Walter Reed Army Institute of Research 

Objective:    To determine if indomethacin has an affect on acid stricture 
formation on the cat esophagus. 

Technical Approach:    See Study Plan on original protocol   (attached). 

Progress  and Results:    Three cats were studied under the protocol; two 
controls, one indomethacin cat.     Data was obtained and compared to a 
nontreated control animal.     Both control animals developed severe stric- 
tures.    Indomethacin treated cat also developed a stricture but not to the 
degree of the control animals.    Pathological results showed evidence of 
gross  esophagitis with some early fibrosis; however, collagen contents were 
analyzed and did not seem statistically different between control, indometh- 
acin,  or untreated control  animal.     Several observations were made.   First, 
nutrition was a problem in the strictured animals since the NG tube could 
not be passed;  thus,  an alternate route of nutrition was needed in the 
animal model.    Second,  there appeared to be suggestion of some stricture 
inhibition by indomethacin,  and further evaluation is warranted using 
higher doses of this medication.    Third, possible reduction of stricture 
might be obtained using other medication, such as synthetic prostoglandins 
or collagen inhibitors such  as  colchicine. 
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Annual Progress Report - No.   1426 

Conclusions: 

1) The acid infused cat esophagus is good stricture model, since all 
treated cats developed anticipated stricturing. 

2) Further investigation is warranted using higher doses of indo- 
methacin. 

3) Alternative drugs, such as synthetic prostoglandins or collagen 
inhibitors may prove useful in preventing strictures in the acid 
infused model. 

4) Further studies will be carried out in cats with indwelling 
gastrostomies to eliminate the problem of inadequate nutrition. 

Funds Ultilized, FY 78:    Funds utilized were those necessary to procure and 
maintain the three cats used. 

Additional Funding Requirement, FY 79:    No additional funds will be necessary; 
however, remainder of the funds that were provided for under the original 
protocol for FY 78 will be needed to complete the study. 

Publications:    None. 

Type of Report:    Interim. 
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DISPOSITION FORM 
Fof «•• •( ihla IMIN, ••• AR 340-15, »K» yf*p«i«it afancy I* TACCEN. 

REFeRENCE OR OFFICE SYMBOL 

HSWP-MH 
SUBJECT 

Annual Progress Report, FY 78 - Clinical Investigation 
Program, Oncology Section, Hematology-Oncology Service 

"0M c. One Sec, Hem-One Svc DATE 24 Apr 79     CMT i 
/mjh/61755 

TO c, Clin Invest Svc 

1. The Oncology Section, Hematology-Oncology Service, continued to participate in 
studies of the Cancer and Leukemia Group B (CALGB) of experimental and standard drugs, 
singly and in combinations, and in combination with radiation therapy, in patients with 
various neoplastic diseases. New WRAMC protocols were initiated during FY 1978 and 
others were continued from previous years. 

2. All diagnoses of malignancy were substantiated by histological examination of 
biopsy material.  All patients were informed of the experimental nature of the therapy 
and were provided information related to the toxlcity which might be expected from 
therapy.  The informed consent was signed by each patient, parent, or guardian. 

3. All protocols were reviewed by the Walter Reed Army Medical Center Clinical Invest! 
gation and Human Use Committees and forwarded to the Human Use Review Office, Office of 
the Surgeon General, for approval in compliance with AR 40-7. 

4. Funds in the amount of $67,425 were received from the National Cancer Institute 
through an Interagency Agreement. These funds were used for 50% of the salary of the 
Principal Investigator, two medical record technicians, patient travel, and physician 
travel to CALGB meetings.  Because of the ceiling on travel funds imposed by the NCI, 
additional funds were received from WRAMC in the amount of $6,500 for patient travel. 

ONES BLOM, MD 
Chief, Oncology Section 
Hematology-Oncology Service 

REPLACES DO FORM 96, WHICH IS OBSOLETE. OGPO-197S-665 422/1063 
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Work Unit No.:     1516 

Title of Project: ALCB Protocol #7291 - Add. #2:     Intergroup 
rhabdomyosarcoma study; role of postopera- 
tive radiotherapy and combinations of 
dactinomycin,  vincristine, cyclophosphamide 
and adriamycin in childhood rhabdomyo sarcoma 
by Acute Leukemia Group B, Southwestern 
Cancer Chemotherapy Study Group and Childrens 
Cancer Study Group A. 

Investigators: 

Principal:    Johannes Blom,  M.D. 

Associate:    Frederick B.  Ruymann, M.D.,  LTC, HC 

Objectives:    1.    To determine wheather postoperative radio- 
therapy prevents local recurrence and improves 
the survival rate after what appears to be 
complete surgical removal of the localized 
tumor. 

2. To compare duration of remission,  recur- 
rence and survival of patients treated with 
vincristine and dactinomycin with those treated 
with vincristine,  dactinomycin and daily oral 
cyclophosphamide. 

3. To compare in terms of response to treat- 
ment,   length of remission, percentage exhibit- 
ing recurrence and survival of the effective- 
ness of vincristine,  dactinomycin and high 
pulse doses of cyclophosphamide to the same 
drug combination plus adriamycin for the 
treatment of patients with gross residual 
disease at the time of diagnosis. 

Technical Approach:     Patients are divided into four groups: 

Group 1 - localized disease completely 
removed 

Group 2 - grossly removed tumor with 
microscopic residual disease 

J. J 
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Group 3 - incomplete removal of tumor 
or biopsy with gross residu- 
al disease 

Group 4 - distant spread of disease 
present at onset 

Patients are randomized according to 
their disease group and treatment 
started within 72 hours of surgery. 

The patients in group 1 will be 
randomized between regimen A and B, 
patients in group 2 will be random- 
ized between regimen C and D (regimen 
D is the same as regimen B), and 
patients in group 3 and 4 will be 
randomized between regimen E and F. 

Regimen A:  vincristine, 2 mg/M2 

(maximum dose 2.0 mg) 
IV weekly for 12 doses 
plus 

dactinomycin 0.015 mg/kg/day 
(max. 0.5 mg) IV for 5 
days to be repeated 12, 
24, 36 and 48 weeks plus 

cytoxan 2.5 mgAg/day 
orally starting on day 
42 and continuing it up 
through 24 months 

Regimen B: radiotherapy to the tumor 
bed after surgery plus 

chemotherapy as outlined 
in regimen A 

Regimen C: radiotherapy to the tumor 
bed after surgery plus 

dactinomycin 0.015 mg/kg/day 
(max. 0.5 mg) IV for 5 
days to be repeated at 
9, 18, 27, 36 and 45 
weeks plus 

vincristine 2 mg/M2 (max. 
2 mg) IV weekly for six 
doses 

134 
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Regimen E: 

Regimen F: 

vincristine 2 mg/M2 

(max. 2 mg) IV weekly 
for 12 doses plus 

dactinomycin 0.015 mg/kg/day 
(max. 0.5 mg) IV for 5 
days to be repeated 18, 
30, 42 and 54 weeks plus 

cytoxan 10 mgAg/day IV 
for 7 days, a second 
seven day course to be 
given by mouth at 13 
weeks 
cytoxan 2.5 mg/kg/day p.o. 
from 21st week through 
the 24th month of therapy 
plus 
radiotherapy to the tumor 
bed as well as to the 
areas of spread to be 
started at six weeks 

vincristine 2 mg/M2 (max. 
2.0 mg) IV weekly for 12 
doses plus 

dactinomycin 0.015 mg/kg/day 
(max. 0.5 mg) in the vein 
for 5 doses to be repeated 
at 2, 33, 45 and 57 weeks 
plus 
cytoxan 10 mgAg/day IV 
for 7 days a second 7 day 
course by mouth to be 
started at 13 weeks 

cytoxan 2.5 mg.kg.day by 
mouth from the 24th week 
to the 24th month of 
therapy plus 

adriamycin 50 mg/M2 IV 
at 5, 18, 27, 39 and 
51 weeks. This will 
reduce to 30 mg/M2 if 
a large bone marrow 
volume is to be irradiated 
(maximum total dose 600 
mg/M2) plus 
radiotherapy to the tumor 
bed as well as to the 
areas of spread to be 
started in six weeks 

.i.WIJnlH .^„...^ ■ i i' iiiiiim«a MUM 
135 



mrnm .MI—p*p " ""W" 

Progres» & Reaultsi WRAMC entered eleven patients. One was 
lost to follow-up shortly after entry on 
the study. One patient expired with 
progressive disease on day 117. One 
relapsed on day 660 and one on day 323. 
Six patients remain without evidence of 
disease from 340 to 1460 days. 

Funding Requirements; See introductory remarks to Annual 
Research Report. 

Publications: None 

Type of Report; Interim 
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Title of Preset: ALG3 Protocol 7331 - ."id.  0:    Kydroxj'urea  (iJSC 32Co5), 
6-Mercä?topurine  (liSC  755),  ^nä FreJnisons  (NSC 10023) 
vith or vithout Vincristlne  (iISC 6T57'0 and Daunorubicin 
(K3C 8^151) in the Treatment of the Resistant Phase 
of Chronic Granulocytie LeuV.enia.    A Phase III Study. 

Tnvestipators: 

Principal:     Jo"r.ar_-i-3S Sloni, M.D. 

Objectives:    1 To assess the effectiveness of the combination of 
hydroxyurea, 6-MP and prednisone vith or vithout 
vincristine in the resistant phase of chronic granulo- 
cytie leukemia for renission induction and r.aintenance. 

2.     To assess the effectiveness of daunorubicin as a 
consolidation agent. 

Technical Approach: 

1. Induction: 

Regimen I - Kydroxyurea 30 ng/kg/day p.o. in one dose plus 
6--MP 3 rag/kg/day p.o. in two divided doses plus 
Prednisone 0.T5 ng/kg/day p.o. in two divided doses 

Regimen II- Kydroxyurea 30 ng/kg/day p.o. in one dose plus 
6-MP 3 mg/kg/day p.o. in two divided doses plus 
Prednisone 0.75 ng/ks/day p.o. in two divided doses plus 
Vincristine 1.5 mg/rn I.V. every week for four doses 

2. Consolidation: 

Regimen A - Daunorubicin 60 ng/m2 daily for two days plus 
Prednisone 0.25 rcg/kg/day p.o. in two divided doses 

Regimen B - Ko consolidation 
« 

3. Maintenance:     Will continue until there is recurrence of disease. 

Regimen I - Kydroxyurea 7 mg/kg/day p.o. one daily dose in a.m. plus 
6-MP 0.7 ng/kg/day p.o. one daily dose in a.m. plus 
Prednisone 0.25 ng/kg/day p.o. in two divided doses 

Regimen II- Kydroxyurea 7 mg/kg/day p.o. one daily in a.m. plus 
6-MP 0.7 mg/kg/day p.o. one daily in a.m. plus 
Trednisone 0.25 rr;g//.=;/day p.o. in two divided doses plus 
Vincristine 1.5 nig/r.2 in the vein once a month. 

i 
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Progreaa & Results; 

Conclusions: 

WRAMC has entered four patients.    One patient was 
disqualified, one expired on day 39, and one expired 
on day 65.    One patient went into complete remission, 
but had prolonged hypocellularity of the bone marrow. 
After recovery, she was placed on non-random 
maintenance regimen.    She relapsed on day 665. 

There is no difference between the two induction regimens 
and responses are unsatisfactory and rather short.    This 
protocol was replaced by CALGB protocol 7531 on 20 August 
1975. 

Funding Requirements;    See introductor   remarks  to Annual Research Report. 

Publications;    None 

Type of Report;    Final 
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Title of Pro'e:- A:.:-3 Protocol 7353 - Add. 0:  Clirdeal Trial oi' 
VP-16-213 (USC ll*15]*0) (li' -uinethyl-i.-pipodophyl 1 c- 
toxir.-B-D-ethylidene-glucosine) in Advanced 
I.'eoplastic Disease. A Phtise II Study. 

Investigators: 

Principal: Johannes Blo^, M.D. 

Objectives: To exaalne the antituaor effect (renission induction and 
r.ainter.ance) of VP-16-213 in a broad spectrum of metastatic 

Technical Approach: 

Regimen I  - V?-lo 60 mg/ra twice veekly for four weeks 

o 
Regimen II - V?-l6 90 rag/m twice weekly for four weeks. 

Progress 8; Results: WRAMC entered six patients.  One was found dead at 
home five days after he was entered on the study. 
The other five patients did not respond and had 
progressive disease and subsequently expired. 

ALGB has entered 382 patients, 3^6 were evaluable . 
at the last analysis in September 1976; Complete 
and partial response rates with 60 mg and 90 mg 
were 9%  and 12^ respectively.  The response rate 
with the 135 mg regimen was 6%.     Lymphomas and GI 
malignancies are still the most responsive tumors. 
The protocol was discontinued in September 1976. 

Conclusions: This drug has some activity in lymphomas and malignancies 
of the GI tract. 

Funding Requirements:  See introductory remarks to the Annual Research 
Report. 

Publications: None 

Type of Report: Terminated 
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>r'<  Unit,  i;o. 1519 

I'iMe of Proje^: ALG3 Protoccl 73ol:    Multiple Myeloma F.osistant to 
l-phaynlalnrine Mustard Treated vith Cyclophosphar-id; 
(Cyto>:an)(i;3C 26271),  Fre-lnisone   (lISC 10023) and 1,3- 
bis-(2-ohlcroethyl-l-nitroso-ürea){BCHU)(HSG »»09962). 

rnvestigators: 

Principal! 

Oüjectivea: 

"^-^t a n ^ -a = M.D. 

ID  deter-ine whether patients previously treated with 1- 
r.henylalanins nuätard but with recurrent active disease 
will rc-spond to other alkylating agents (cyclophosphajaide 
and 3CTJ) and prednisone. 

Technical Approach: 

Regiicen I  - Cyclophosphaaide 600 mg/n I.V. on day 1 plus 
Prednisone 0.6 mg/kg orally daily for ik  days (in 3 
equally divided doses beginning on day l) 

0.1* mg/kg orally daily for ih days 
0.25 ag/kg orally daily for lh days 

Then every 6 weeks: 

Cyclophosphaaiide 600 mg/m I.V. xl plus 
Prednisone 0.6 mg/kg/day x? 

Cyclophosphamide 300 mg/m I.V. on day 1 plus 
BCNU 100 ng/rn2 I.V. on day 1 plus 
Prednisone 0.6 mg/kg orally daily for 1^ days (in 3 

equally divided doses beginning on day l) 
0.U5 ng/kg orally daily for ik days 
0.25 mg/kg orally daily for ih days 

Then every 6 weeks: 

Cyclophosphamide 300 ag/m I.V. xl plus 
Prednisone 0.6 mg/kg/day x7 
BCHU 100 mg/n2 I.V. xl 

Regimen II    ~ 

Progress & Results: WRAMC has entered seven patients;  three patients 
had responses with subsequent progressive disease 
on day 308,  394 and 548.     Three patients had no 
response and went off study on day 88,   111,  and 
400.     One patient had no change and subsequently 
expired. 

i 149 
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Concluaiona;    Responses with cytoxan and prednlsone and BCNU are possible 
In patients who are resistant to 1-phenylalanlne mustard 
and seem to be somewhat better than responses to cytoxan 
and prednlsone alone. 

Funding Requirements:    See Introductory remarks  to the Annual Research 
Report. 

Publications;    Manuscript submitted 

Type of Report;    Entry of new patients on the protocol was stopped on 3 
December 1976.    This constitutes  the final report. 
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Title of   Pro'iect ALC5 Protocol  r/All - Add.   ^2:     Combination cliemo- 
thvjrapy  in  incluction  for standard risk and 
co~Mn3tlon clif;moChccapy plus cranial irracllrtion 
plus daunorubicin  for  increased risk folloved by 
nainter.;nca v;ith continuous vs,   intcrmitctmt  6-MP 
plus DathoCrüxate reinforcement and subsequent 
icaunotherapy.     Activated  18 April  197A. 

Investigators: 

Principal: Johannes Blom, M.D. 

Associate:  Frederick Ruynann, N.D., LTC, MC 

Objectives; 1. To assess the role of early cranial radiation in the 
control of CNS and systemic leukemia by randomly allocating 
its use. 

2. To introduce the concept of more vigorous induction and 
reinforcement therapy for a group of children considered to 
be at increased risk; older or younger age (after the 8th 
birthday or before the 2nd) and/or high leukocyte count 
(over 30,000), and test whether the addition of daunorubicin 
v/ill favorably affect the frequency and/or the duration of 
complete remission in such patients. 

3. To compare the effectiveness of three reinforced 
maintenance regimens: 

A. Continuous combined oral 6-MP daily and oral MTX 
weekly. 

B. Intensification with 5-day courses of combined oral 
MTX weekly. 

C. Intensification v.-ith 5-day courses of oral MTX 
alone. 

A. To be prepared to introduce itmnunotherapy in 
maintenance phase regimens at random. 

Technical Approach: Patients are stratified in two risk categories: 

Standard Kisk:  age is after the 2nd and before the 
8th birthday and a total white 
count of less than 30,000. 

L 142 
    *~mm ■* ■ ■ .i ■■« ,Mm^mamaMmttm 



1111 ^»«■^■■■I."l 
■■ 

»mwi-'w m,mmmmiumm 

Increnr.cd Risk; 

i 

age is l.e.foic-   Llic  2nd or .ifLer  the 
8ch birthday or   the  total white 
blood count  is  equal  to  or greater 
than 30,000. 

Patients at standard risk will bs allocated  to 
reginens  1 or 2.     Patients at  increased risk 
will  be allocated to reginens 2 or 3. 

Regimen I;       vincristine 2.0 rrg/lr/waek IV for 
4 weeks on days 1,   8,   15 and 22 

■ Plus 
prednlsone 40.0 ng/M /day p.o.  for 

4 weeks  (clays 1-28),   then taper 
to 20.0 ng/M2/day for 2 days, 
10 mg/M2/day for  2-days,  5.0 mg/M2/ 
day for 2 days,   2.5 ing/M2/day for 
2 days,   then stop prednisone 

plus 
nsthotrexate 12.0 ng/M2 q  2 weeks IT 

for six closes on days  1,   15,  22, 
43,  50 and 57 

plus 
l-asparaginase 1000 IU/kg/day IV for 

ten consecutive days  from day 29 
through 3£ 

Regimen II;    vincristine 2.0 mg/M2/week IV for 
4 weeks on daysl,   8,  15 and 22 

plus 
prednisone 40.0 mg/M2/day p.o. for 

4 weeks (days 1-28), then taper 
as Regimen I. 

plus 

methotrcxate 12.0 ng/M2 q 2 weeks IT 
for six doses on days  1,   15,   22, 43, 
50 and 57   (last  three  injections 
coincide with cranial  irradiation) 

plus 

1-asparaginase 1000 IU/kg/day IV for 
ten consecutive days from day 29 
through 38 

plus 

cranial irradiation beginning on day   . 
43   (after conpletion of  l-asparagl- 
nase)   2/(00 rads of  cranial irradia- 
tion over 16 days   to day 58. 

^^ygmi 
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p.o. 
and   then 

vincrlntinc  ^.0 i,;-/li2/x;iek 
fcir A veeV.s  fa days 1,   8, 
and 7.2 

plus 
predtiiscmc AO.O n-.f./»"-! /day 

for /» weeks (days l-?8) 
taper ?.s in Regimen I 

plus 
inethotrexate 12.0 ing/M^ q 2 v;eaks 

IT for six doses on days  1,   15, 
22,  43,  50 and 57  (last  three 
injections coincide with cranial 
irradiation) 

plus 
daunorubicin 45.0 ng/M^/day IV for 

3 diys on days 1,  2 and 3 for 
those 2 years and over .and 
22.5 ing/M2/day IV for 3 days on 
days 1,  2 and 3 for those under 
2 years of age 

plus 
l-r.cparaginase 1000 lU/kg/day IV for 

ten consecutive days from day 
29 through 38 

plus 
cranial irradiation beginning on day 

43 (after completion of 1-asparagi- 
nase) 2400 rads of cranial irradia- 
tion over 16 days to day 58. 

Maintenance phase: 

Regimen A;  continuous oral 6-MP and MTX: 
6-11? 90.0 p.g/M2/day orally 

plus 
KTX 15.0 tng/M2/week orally on 

the 1st day of each week 
reinforce with vincristine and 

prednisona at nonthly intervals 
for five months, thereafter two 
veek reinforcement treatments 
are given after the sixth month 
and every three months 
thrreafter. The doses are as 
follows: 
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Reginan B: 

vincrisLine 2,0 ms/M IV 
plus 
prednlsone AO.O wy/ir/day p.o.   for 

one week beginning with  the 
vincristine injections - 
(do not taper) ,    ^Tien tx^'o \/eek 
reiuforcoar.ants are given, 
prednisone continues for  two 
wciks and  then is tapered. 

Patients induced on reginen 3 with 
dauaorubicln will receive 
daunorubicln an part of  the 
reinforcement course at the 13th 
and 25th week of maintenance, 
A5.0 mg/M^/day IV x 2 beginning 
on the 1st day of the vincristine 
plus prednisone reinforcement. 

intermittent Intensification oral 6-MP 
and oral MTX; 
6-MP    200 nä/M2/day orally for five 

days 
plus 
MTX 7.5 iag/M2/day orally for five 

days 
wait nine days and  then repeat, 
wait nine days and  then repeat for 

a third course 

reinforce with vincristine and 
prednisone after every third 
course: 
vincristine 2.0 tng/M2 IV on days 

1 and 8  for two week reinforce- 
ment trcatnant 

plus 
prednisone AO.O mg/M2/day p.o. for 

2 weeks and then taper with each 
vincristine reinforcement 

Patients induced on regimen 3 with 
daunorubicln should receive dauno- • 
rubicin as part of the reinforcement 
course at the 15th and 31st weeks of 
maintenance, A5.0 mg/M^/day IV x 2 
beginning on the first day of 
vincristine and prednisone rcinforce- 
ir.ent 
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Tnl-c- ;ttent  iut sification oral 

V.iK 15.0 mg/m2/aay oi-ally for 5 "-^'s 
V.'ait 9 days and repeat 
Wait 9 days and repeat  for a third co-jrse 
Reinforce vith vincristine and pred- 
nisone after every third course: 
Vincristine 2.0 rog/ra    I.V.  on days 

1 and 8  for 2-week reinforcement 
treatment, plus 

Prednisone UO.O mg/m /day p.o.   for 
2 veeks  and tapered with each 
vincristine reinforcement 

Patients induced on regiten 3 with 
Daunorubicin sho^d receive Daunorubicin 
as part of the reinforcerasat course at 
the 15th and 31st veeks of maintenance, 
li5.0 ins/ra2/day I.V. x2 beginning on the 
first day of vincristine plus prednisone 
reinforcement. 

Progress & Results; WRAMC entered 16 patients.    One patient was In- 
validated because review of the material was more 
in favor of AML rather than ALL.    Ten patients had 
a complete remission, one of whom relapsed on day 
56 and the other on day  738.    Two were not evalu- 
able for maintenance.    The remaining six patients 
are still in remission from 729 to 1370 days.     One 
patient had a partial remission,  and then moved to 
another area where he is being followed by another 
member of CALGB.    Three patients had progressive 
disease. 

Conclusions;    The remission induction durations and CNS relapse are 
essentially equivalent in the various treatment regimens. 

Funding Requirements;    See Introductory remarks to the Annual Research 
Report. 

Publications;    None 

Type of Report;     Entry of patients was discontinued on 12 November 1976. 
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(MSC ?6^r1-), Vincristine (NSC OY^T'O end A.ctino:nycin- 
D  {liSC  3Cp3))  in r.ana-inj Koa-Metaotatic  tvln^'s 
Sarcü^a. 

Investigators: 

Principal:     Jcr.ir.n?3 31om, M.Ü. 

Associate;    Frederick B.  Ruyiaann, M. D-, LTC, MC 

Objectives;    1.    Co-pare the time interval from clinically localized 
tiaor to appearance of netastases using  (a)  irradiation 
of the primary tumor only,   (b) irradiation of the primary 
tunor plus systemic chemotherapy (cyclophospharaide, 
vincristine and dactinomycin) 

2. Conpare the time interval fron clinically localized turaor 
to appearance of inetastasas using:   (a)  localized 
irradiation of the primary tuner plus chemotherapy,  (b) 
irradiation  of  the prinaiy  tumor plus  chemotherapy plus 
bilateral pulmonary irradiation. 

3. Docuinent the  incidenca and tine of appearance of local 
recurrence in all patients included in the protocol 
regimens. 

U.    Document the total survival time of patients treated 
by all protocol regimens. 

5.    Document and evaluate the pattern of organ metastases 
for all protocol patients who develop metastases so 
future studies will result in programming improved 
means of therapy. 

Technical Approach: 

initial   Plan: 

Regimen  I       -    Vincristine 15 mg/m /week I.V.  x.6 plus 
Cyclophosphaaide 500 r--/m    I.V. >:6 plus 
Radiotherapy to the  lesion 

Regimen  II    -    Vincristine  1.5 rng/m /week x6 plus 
Cyclophosphn-ide  50C  r.-r/r. /week I.V.   y.S plus 
Radiotherapy to the  lesion and both lung fields 

W 
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Continuation Plan: Actlnomycln-D 15 acg/kg dally I.V.  x5 at  3 months; 
after one week's rest vlncrlstlne and prednlsone 
are given from tha third through the seventh week. 
These 7-week courses are repeated every 3 months 
for a total of 6 In 18 months. 

Progress & Results: WRAMC entered seven patients.    One relapsed on day 
582.    One went off study shortly after entry,  and 
a third patient relapsed.     One patient died on day 
356; one patient Is free of disease on day  382, one 
on day 58 and one patient is too early for evaluation. 

Conclusions: The arms employing adriamycln and bilateral pulmonary radio- 
therapy are both superior to the arm with vlncrlstlne, 
actinomycln-D, cyclophosphamlde and radiation of the primary 
tumor site alone. Delayed pulmonary toxlclty from radiation 
therapy may occur only in patients who receive actlnomycin-D 
in addition to radiation therapy. The sites of greatest 
risk appear to be the pelvis and proximal lesions. 

Funding Requirements:    See introductory remarks  to Annual Research Report. 

Publicatioas:    None 

Type of Report;     Interim 
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TiLlc ot  riu_ ALG5 Piotocol inttSl  -  Add. i'O:  Coabination rrdio- 
tli^rapy and chenothernpy of stage III lloclükiu's 
disease.  (Phase 111) 

Investigators: 

Trinrinal:  Johannes Blon, M.D, 

Associate;  Henry Kays, R\J, MC, USA 

Cbject"*-ves:  !•  T0 compare long-tem, uultiple-agent chenotherapy 
either alone or in combination with total nodal radio- 
therapy with total nodal radiation therapy alone. 

2. To compare tolerance of patients to these treatments 
of various intensities. 

3. To compare the quality of response, duration of 
response and survival rates of the therapeutic groups. 

A,  To compare tolerance of therapy for patients with 
and without prior splenectomy for staging. 

5. To study patterns of relapse in the various study 
groups. 

Technical Approach: Regimen I:  total nodal radiation therapy with 
the mantle port above the diaphragm 
.and inverted "Y" below the diaphragm 
plus the spleen or splenic pedicle 
area and optionally the porta hepatis. 

Regimen II: chemotherapy consisting of: 

vincristine 1.4 TOg/M2/week IV x 2 with 
a maximum dose of 2.0 rag 

plus 

procarbazine 50.0 rag on day 1 p.o. 
100.0 rag on day 2 p.o. 
100.0 ng/M2/day on days 

3-14 p.o. 
plus 
BCKU 80.0 mg/M2 IV on day 1 

Each course will consist of  2-weeks 
treatment and 2-weeks  rest. 

•«—~.. ..-*- ....    .  . 
-'"*" "—   -Jill 
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The 2ad nud Svd course \/i.ll be CG 
tloscribcid above vi'ch tlia deletion 
of prc'dnlsoue. 

The 4ch course is the same, as the 
1st course \»-Ith prednisone included. 

The 5th nnd 6th course is the r.ame ns 
the 2nd and 3rd course - vincrlstine/ 
procarbnzine/BCSU with the preJnisone. 

Maintenance therapy will be given for 3 years 
consisting of: 

chloramjacil 6.0 ing/H2/day p.o. 

Regimen III: Chemotherapy followed by radiation 
therapy. 

Six cycles of chemotherapy as outlined 
under regimen II will be followed by a 
2-month rest period and then total 
nodal radiation as described under 
regimen I. 

No maintenance drugs will be given. 

Progress & Results: WRAMC has entered 12 patients, 4 of whom obtained 
complete remission, 5 a partial remission and 2 
patients were disqualified; one patient is too 
early for evaluation. One patient with a complete 
remission relapsed on day 203 and one on day 780. 
The other 2 complete remissions remain in remission 
380 and 690 days respectively. Duration of partial 
remissions continues from 455 to 555 days. 

Conclusions: Too early. 

Funding Requirements: See introductory remarks to Annual Research Report. 

Publications: None 

Type of Report; Interim 
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Title of Pro/j 

1533 

^3 P.0.0C0I TU61 - Ada 3: ^^-r8806)r 

Kulti5:9.!f «nf HSC l5'623 and BCNU (NSC 1*09962) 
plus Preanisone "f ^f;3C T9037) plus Prednlsone 

Sth or Sthout Intennittent Vincrxstine (l.SC 6.5TU) 

and P^ednisone. A Phase III Study. 

Investigators: 

Principal:  Johannes Blom, M.D. 

Objectives;  1. To compare the relative response inducing capabilities 
of CCWU plus prednisone, BCI'IU plus prednisone, and L- 
PAI-I plus prednisone in multiple inyeloisa. 

2. To study the effectiveness of intermittent reinforcement 
doses of vincristine and prednisone added to the therapies 

described under 1 in multiple myeloma. 

Technical App_roac2l: 

Regimen I 
- L-PAM 150 racg/kd/day xT p.o. plus 
Prednisone 0.8 mg/kg/day xlk  p.o. beginning on day 1 

0.U mg/kg/day xlk  p.o. 
0.2 mg/kg/day xl^t p.o. 

3-U weeks after the loading dose of L-PAM when the 
peripheral counts are rising daily maintenance with 
L-PAM will be started in a dose of 50.0 mcg/kg/day p.o. 

Regimen II  - BCNU 150 mg/m2 I.V. every 6 weeks plus 
Prednisone as described under Regimen I 

Regimen III - CCNU 100 mg/m2 p.o. every 6 weeks plus 
Prednisone as described under Regimen I 

On day 151* (at the end of week 22) all patients who have not shown 
relapse or progressive disease will be randomized again. 

Regimen A indicates that the patient should continue with initial 
therapy and receive no additional therapy. 

Regimen B indicates that the patient should continue with his initial 

therapy and in addition receive 
Vincristine 1.0 mg/m2 I.V. xl on day 15^ and every 8 weeks 

therafter plus 
Predr.isons 0.6 mg/kg/day p.o. x7 beginning on cay 15^ and 

every 3 weeks thereafter 

i 

i ■" i iiniiiii-ii   : -- — 
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During maintenance L'-.-r-sa  -■ -   interval bjtv/eün  ilodes uf r-CiiU ur CCl.'J 
is increased fron o  .o o ■• e-?V.s. 

Addendum #1 dated 2^ Janu--/ 19T5 adds 

Re^insn IV - L-F-AM lo.O ~j/n2 I.V.  every 2 weeks  for 6 reeks and th-n 
every !+ -..---eks plus 

Prednisone as outlined under Regi^jen I 

Addendum #2 dated 23 "arch 1976 provides for  rcodificaticn of the I.V. 
L-PAM dose in natients with impaired renal function. 

Addendum #3 dated 29 April 1977 discontinues Regiaen II and III, BCJIU 
and CCNU. 

Progress & Results;    WRAMC entered six patients.    One had progressive 
disease, one had Improvement of the serum proteins 
but developed extensive myopathy and subsequently 
expired; one patient obtained a good remission, but 
relapsed on day 593; one patient had response but 
was disqualified because of erroneous maintenance, 
but Is still In remission on day 809.    The fifth 
patient is In response by day 475.    The sixth 
patient was never begun on treatment by the local 
physician. 

Conclusions;    Regimen IV has a tendency for superior response. 

Funding Requirements;    See Introductory remarks  to Annual Research Report. 

Publications:    None 

Type of Report;    Protocol was closed to entry of new patients In September 
1977. 
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':' i L lo p£ Proj ic_t_: AI.Gl) Protocol ^7521.     .'.''i.   3 :     A conp.ir.i! Jvc^  .^-Liuy 
of  the value of  inr.un.jUtJjrcpy i.ir.h MF.R ns .. ljuvant 
to  induction avid   tv.'o r'.nint^iir-.rice cheuotliciapy 
programs In acute pyelocytxc  IcuTcenia.    A Plinsa  III 
Study. 

Inv cstigxtov 3: 

Principal:     Johannes Blom, M.D. 

Objectives:     1.     To Jetermine whether early irmunotherapy with HER in 
conjunction with a primary chsciotherapeutic induction 
prograa will increase the probability of achieving 
comolete remission. 

2. To compare remLssiou duration and survival with respect 
to two  types of Maintenance chemotherapy,  one using monthly 
courses of Ara-C and 6-throguanine,   the other using alterna- 
ting monthly courses of Ara-C and thioguanine with vincristine, 
dexamethasone and Ara-C. 

3. To determine by concurrent comparative controlled  trial 
if MER immunotherapy will prolong remission duration and 
increase the survival time of patients with AKL receiving 
either of. two plans of concomitant  chemotherapy. 

4. To determine if  the  frequency of CNS leukemia and  of 
toxicity to chemotherapy is different in patients randomly 
assigned  to receive maintenance chemotherapy with or 
without vincristine and dexamethasone and with or without 
MER. 

5. In two programs of maintenance chemotherapy,  to assess 
the morbidity and toxicity of MER immunotherapy. 

Technical Approach; Induction Regimen  is  the same  for all patients, 
consisting of: 

cytosine arabinoside  100 mg/M^/day by continuous 
infusion from day 1  thru day 7 
plus 

Daunorubicin 45 rag/M-/day by rapid IV injection 
on days 1, 2 and 3. 

If the bone marrow contains more than 57.  leukemii 
cells, patient will receive a second course of 
cytosine arabinoside, this time for 5 days plus 
daunorubicin for 2 days. 

.■^-.-: .... ■- ■.^.. ■        lllfl^   — --— •■  -^         ^^■ 
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Vntiiinis will be  rnndo;m''/.ed   for MliR or no IJER 
during  the  Induction Phase. 

The Maintenance rimse consists of: 

ReglTisn A:     5-day courses  repeated every 4 weeks, 
consisting of: 

cytoiine nrabinoside 100 ing/M    s.c. 
every 12 hrs  for 10 injections 

plus 
thioguaaine 100 f.g/H^  p.o.   every 12 hrs 
for a total of 10 doses 

plus 
MER 

2 
Reginen B:  cytosine arabinoside 100 mg/M s.c, 

every 12 hrs for a total of 10 
Injections 

plus 
thioguanine 100 ng/M- p.o. every 12 hrs 
for a total of 10 doses 

Alternate with Second five day course: 

cytosine arabinoside 100 mg/M^ s,c. 
injection every 12 hrs» total of 10 
injections on days 1 thru 5 

plus 
-vincristine 2 ng/M*, 2 mg max., on 
day 1 of this course 

plus 
dexaciethasone 8 rag/M , not to exceed 
16 ng p.o. in 3 divided doses daily 
on day 1 thru 5 

plus 
intrademal MER 

Regimen C:  5-d3y course repeated every '» weeks 
cytosine arabinoside 100 mg/H'^ s.c. 
every 12 hrs, total of 10 injections 

plus 
thioguanine 100 ng/M2 p.o. every 12 hrs 
for a total of 10 doses 

In all 3 regimens, the 3rd, 7th, 11th and 15th  courses arc 
substituted for cytosine- araVuioside 100 ng/'-i2 s.c. every 
12 hours, total of 10 inject-;ens 
plus 
da'.morublt ir.   '.3 rg/ri^/day  bj   r.:^id   IV  injection  on  days 
1  and   2. 
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Progress & Reaults; WRAMC has entered 28 patients. Twelve patients 
obtained a complete remission, 4 of whom relapsed 
from 114 to 250 days; 4 patients had a partial 
remission, 3 of whom relapsed, and one was dis- 
qualified. Twelve patients did not respond and had 
progressive disease and died. Eight patients remain 
in complete remission from 271 to 875 days. 

Conclusions: It seems that MER in the induction phase may benefit patients 
who have negative skin tests prior to treatment.  It is 
too early for evaluation of duration of response. 

Funding Requirements; See introductory remarks to Annual Research Report. 

Publications: None 

Type of Report; Interim.  Protocol was closed to patient entry on 10 
June 1977. 
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Kork Unit  To. 1535 

l?J..lo of P-c^ect:.: ALGS Protocol j/738l - Add. Hi:    Long term surgical 
adjuvant systenic cheinotlierapy with or without 
adjuvant irtiraunotherapy in mammary carcinoraa. A 
comparative study of cytoxan, vincrlstine, metho- 
trcxate, 5-fluorouracll, prednlsoue vs. cytoxan, 
nethotrexate, 5-fluorouracil vs. cytoxan, in?thotre>:ate, 
5-fluorouracil, V.ER.    A Phase III Study. 

Investigators; 

Principal; Johannes Blom, M.D. 

Objectives; 1. It is the specific aim of this study to ascertain if 
therapy with 3 active agents plus nonspecific irununo- 
stimulation is superior to the 3 active agents given alone, 
or given in combination with vincrlstine and prednisone. 
The criteria for assessment will be the disease free Interval 
of breast cancer patients with 4 or more positive axillary 
nodes discovered at mastectomy. A corollary comparison 
to the historical information in a patient group similarly 
staged and operated when followed by observation alone or 
by 3 active agent therapy In Milan will be utilized for- an 
additional comparison. 

2. The duration of the disease free interval in each 
treatment will be evaluated for its impact upon survival, 
as well as serving the principle measure of therapeutic 
effect. 

3.  Patient tolerance to the therapeutic regimens will be 
evaluated. 

A. The site of first recurrence of disease will be evaluated 
to determine any differential action of the regimens. 

5. An attempt will be made to determine if patient age, 
primary lesion size, or the utilization of postoperative 
radiotherapy influenced the recurrence or survival rates, 
as well as the location of the site of first recurrence. 

Technical Approach:  Induction Phase Treatment Schedules 

Regimen I:  cytoxan 80 mg/MZ/day orally for 42 
consecutive days 

plus 
mcthotrcxatc 40 mg/M2/week IV for 6 
consecutive weeks 
EXCEPT patients 60 years of age are to 
receive 30 mg/K-/v.-eek IV 

L^. 
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1
/VJ&  IV for  6  ronr.ftcu- 

tivs v;^.-:';s 
plus 
viiicristinc;  1.0 ng/M /v;eek IV  for  6 
consecutive weeks  (max.   dose  1.5 ng 
per dosa) 

plus 
prcdnisone AO mg/M^/day orally daily in 
3 divided doses for 21 consecutive days 
followed by half dose for 2 consecutive , 
days; followed by quarter dose for 2 
consecutive days; followed by one- 
eighth dose for. 2 days, then discontinue 

Treatment will begin no sooner Chan two weeks and 
not la*:er than four weeks following niastectomy in 
those patients not receiving postoperative radio- 
therapy.  If postoperative radiotherapy is given, 
chemotherapy will begin no sooner than 4 weeks and 
not later than 8 weeks following completion of 
radiotherapy (and not later than 16 v-eeks from 
nastectomy) 

Regimen II:  cytoxan 80 ng/H^/day orally for 42 
consecutive days 

plus 
Methotrexate 40 mg/IF/week IV for 
6 consecutive weeks, EXCEPT patients 
60 years or older are to receive 

- 30 mg/M2/week IV ■ 
plus 
5-FU 500 rog/M2/week IV for 6 consecu- 
tive weeks 

Regimen III: cytoxan 80 mg/M /day orally for 42 
consecutive days 

plus 
methotrexate 40 mg/M^/week IV for 

6 consecutive weeks EXCEPT patients 
60 years or older are  to receive 
30 mg/M2/week IV 

plus 
5-FU 500 ng/M2/week IV for  6 consecu- 
tive weeks 

plus 
MER 200 ug  intradermally in  each of 
5 sites   (total  1 mg)   nt weeks 1,   3 
and 5 
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MSR sho'.ild be swirled in the vial and rcpeaLcdly tilted 
in the tuberculin iiyringe to assure its homogeneous 
suspension.  Injection si'.is should \>M  chosen to „drain 
into different nuda yroups.  Do not inject lymphadenatous 
Aim. 

Kaintenancc Phüsc* Treatment Schedules for First 
Year of Kalntenaace 

Regimen I:  cytcxan 100 r.g/M2/clay orally days 
1-14 of each cycle 

methotrexate AC ng/M IV day 1 and 
day 8 of each cycle EXCEPT patients 
60 years or older are to receive 
30 cg/M2 

plus 
5-FÜ 500 mg/M2 IV day 1 and day 8 of 
each cycle 

plus 
vincristine 1.0 ng/M IV day 1 and 
day 8 of each cycle (max. dose 
1.5 ng/dose) 

plus 
prednisone 40 rag/M2/day orally days 
1-14 of each cycle DO KOT TAPER 

Each cycle of therapy is 28 days in length and 
recycle begins on day 29.  This regimen should be 
given for 10 cycles, after which patients enter 
the Second Year of Maintenance (see below) 

Regimen II:  cytcxan 100 mg/M-/clay orally days 
1-1/» cf each cycle 
plus 
rneth^trebate 40 m.g/M2 IV days 1 and 
day S of each cycle EXCEPT patients 
60 years or older are to receive 
30 ng/M2 

plus 
5-FU 500 mg/M2 IV day 1 and day 8 of 
each cycle 

Each cycle of therapy is 28 days in length and 
recycle begins on day 29.  This rc-girr.en should be 
given for 10 cycle:., after which patients eater 
the Second Year of .''alntcnrince 
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1-.1A of •■:icli eye ! c 
plus 
nethoLvexate AO n^/.'l- IV days 1 tmd 
day S of ench cycle KXCEl'T patients 
CO yc;.'its or oldui: are Lo iccclve 
30 ng/M2 

pins 
5-FII 500 I.^/II2 IV day 1 nnd day 8 of 
each cycle 

plus 
MER 200 ug intraderually in each of 
5 sitis (total 1 ns) on day 8 of 
each cycle. 

Each cycle of  therapy  is  28 days in length and 
recycle begins on day  29.     This regimen should be 
given for 10 cycles,   after which patients enter 
the Second Year of Maintenance, 

Maintenance Phase Treatment Schedule for Second 
Year of Maintenance 

At   the scheduled   tire   for  the  Uth  cycle of 
maintenance  therapy,   patients in all  3 regimens 
will begin  a uniform   treatment   schedule. 
Vincristi:i?  and  prednisone are dropped  from 
reginen I;   MER is dropped   from  regimen III  and 
the  length of a  treatment cycle is increased  to 
56 days. 

In the second year of  maintenance,  all patients 
will receive: 

cytoxan  100 ing/M-/day orally days  l-l^i 
of  each  cycle 

plus ^ 
methotrexate  40 r.g/M- IV on day 1 and 

day 8 of  each cycle EXCTT patients 
50 years  or older are to receive 
30 mg/M2 

plus 
5-FU 500 mg/M2 IV on day 1 and day  8 of 
each cycle 

Each  cycle  of  therapy   is  55  days  in  length  and 
recycle begins on day  57.     Treatment  should continue 
for  6 cycles,   after 'v.-hich,  all   trr-atr.ent  is dis- 
continued  end   the patient   should  ho  observed 
indefinitely at   3 r,;oth   intervals vithout  further 
thereby. 
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Proeress & Results: WRAMC has entered 24 patients, one of whom relapsed ProRress  Kesux .  ^ ^ ^ ^ ^ ^ ^ ^      0ne patients was 

not eligible.  All other patients remain in complete 

remission from 50 to 977 days. 

Conclusions; Too early 

TWlnp Requirements;  See introductory remarks to Annual Research Report. 

Publications; None 

Type of Report;  Interim 
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-.S '..'ork Unit Ho. : mo 

Title of Project::  ALC-3 Protocol 7531 - Add. ö:  7re*atnent o;" Chronic 
Myelocytic Leukenia with the Ain of the Prevention 
of Myeloblastic Transformation. A Phase III Study. 

Investigators: 

Principal:  Johannes 31oa, M.D. 

Objectives: To deterniine whether longer courses of CCIiU and Ara-C, 
beg-m at time of diagnosis and without Eusulfan, can 
postpone or prevent nyeloblastic transformation. 

Technical Approach: 

Regimen I  - Busulfan U mg/m daily for induction and naintenance 

Regimen II - CCNU 35 ng/m orally every 6 weeks plus 
Ara-C 50 mg/m s.c. q 12 hours on days 1-5 of each 

6-week cycle 

Progress & Results: WRAMC has entered three patients. One had progressive 
disease on day Qk,  one patient refused treatment 
after he was randomized and the third patient was 
disqualified because of prior treatment. 

ALGB has entered 92 patients, 8l of whom were 
evaluable in June 1911•     Control of the disease 
with CCIIU and Ara-C is more difficult to obtain. 
The study has not progressed long enough to 
determine any difference in blastic transformation 
in the two treatment regimens, however sufficient 
patients have been entered and therefore the study 
was discontinued on l6 June 1977- 

Conclusions:  CML is easier to control with busulfan than with the 
combination of CCNU and Ara-C. Any difference in the 
development of blastic crisis cannot be evaluated at the 
present time. 

Funding Requirements: See introductory remarks to Annual Research Report. 

Publications:  None 

Type of Report:  Terminated 

1Cl 10. 
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l.'ork Unit Ko. :     ln37 

Title of Proicct:    AI.C5 Protocol i:7551,    Add.   CO:     Co-.nbiaation che;ao- 
thcrapy ?-nd radictnerapy  for steige IV Hodgkin's 
disease,  no prior  treatment. 

TtwestiRritors: 

Principal;     Johaanes Blom,  M.D. 

Objectives:    1.     To compare the response  rates and renission. durations 
observed with 6 or 12 monthly cycles of ch>ncitherapy. 

2. To determine  the effectiveness of a combined approach 
by radiotherapy and multiple drug chemotherapy in the 
control of Stage IV Hodgkin's Disease as compared to 
multiple drug cheraotherapy alone. 

3, To explore whether early reduction of bulk disease by 
radiotherapy is beneficial in controlling  the disease. 

A.     To explore  the ability of radiotherapy to eradicate 
residual microscopic disease in patients with apparent 
complete remission after a full course of multiple drug 
chemotherapy. , " 

5.     To explore the ability of radiotherapy to eradicate 
disease in patients with apparent partial remission after 
a full  course of multiple drug chemotherapy. 

Technical Approach:     Regimen 1:       CCN~J 75 mg/M2 p.o.  day 1 
vinblastine A mg/M2 IV day 1 and 8 
procarbazine 100 mg/M^ p.o.  day 1 
thru lit 

prednisone 40 mg/M2 p.o.   day 1 thru lA 

Prednisona is given on course  1 and A  only. 

After each course of treatment,  there is a 2 week 
rest period.    This  treatment  is given for a total of 
six courses. 

Regimen II:     Is the same as Regimen 1, but the 
therapy should continue  for a total 
of  tvelve courses. 

The prednisone  is given  on  courses 1, 
4,   7   ,-nd   10 only. 

1 CO  ■   --.-.■     ■■. . 
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KC-i-, ir.c:n TIT:     ConKistr.  of  six bon';];.-! of clv.-.o- 
thc.rapy,   ns  o-.irJin.-d  in R^gliaen I, 
plus  rnd iatJon   tli'.ir.jpy. 

Rsgi^HP.  IV:       Is  the  same  chernotlierapy as outlined 
in Rogiincn  I,   to be  given  for  three 
courses,   after v;hich rpJiation therapy 
will be  administered.     Four weeks 
after  the completion of radiation, 
another  three courses of  chemotherapy 
will be administered. 

The radiation therapy will  consist  of 2500 rads 
to be given in 4 weeks  to areas of gross disease 
knovm  tr   exist prior to  the  start of chaDOtherapy. 

All patients will be placed  on maintenance therapy 
which will consist of: 

chlorambucil 6 nig/M2 given daily for 
a  total of  3 years,  or until pro- 
gressive  disease. 

WRAMC has entered six patients.    Three are in a 
continued complete remission from 155 to 366 days. 
One had a partial remission on day 258 and subse- 
quently expired and another patient continues  in 
partial remission on day  355.     One patient is too 
early for evaluation. 

Conclusions;    Too early 

Funding Requirements;     See introductory remarks  to Annual Research Report. 

Publications:    None 

Type of Report;     Interim 

Progress & Results; 
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Title of ?:-;'^t:  (7.LG3 Protocol r73.t)2. Add. /:2:  Combination chfc.no- 
therapy and itninunotherapy for previously treated 
Stnge 111 and IV Hodykin's Disease. 

Inyes t if.a t dr g: 

Principal:    Johannes Blo^,  M.D. 

Ob jectivc-s:     1.     To conpare re:.iljisiün  rates and  the  renlssioa duration of 
ti.'o,   four drujj chemotherapy regimens employing completely 
different  ageii.s  in previously treated patients with 
Stage IV Hodgkin's Disease. 

2. To compare the response rates and remission durations 
of  the repetitive use of the four drug combination regimens 
with alternating cycles of the two entirely different 
regitr.ens,   thus exposing the patient to eight drugs. 

3. To compare  the efficacy of chemotherapy and chemo- 
im;juiiotherapy with respect to response rates,  remission 
durations,   and  toxicity. 

A.     To assess immunological tests of delayed IfER hyper-. ■ 
sensitivity as prognustic indices,  and   to  compare  the 
effects of different  combined  chemotherapies  and  of 
immunotherapy upon  them. 

Technical Approach:     Regimen IA or      CCNÜ 75 ng/M    p.o.   on day 1 
Regimen  IB plus 

vinblastine A mg/M    IV on days 
1 and 8 

plus 
procarbazine 100 ng/>i    p.o.  on 
days  1 thru 14 

plus 
prednisone A0 mg/M- p.o.   on days 

1  thru 14 

Prednisone is included in courses 1, 4, 7, and 
10 only. 

Patients randomized to Regimen IA will receive in 

addition to this chemotherapy, im.T'.u no therapy with 
HER 200 u£ intradermally in each of 5 sites, to be 
administered on the first day of each course. 

Patients rauaonlzed to Regimen 13 will receive 
chrirotuerapy only. 
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adri." ;>•<.• in  50 u^/M2   i.V.   on day  1 
(mx.   U<!al   dose 550 ny/M2) 

plus 
vincvistiue l.A r.g/M2 I.V.  on days 1 

and 8 
plus 
Etroptor-otocin 1500 ng/M- I.V. on 
days 1 and 8 

^B 

After each 2 weak trf.atr.ent period, there will be a 
2 week rest period. Patient will receive a total 

of 12 courses. 

Patients randomized to Regimen 1IA .-'ill receive 
in addition to this chemotherapy, iüounotharapy 
with i-IER, 200 ug intradercially in each of 5 sites, 
to be administered on the first day of each course. 

Patients randoniized to Regimen IIB will receive 
Regimen II chemotherapy only. 

Regimen IIIA Will consist of 12 courses of induction 
or Regimen 1IIB therapy.  Each course will consist of 

2 weeks of chemotherapy, and a course 
will be given every A weeks. 

Regimen III will be alternate courses of Regimen I 
and Regimen II chemotherapy. 

Patients randomized to Regimen IIIA will receive in. • 
addition to this chemotherapy, immunotharapy with 
MER, 200 ug intradermally in each of 5 sites, 
to be administered on the first day of each course. 

Patients randomized to Regimen IIIB will receive 
Regimen III chemotherapy only. 

Maintenance Therapy:  At the end of 12 courses of 

' induction therapy, all patients 
who are in complete or partial remission status will 
receive:    chlortimbucil 6 mg/M2/day 

Addendum 2 : Decrease in dose of Streptozotocin. 

1 CZ 
- o' J 

.. . -^ 



^^^WWP wmm^mmmmm imwmmm.i.m njuwnifi.^niij m 

Conclusions: 

Progress & Results;    WRAMC entered four patients, all of whom obtained 
a complete remission.    Three remain in remission 
from 630 to 915 days.    One patient developed a 
preleukemic state on day 28A. 

Presently there is no difference in response rate between 
regimens with and without immunotherapy.    However,   there 
is a tendency towards prolonged remission. 

Funding Requirements;    See introductory remarks to Annual Research Report. 

Publications;    None 

Type of Report;    Interim 
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Work Unit I.'o: 

Title of Projir- CALOB Protocol '^l - Add. 0:  Co.-bination Chcr-.othärapy 
end T-m'jnotherapy in Previously Untreated Sta^e Til 
end r»r IleuroMastoraa. A Pliese III Study. 

Investlgatorö: 

Principal: Johannes Bios, H.D. 

Objectives: 1. To evaluate the role of triple drug (vincristine, 
" "   ~~~     cyclophosphaaide, adriarycin) combination chemotherapy 

in previously untreated Stage III and IV neuroblastoaa. 

2. To evaluate the imnunological responsiveness of patients 
with disseninated neuroblastooa, both prior to and 
during therapy. 

3. To evaluate the role of an agent (MZR) thought capable 
of stinulating iramunological responsiveness both in 
terns of the patient's imunological reactivity (to skin 
tests) and in terras of possible contribution to 
prolongation of median survival. 

Technical Approach: 

Regimen I  - Vincristine 1.5 mg/m2 I.V. on days 1, 8, 29, 36, 57. 
6U, 85, 92 and for a similar schedule (two weeks out 
of every four) for a to^al of on« year plus 

Cyclophosphamide 500 mg/m on days 1, 57 and every two 
months thereafter for one year, and 1,000 mg/m on 
days 29, 85 and every tvo months thereafter for one 
year plus 

Adriamycin 25 rag/m2/day x3 I.V. beginning on days 1, 
57 and every two months thereafter 

Vincristine 1.5 mg/m2 I.V. on days Ij 8, 29, 36, 57, 
6k,  85, 92, and for a similar schedule (tvo weeks 
out of every four) for a total of one year plus 

Cyclophosphamide 500 mg/m- on days 1, 57 and every two 
months thereafter for one year, and 1,000 mg/a2 on 
days 29, 85 and every tvo months thereafter for one 
year plus 

Adriamycin 25 mg/ra2/day x3 I.V. beginning on days 1, 
57 and every two months thereafter plus 

MER 200 ug in each of 5 sites (total 1 mg) intraderr.ally 
on days 8, 36, 6h  and every fourth week thereafter. 

Regimen II    - 
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T.rr,iarox,v3-rc resection will be p^rfonned as appi-opri:. 

Patier.-s vith Stage III disease will have scheduled radiotherapy 
beginning 5 veeks after the first course of chemotherapy,  providing 
henatologic thresholds are satisfied 

Patients with Stag« IV disease will have radiotherapy used 
electively, beginning 5 weeks after the first dose of cheiaotherapy, 
providing he~a.tologic thresholds are satisfied, unless emergency 
indicatad :-.;.ttrance beforehand.     The radiation therapy will be 
given in l3:-200 rad fractions at a rate of one fraction per day 
for a total schedule of five  fractions per week. 

Progress & Results; Five patients have been entered at WRÄMC.    One 
patient was ineligible because of prior treatment. 
One patient has had considerable regression in tumor 
size and continues in a stable state on day 504. 
One patient died on day 89; one has stable disease 
on day 70 and one is too early for evaluation. 

Conclusions:    Both regimens demonstrate responses.    It is too early for 
any comparison. 

Funding Requirements;    See introductory remarks to Annual Research Report. 

Publications;    None 

Type of Report;     Interim 
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I 
V.nr'r.  unit J'o^:      15<!tl 

Titlc^olJVjüksi:    CALCS Protocol  .'.;7>'.2.    Add.   fO:    Protocol for  the 
treatr.ep..  of Ncs-Hod^kln's lynphoaas  in children. 
Metho£r»:<ate,  Vincristine,  Daxamethasona,   Cyclo- 
phosphi-^lde,   G-M^rc^pLopurine plus rndlation 
ther-ipy  to   involved  nreas.     A Phase III Study. 

Investigators; 

rrincipnl:    JahannäS Blom,  M.D. 

Associate:     Freierick B.   Ruymann, U.D.,  LTC, MC 

Objectives.:     1.    To develop a  combined  radiotherapy/chenotherapy 
regimen which will increase the survival and cure rate 
in children with non-Hodgkin's lymphosia not previously 
treated. 

2. To determine   the efficacy of  the addition of daily 
oral 6-MP and weekly oral MTX  to standard lyrnphoaa-type 
maintenance with high dose interrrittent Cyclophospha.tiide 
and Vincristine-steroid reinforcements in Stage I,  II 
and III disease, 

3. To test  the efficacy of high dose Methotrexate  (500 mg/ 
M )   in a maintenance  program  for  patients with  Stage  IV 
disease. 

Technical Approach:     Stages I,   II and  III  Induction Treatment will 
consist of: 
vincristine 2 mg/M- IV x 4 doses given c:i. days 1, 

8,  15 and  22 
plus 
dexamethasona  6 iag/M^ p.o.  daily x •',   weeks and 

then  taper 
plus 
methotrexate  12 ng/M2  IT given on days  1,  8,   15 and 

22 
Radiation   therapy will hegin on day 15. 

Maintenance: 

Regimen I:     cyclophosphamide 500 ng/M-  IV push 
x 1  beginning on day 36  of  study and 
every ^ weeks thereafter 

plus 
vincristine 2 rag/H' IV push x 1 
beginning on day 36 and every A weeks 
thereafter 

plus 
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cicx.'iintit ti.'!j;one 6 i^/M- j>.o. daily x 
/ days every ^ v/.-cks bc'^innirii; on 
d.ny  C'A  of  fitudy 

plus 
metliotrcxatc 15 ng/il^ p.o. onco wc-ckly 
plus 
6-MP 75 ms/M p.o. daily 

Regisan II:  cyclophospharaide 1,000 mg/M^ IV push 
x 1 beginning on day 35 and every 
A \;ceks thereafter 

plus 
vincrlstine 2 mg/M" IV push x 1 
beginning on day 36 and every A weeks 
thereafter 

plus 
dexainethasone 6 r.ig/112 p.o.-daily x 
7 days every 4 weeks beginning on 
day 64 

Treatment  of Stage IV Disease - Induction 

All Stage IV patients will  receive  the  sane 
therapy,   consisting of: '  . 

vincristine  2 cig/r. /week IV x 4 
doses given on days 1,   8,   15 and  22 

plus 
dexair.sthasone  6 mg/M^ p.o.   daily x 

4 weeks and  then taper 
plus 
raethotrexate 12 mg/M^ IT given on 
days 1, 8, 15 and 22 

Radiation therapy will begin on day 15. 

Intensification 

Regimen III: vincristine 2 Lig/M-/week IV x 3 doses 
given on days 36, 57 and 78 of study 

plus 
de>:ai?,atbasons b mg/M- p.o. daily x 1 
week beginning on days 57 and 78 

plus 
rnethofi exate  12 mg/M^  IT given  on 

days  36,   57  and 78.     IT MTX should be 
given  her'.-«en  1/2  anj   2  hours  after 
the   r;t.-.rt  of   tlK- high  dose  MIX 

plUj 
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meLliutrn.nnte .r)üO nj/:-!2  1/3  IV push 
nnd   2/3  IV drip over  2l\ houcs 
given on days 36,  57 and  78 

pins 
leucovorin twenty-four hours ffter 
completion of each course of 1-iTX 
(500 ng/M2), leucovorin will be 
given at   12 rag/M2 IV or IM once 
only  as   "ro.scue" 

Maintenance therapy will begin on day 85 after the 
completion of the Intensification 

Regimen  IV:     cyclophoiipharaide 500 icg/M~  IV push 
x 1 beginning on day 36 of study and 
every 4 vseks thereafter 

plus 
vincristine 2 ng/M2 IV push x 1 
beginning on day 36 and every 4 weeks 
thereafter 

plus 
dexaiaethasone 6 ng/M2 p.o.  daily x 7 
days every 4 weeks beginning on day 
64 

plus 
nethotrexate 15 ing/M2 p.o. once weekly 
plus 
6-MP 75 rag/M2 p.o. daily 
plus 
IT Methotrexate 12 ng/M2 IT given on 
days 36, 43 and 50 

Progress & Results: 

The radiation dose is 3500 tads in 3-1/2 to 4 weeks, 
given in  180 to 200 rad  fractions. 

WRAMC entered three patients.    One had improvement, 
but rapidly recurrent disease and subseqently died; 
the second patient has no evidence of disease on day 
572 and the third patient had a complete remission 
but died on day 398 fron: a pulmonary process of un- 
known etiology. 

Conclusions:    These are active regimens,  however no comparison can be 
made at the present time. 
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Funding Requirements;    See Introductory remarks to the Annual Research 
Report. 

Publlcatons:    None 

Type of Report:    Entry of new patients  on protocol was closed in November 
1977.    Final 

172 
 --  --    -■..      ~ ^- »J^— '      -^ 



HM.-I» 1H.||ii,.l,l.|,y,l,pyp)l||||1||„IIIHl|IHl|.l.ll lUlluuiiijijuwiii^.". ™J.- w^— 

."■.LI      ..0. 

11 tie oi' rroj5?~ : ro^ocoi 'i'jo'i.     hajuvant  C: ••.i-ri^rr-.py in 
s&rcor.a, .-.:lri.ir.ycin vs. Ssquer.tial Aurla- 

»nycin,  '"lih Dose Methotrexate - Citrovoroa Factor 
vs.   £e:.:5-itial Adrifa'^ycin - Cyclophosphaside. 
Adisr.iur: 1, dated IT June 1976, entries to Resirr.en 
III virs temporarily suspended pending further pilot 
ocisrva-cion. 

i.rivCBUJ.fc;Ciu01ö. 

Principal: Jc"-=zr.es Bloa, M.D. 

Associate: Frederick B. Ruynann, M.D., LTC} MC 

Objectives:  1. To deternine the relative duration of disease-free 
interval and survival for patients treated with six 
courses of adria.'nycin alone, or sequential adriaaycin 
and high dose methotrexate, followed with citrovorura 
factor rescue, or sequential adrianycin and high dose 
cyclophosphamide after radical operation of either 
primary lesion, or complete resection of pulmonary 
cetastasis or osteogenic sarcoma. 

To determine the patient's tolerance to these different 
therapeutic regimens. 

Technical Approach: 

Regimen I 

Regimen XI: 

Adn"' vein 30 mg/m2 daily for 3 days I.V. to he 
r      every h  weeks for 6 courses. The treatment 
v       i no sooner than U days and not later than 
h llowing operation. 

Day 1 Lo 3, adriamycin 30 mg/m I.V. daily 
Day 23 to 30, adrianycin 30 mg/m2 I.V. daily 
Day 56, high dose methotrexate 200 ng/kg body weight 

I.V. infusion for 6 hours. Two hours after completion 
of the high dose MTX infusion, administer citrovorun 
factor 12 mg I.M. every 6 hours for 12 doses. 

Day 77, high dose methotrexate 200 mg/kg I.V. infusion 
for 6 hours. Two hours after completion of infusior., 
administer citrovorum factor 12 mg I.M. every 6 hours 
for 12 doses. 

Day 105, repeat the above adriamycin, high dose MTX plus 
citrovorum factor sequence at the same dose and interval 
for a total of 6 coul-ses for each agent. 

lit 
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RC5i".en TU - Day 1 to 3, airiHrnycin 30 rntc/m2 I.V.  c-ily 
Day 23 to 30, adrianycin 30 mg/in2 T,V. daily 
Day 56,  cyclophojphar.ide 25 mg/kg I.V.  every other  day 

for  5 dcs&s over a 10-day period 
Day 98,  repsat the above adriarrycin, cyclophosphanide 

sequence for a total of 6 courses for adria^ycin and 
3 courses for cyclophospha:uids. 

Progress  & Results;    HRAMC entered seven patients.    Treatment had to be 
stopped In one patient onday 73 because of toxlclty. 
One patient relapsed on day 134.     The remaining 
five patients are free of disease  from 148 to 435 
days. 

Conclusions;    Too early 

Funding Requirements;    See Introductory remarks to Annual Research Report. 

Publications;    None 

Type of Report;    Interim 
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'..'orV. Un Lc  l.u. : 

Title of I'ro.iect CALG3 Frütotol 17C>J1.    A Phase HI  Study. 
Combination cliotnothevapy of  SLa-e  III and IV 
l>inj*IiOc>tic lympliu.aa   (lyi.ipbosaccoma)  in adults 
with or v.itK-nit  rndioclitirapy cor.üolidation. 
Induction:    Vinc-i .ti.ic,  Streptoaigrin, Prednisone 
Maintcr.ir.cc:    Cyclophorpbanide.     .'ddendaTi 1. 

investigatory: 

Principal:     Joaaar.cS Bloia, K.D. 

Objectives: 1. To confirm the inprovemant of remission induction in 
advancsd lymphocytic ljTiipho;na by adding streptonigrin to 
vincristina and prednisone  in  this phase. 

2.     To explore the therapeutic potential of radiation 
therapy in advanced lymphocytic lymphorT>a  following an 
initial remission induction with combination chemotherapy 
by comparing identical chemotherapy maintenance arras,  one 
of which adds radiotherapy to initially involved areas. 

Technical Approach:     Induction      vincristine 1 mg/M2 IV on days 1,   8, 
15, 22, 29 and 36 
plus 
streptonigrin 1 mg/M2 p.o. spaced over 
1 hr on days 1, 8, 15, 22, 29 and 36 
plus 
prednisone 40 rag/M2 p.o. daily in one 
dose for 42 days, then tapered by 
halving the dose every 2 days until 
the patient is receiving 5 mg/M2/day, 
after 3 days of which it should be 
stopped 

Consolidation and Maintenance Regimens for Patients 
VTho Have Obtained at Least a Partial Remission 

Regimen I:  Maintenance should begin immediately 
with: 
cyclophosphamide 1 gm/M2 IV 
plus 
vincristine 1 mg/M2 (max. 2 mg) IV 
plus 
prednisone 40 mg/M2 p.o. daily (in one 
dose) >: 7 days 

1 1Z 
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consolidation j/.iase with CiVr.„u'^■..-.• ,.., 

irvvolved at the tir-.? cf entry to *"v> 

study, to be followed by r.ainterv • * 

che~othor2?y. I'hs ~a? of disc- 
distribution prepared on entry iill 
be used to üc-i-ine the sites o. "*ri4.^- 

therapy. 

Radiation therapy will be giv** i« & 
dose of 3?00 LO 'rOOO rads in L -iass 
to ths rnres of •involvement.  Tue laxly 

dose will vary froa l80 to 200 ra«« 

Progress & Results; WRAMC entered twelve patients; four obtained cun^ete 
remission, and are in remission from 286 to 793 days; 
two had a partial remission; one relapsed on day A53; 
one remains in remission on day 78. One could not 
complete the treatment because of toxicity and two 
patients were disqualified. Three patients had pro- 

gressive disease. 

Conclusions; Too early 

Funding Requirements:  See introductory remarks to Annual Research Report. 

Publications; None 

Type of Report;  Interim 
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Work Unit No.:     15^4 

Title of Prolect: CALG3 Protocol l?7652.     A Phase III Study.    Combina- 
tion chemotherapy of Stage III and IV histiocytic 
lymphocia  (x-eticuluci cell  sarcoma)   in adults with or 
without radiotherapy or Adriatnycin consolidation. 
InducLion:    Vincristine,   Streptonigrin, Prednisone 
Consolidation:    Adriaraycin 
Maintenance:    Cyclophosphamide 
Addendum 1 

Investigators: 

Principal;    Johannes Blom, H.D. 

Objectives; 1. To confirm the improvement of remission induction in 
advanced histiocytic lymphoma by adding streptonigrin to 
Vincristine and prednisone in this phase. 

2. To explore the therapeutic potential of radiation 
therapy in advanced histiocytic lymphoraa following 
initial remission induction with combination chemotherapy. 

3. To evaluate  the benefits of a consolidation phase 
with Adrlamycin. 

Technical Approach; The Induction program for all patients will consist 
of: 

vincristine 1 ing/M^ IV on days 1,   8, 
15,  22,   29 and 36 

plus 
streptonigrin 1 rag/M2 p.o. spaced 
over 1 hour on days 1, 8, 15,  22, 
29 and 36 

plus 
prednisone 40 mg/M2 p.o.  daily in one 

dose  for 42 days,  then tapered by 
halving the dose every 2 days until 
the patient is receiving 5 mg/M2 

per day,   after 3 days of which it 
should be stopped. 

Consolidation and Maintenance will be begun on all 
patients who have obtained at  least a partial 
remission after 6 weeks of induction. 

1 ■; 
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Regimen I:  Patients arc begun on maintenaace 
chemotherapy immediately, consisting 
of 
cyclophosphamide 1 gtn/M^ IV 
plus 
vincristine 1 ng/ln 
plus 
prednisone 40 ng/M p.o. dally for 
7 days. 

The first A courses are to be given at 3 week 
Intervals, after the Ath course conrinued every 
4 weeks. 

Regimen II: Patients will receive consolidation 
phase with 3 courses, of adrlamycin, 
vincristine and prednisone after 
completion of the 6 week induction 
phase. Consolidation phase consists 
of: 
adrlamycin 60 mg/t-P IV q 3 weeks x 3 
plus 
vincristine 1 ng/M^ IV q 3 weeks x 3- 
plus 
prednisone  40 mg/l-r/day p.o.  x 7 days 
q 3 weeks. 

Maintenance phase is to be started 3 weeks after 
the last consolidation course, and will consist of: 

cyclophosphamide, vincristine and 
prednisone every 4 weeks, as outlined 
under Regimen-I. 

Regimen III; The patient  is  to receive an interim 
consolidation phase with chemotherapy 
and radiotherapy to the areas initially 
involved at  the time of entry into the 
study,  to be followed by maintenance 
chemotherapy. 

The radiotherapy shall be delivered to all areas with 
known initial involvement v/hich were greater than 
2 cm in diameter at   time of entry into study.     If 
the total aggregate  field area is under 300 sq  cm 
the dose will be 4000 rads in 4-5 weeks.     If the 
fields required measure greater than 300 sq en, 
the dose will be 3000 rads  in 4-5 weeks.     This dose 
will be delivered in  180 to 200 rad fractions daily. 

1 7 8 
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ProRresa & Results; MRAMC entered three patients.  Two had no response 
and went off study. One remains without evidence 

of disease on day 1007. 

The study was closed to entry of new patients on 
16 June 1977. 

Conclusions; Although responses are adequate newer treatments have 
become available, and therefore the study was closed. 

Funding Requirements:  See Introductory remarks to Annual Research Report. 

Publications; None 

Type of Report;  Interim 
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C.'.102 "rCvOcol Toll, Add.   0:    Treat, .   ?x-ii:.ary 
Vr.-.mtii .-"•.cute Lj^-phocytic Leijiteroia in  Patients 
under 20 Years with Vincristine (wSC 6Y5T1*), 
Prc-iniscr.e  (l.'DC 10323), Methotrexate  (liSC T^O), 
L-Ä3pa."is,-r,ase  (r:sc 139229), and 6-!'ercaptopurine 
(iiSC 735),  plus Cranial Irradiation.     A Phase III 

Invest i£ators: 

Principal:  J:"r.ar-r.;3 Bloni, M.D. 

Associate: Frederick B. Ruymann, M.D., LTC, MC 

ObAectiv^s: To test vhether the suhstitution of high dose metho- 
üraxate with leucovorin rescue for cranial irradiation 
dacreases the frequency of occurrence of CNS leuiemia. 
To test vhether remission consolidation with 3 courses 
of high dose methotrexate with leucovorin rescue 
prolongs complete remission duration. 

Technic al AODT oach: 

Induction Phase: Vincristine 2 mg/m I.V. xU on days 1, 8, 15 and  .■ 
22 (maximum dose 2 mg) 

Prednisone 1*0 mg/m^/day p.o. daily x.h  weeks and 
then tapered over 10 days 

Methotrexate 12 mg/m2 IT x3 on days 15, 22, 29 
(maximum dose 15 mg) 

L-Asparaginase 1000 iu/kg/day I.V. on days 29 thru 38 

After completion of the L-asparaginase treatnent patients will he 
randomized between: 

Regimen A - High dose Methotrexate 500 mg/m over 2^» hours on days 
li3, 61; and 85 

Leucovorin 2h  hours after completion of each course of 
methotrexate at a dose of 12 mg/m plus 

Methotrexate 12 mg/m2 IT x3 doses on days U3, 6U and 85 
Vincristine 2 r.g/m2 I.V. on day 78 
Prednisone Uo mg/m2 p.o daily x7 days beginning on day 78 

Regimen B - Methotrexate 12 mg/m2 IT x3 on days 1*3, 50 and 57 
(maximum dose of IT MTX 15 mg) 

Cranial Irradiation 2^00 rads over a period of l6 days 
beginning on day k3 

100 
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upon  cu;nplecl;n  D:" 
will be pl?.;ei on 

Maintenance Phase: 

i^-c-i l.l i-'U ;:".»' 11 

on i,he i'irst day 

6-Mercaptopiu-ine 90 {jS/ra Aiuy p.o. 
Methotrsxate 15 rag/a /week p.o. 
of each week, plus 

Reinduction courses of vincristine plus prednisone 
p.t 6, 12, l6, 20 and 2h  weeks. Beginning 23 weeks 
after L-asparaginase two doses of vincristine one 
week apart and 11+ days of prednisone will be given 
every 12 weeks until relapse. 

WRAMC has entered three patients.  One patient went 
off study on day 42 because local physician referred 
to give the maintenance drugs.  Two patients obtained 
a complete remission, one remains in remission on day 
112 and one relapsed on day 219. 

Conclusions; Too early 

Funding Requirements;  See introductory remarks to Annual Research Report. 

Publications: None 

Progress & Results; 

Type of Report;  Interim 
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■ le of Fi-o,ie:t:     CAL03 Protocol 7632,  Add.   0:     Combination  Ch^r.ct;.: .r.t;- 
or rnczsimimothsr&py for !'etastatic Reciirrfnt or 
Inoperable Carcinor.p. of the Breast.     Three Treat;.ent 
?,e£;i~-r.5:     Cyclophospliaiside   (TiSC 26271),  A.irir^.-cir. 
(IISC 123-27),   J-^uorouracil  (liSC 19393) vs.   Cycle- 
phes-hi-^iie,  Adritvraycin,  5-^luorouracil, Vincristine 
(l.SC oT^Ju),   Preünisor.e  (N3C 10023)  vs.   Cyclophospr.a^iide, 
Me-hotrexate   (NSC 7^0), 5-Fluorouracil, All vith or 
vi-hout VZR   (NSC 11*3769).     A  Phase III  Study. 

- 

Investigators: 

Principal:  Johanr.es Blora, M.D. 

Objectives;  1.  To cospare the remission induction frequency and duration 
of the CAF and the CMF combination individually with the 
five-drug combination, CAFVP, vhich appears to be the 
best combination program in CALGB study 7^82. 

2. To test whether the addition of MEH to each of the three 
cenbinabions increases the remission induction frequency 
or prolongs the remission duration, or both. 

3. To determine whether MER alters the tolerance of normal 
tissues to these combination chemotherapeutic programs. 

h.     To establish the initial irrjnunoco.-npetence of patients 
with netastatic breast cancer as determined by skin 
testing; to assess whether the administration ol MER 
alters that initial status, and to test whether any such 
changes are associated with a prolongation of disease 
control. 

5.  To determine the influence of netastatic disease patterns 
at tine of first recurrence following mastectomy and at 
onset of protocol upon the remission induction frequency 
and remission duration. 

Technical Approach: Prior to randomization for treatment patients will 
be stratified according to dominance of metastatic 
area, visceral osseous soft tissue which develop 
either less than one year from diagnosis or equal 
to or greater than one year from diagnosis. 

Regimen IA Cyclophosphamide 100 mg/m'/day p.o. days l-lh 
Methotrexate UO mg/m2 I.V. days 1 and 8; for patient: 
>60 years 30 mg/m2 I.V. days 1 and 8 

5-Fluorouracil 500 mg/m2 I.V. days 1 and 8 

This cycle is to be repeated every 28 cays. 
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Ec-i-iirien  II.'. 

Regimen HE 

Regimen III' 

Regimen IIIB 

Cvclcrr.c^rhaT.ide 100 i;.g/ia2/ä£.y p.o. aays l-l»« 

Adrler^'?ir. 25 ng/m^ I.V. days 1 and 8 to a total dcso 
of 150 .'ig/m2 

5-Flu:.:-u:-icil 500 rr.f;/ra I.V. days 1 and 8 

'iTiis cycle is to be repeated every ^8 days. 

Ssr.s as Het~ii!;en HA plus ]'.17.. 

Cyclophospharnide 100 r;^/n p.o. days l-l^ 
;.r.ria;^'cln 25 ns/m2 I.V. d.v.r. 1 and 8 to a total dose 

of ^50 mg/m2 

5-Fluorouracil 500 mg/r.2 I.V. days 1 and 8 
Vincristine 1.0 ag/n« I.V. days 1 and 8 with maxiuum 

dose of 2 mg 
Prednisone UO ing/m2/day p.o. clays 1-lU 

Each cycle is to be repeated every 28 days. 

Sarse as Regimen IIIA plus MKR. 

Progress & Results; WRAMC has entered seven patients on study.  One 
had progressive disease on day 179; one on day 
286 and one on day 136. Two patients remain in 
complete remission on day 557 and 368. One had 

xa  partial remission and relapsed on day 409. 
One patient expired on day 130. 

Conclusions; Too early 

Funding Requirements; See introductory remarks to Annual Research 
Report. 

Publications:    None 

Type of Report;    Interim 
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Wor>: Unit No.:     25!-ä 

Title of Project:    CA1C-3 Protocol 76Sl, Add.  0:    In veati Ration of the 
Zf-Sczs of Adriaisycin with ar.i without A lied I-'^H  in 
Soft T:SL-J3 Sarcomas.     A Phsse III Study. 

Investigators: ^ 

Principal;     Johannes Bloni, M.D. 

Objectives:     1. 

2. 

3. 

?o crnpare the effectiveness of adriamycin alone anj. 
adriaaycin together with MER in the induction of 
remission in inoperable soft tissue EarcCiT.as. 
To compare the effectiveness of single monthly doses 
and three consecutive daily doses/month of adriamycin. 
To determine whether the addition of WER to adriamycin 
treatment affects the duration of remission in patients 
with inoperable soft tissue sarcomas. 

Technical ATJDroach: 

Regimen IA 

Regimen IB 

Regimen IIA 

Regimen IIB 

Adriamycin 75 mg/m 0I.V. every four weeks to a maximum 
dose of 550 mg/m 

- Adriamycin plus MER 1 mg intracutaneously on day 1 
8 to be repeated every four weeks 

and 

'3 

Adriamycin 25 mg/m    on days 1,  2 and  3,  to be repeated 
every four weeks to a maximum dose of 550 mg/m^ 

Adriamycin plus MER 1 mg intracutaneously 
8 every four weeks. 

on day 1 and 

Patients who are in a remission or who have no evidence of progressive 
disease and who have received the maximum dose of 550 ng/m^ of adria- 
mycin will be placed on cyclophosphamide 750 mg/m day 1 only, 
vincristine 1.5 mg/m^ I.V. daily day 1 and weekly thereafter for a 
total of 8 doses, plus DTIC 250 mg/m I.V. days 1 thru 5.  Cyclophos- 
phamide and DTIC will be repeated every four weeks.  Patients who 
are on MER should be continued on VSR. 

Progress & Results: WRAMC entered three pa:ients on study.  Two had 
progressive disease ard expired.  The third patient 
is too early for evaluation. 

Conclusions: Too early 

Funding Requirements:  See introductory remarks to Annual Research Report. 
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Publications;    None 

Type of Report;    Interim 
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CC1 

>x      *  -  ^J -  _ w < C.;:.:3 r.-ctocol 76l2, Add.  I:    Therapy of Acute 
L%-r:?hoc;.~tlc  Leukemia in Adults:    A Comparison of 
Vincristir.e, Prednisone and L-Asparaginase with oz 
without Daunoruticin  for Induction with Central 
Ilervous System Prophylaxis with Radiotherapy and 
In-rathsoal Methotrexate and Maintenance with 6- 
Mercaptopiuine and Methotrexate with or without 
I-irunoth-rapy with M2R.     A Phase III Study. 

Investigators: 

Principal:     Johannes Blora, M.D. 

Objectives:    1. To test whether the addition of daunorubicin to vin- 
cristine and prednisone followed by L-asparaginase 
will increase the frequency of complete remission in 
adults with acute lymphocytic leukemia. 

2.     To test whether the addition of immunotherapy in the 
fona of MER to maintenance therapy prolongs remission 
durations. 

3-     To assess the efficacy of employing CHS prophylaxis 
with intrathecal methotrexate plus cranial irradiation 
inr-ediately following remission induction. 

Technical Approach: 

Regimen I      -    Vincristine J* mg I*^   once weekly x3    plus 
Prednisone Uo mg/m    p.o.  daily for 21 days plus 
L-asparaginase 500 i.u./kg M.V.  daily for 10 days 

beginning on day 22 

Regimen II    - 

Progress & Results: 

Vincristine 2 mg I.V. weekly x3 
Prednisone ^0 mg/m R.o. daily for 21 days 
Daunorubicin h5  mg/m I.V. daily for 3 days followed by 
L-asparaginase 500 i.u./kg I.V. daily for 10 days 

starting on day 22 
Prednisone will be tapered over 10 days 

WRAMC entered six patients. Five of whom obtained 
complete remissions.  One refused maintenance. One 
relapsed on day 414, one patient died on day 40 and 
the other three remain in remission from 61 to 141 
days. 

Conclusions:  Too early 
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Funding Reouire-änts: '■-ro.l'iot ory K--;;-jvrch r.-i-c: 

Publications:     "one 

Type  of Rep-rt:     Interin 
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'Alle or Project:     CALC-B .- 
Inio 

Invest!.'^ntor3: 

otocol 7632,  Add.   0;    Ctv-aotherau/ in 
it Chronic Lynphocytic Leukemia.    A Phase 
,:y.     (Chlorej:."bucil   (Leukcran) IISC 3038) 

Principal:     Johannas 51:-. M.D. 

Objectives: 

Technical Approach 

To z.'ät whether the aip.inistration of intermittent 
ihlorir-M^il in patients with indolent CLL of categories 
2 ?.ni 3 delays or possibly prevents the development of 
^c^ressive CLL in comparison to a no treatment group. 
To test whether the administration of intermittent 
chloranbncil prolongs survival with the disease in 
co.-nparison to a no treatment group. 

Patients will be kept for 12 weeks in an observation 
period.    Afterwards they will be randomized to 
Regimen I, which is no treatment, or Regimen II, 
which is treatment with intermittent chlorambucil 
0.5 mg/kg p.o.   every 28 days. 

Progress & Results:    WRAMC has entered no patients. 

Conclusions:     Too early i 

Funding Requirements:     See introductory remarks to Annual Research Report. 

Publications:     None 

Type of Report:     Interim 
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"..'jrk Unit No.; 1553 

Title of Project: CALC-5 
..,i,, „,• j. 

:t?ol Tool, Add.  0:    Multiple M.*'e11-.M 

:-t Melphalsn Treated with Cyclop 
(loC ?o5TT),   A-lriar;/cin (lISC 123127), BCivU  (i;SC 
'»0??f'2},   -nz Prednisone  (liSC 10023).    A Fhise III 

Investigators: 

Principal:  Jrriir.;;=s 31orn, I!.D. 

Objectives: 1.  T^ test whether patients previously treated with 
nelphalan but vith recurrent disease will respond to 
the combination of adria-ycin, cbclophosphanide and 
prednisone. 

2. To test whether patients previously treated with 
nalphalan but with recurrent active disease will 
respond to the combination of adriaraycin, BCIJU and 
prednisone. 

Technical Approach: 

Regimen I  - Adriamycin 30 eg/in I.V. on day 1 
Cyclophospha-nide UOO rg/c I.V. on day 1 
Prednisone 0.6 mg/kg p.o. daily for 7 days (in 3 

equally divided doses beginning on day l) 

Then, every 3 weeks: 
Adriamycin 30 mg/m2 I.V. xl 
Cyclophosphamide UOO Eg/m2 I.V. xl 
Prednisone 0.6 mg/kg/day x7 (in 3 equally divided doses) 

Regimen II - Adriaraycin 30 ag/m2 I.V. on day 1 
BCI1U 75 ng/m2 I.V. on day 1 
Prednisone 0.6 mg/kg p.o. daily for 7 days (in 3 

equally divided doses beginning on day l) 

Then every 3 weeks: 
Adriamycin 30 rrg/ra I.V. xl 
Prednisone 0.6 rg/kg p.o. daily for 7 days (in 3 

equally divided doses) 

Then every 6 weeks: 
BCNU 75 mg/m2 I.V. xl 

Progress & Results; WRAMC entered one patient who had progrrssive disease 
on day 172. 

ies 
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Conclusions;     In both regimens a similar    number of worthwhile responses 
were observed. 

Funding Requirements;    See Introductory remarks to Annual Research Report. 

Publications;    None 

Type of Report;    Protocol was closed to entry of new patients in June  1978. 
This Is  the final report. 
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Work Unit No.: 155A , 

Title of Project; CALGB Protocol //7691: Comparison of Involved Field Radio- 
therapy with Involved Field Radiotherapy with Adjuvant MOP? 
Chemotherapy and Extended Field Radiotherapy in the Treatment 
of Stage I and II Hodgkin's Disease in Children. 

Investigators; 

Principal; Johannes Blom, M.D. 

Objectives; To compare the effectiveness of IF radiotherapy, IF radiotherapy 
followed by MOPP chemotherapy, and EF radiotherapy, in treating 
laparotomy confirmed Stage I and II Hodgkin's Disease in children 
in terms of: a) duration of disease-free interval following 
completion of initial therapy, b) the type and extent of disease 
extensions following initial therapy, and c) survival. 

To determine the retrievabllity of new disease following primary 
therapy for each of the three regimens, using specified retrieval 
plans. 

To determine the effect of specific histology on results of pri- 
mary and retrieval therapy for each of the three regimens. 

To determine the comparative effects of the three treatment 
regimens with respect to; 

a) Linear growth, bi-acromial and bi-cristal diameters. 
b) Incidence of hypothyroidism and sterility. 
c) Incidence of second malignancies. 
d) Complications following staging celiotomy and splenectomy, 

immediate and remote, including fulminating Infections. 
e) Effectiveness of penicillin prophylaxis in the prevention 

of post-splenectomy infectious complications. 

Technical Approach:  Initial therapy for all patients will be irradiation, 
either IF or EF. Therapy must be initiated within 28 
days of the staging celiotomy. 

Involved regions should be treated to a total basic tumor 
dose of 3500-4500 rad at a rate of 850-1000 rad tumor dose 
per week. Additional or "booster" treatment may be given 
for residual disease through very limited fields at the 

Li 
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same or a slightly higher tumor dose rate for a total of 
500-1000 rad,  provided the  tolerance of the normal tissues 
is not exceeded.     Doses  over  4000 rad delivered in 4 weeks 
should be avoided in the spinal cord,  gastrointestinal 
tract and heart. 
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In patients randomized to receive MOPP therapy, it is rec- 
commended that the lower limit of the tumor dose -described 
on previous page be employed, i.e., 35 rad in 20 fractions 
in 4 weeks. 

For extended field radiotherapy the lower limit of radiation 
dose i.e., 3500 rad in 20 fractions is recommended. 

Radiation Dose Modifications for extended field radiotherapy: 

Age (Years)      Dose 

^11 6-10 
<5 

3500 rad in 20 fractions in 4 weeks 
3000 rad in 20 fractions in 4 weeks 
2500 rad in 20 fractions in 4 weeks 

Chemotherapy treatment schedule: 

Within 4 weeks following the completion of IF radiotherapy, patients 
randomized to receive adjuvant cheaotherapy will begin MOPP chemo- 
therapy (6 courses) provided the adequacy of the hematologic status 
has been demonstrated by a white blood count>4,000 mm3 and a plate- 
let count>100,000 mm3. 

M Nitrogen Mustard 6 mg/m2 I.V. d 1 & 8. 
0 Vincristine      1.4 mg/m2 I.V. d 1 & 8. 
P Procarbazine     50 mg p.o., d 1; 100 mg/m2/d p.o., in 2 or 3 

divided doses, d 2-14. 
P Prednisone      40 mg/m2/d p.o., in 3 divided doses, d 1-14; 

FIRST AND FOURTH COURSES ONLY. 

Subsequent courses and dosage adjustnents: Following the initial 
M0PP course, subsequent courses will be initiated on days 29,57,85, 
113 and 141 provided th^ white blood count is'>4000/inm3 and the plate- 
let count is'>100,000/mm3.  If the counts are below these levels, 
treatment will be delayed and doses adjusted on the subsequent course 
as shown below: 

Day 29 WBO4000 mm3 - Proceed with full dose MOPP, ie 100% all drugs. 
Platelet > 100,000 mm3 

29 WBC< 3000 mm3 - Wait 3 days and repeat blood count. 
Platelet <100,000 mm3 

32 WHC^4000 mm3 - Proceed with full dose MOPP, ie 100% all drugs. 
Platelet > 100,000 mm3 

32 WBC<4000 mm3 - Wait 3 or 4 days and repeat blood count. 
Platelet <• 150,000 mm3 

35 or 36>WBC 3000 mm3 - Full dose VCR & Prednisone 
Platelet ^100,000 mm3 50/^ dose HN2 & Procarbazine. 

WBC 2,000-3000 mm3  - Full dose VCR & Prednisone 
25" dose HN2 & Procarbazine. 

WBC 1000-2000 mm3   - 50'; VCR; no HN2 or Procarbazine. 

. t 
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I 

Pay 35 and 36 (cont'd) 

Platelet    50.000-100.000 ^    .    pun ^ ^ & p/ednl8one; 

25% HN2 and 25* Procarbazine. 
^50,000 mm3 

- No therapy. 

When patients have first relapse they may receive another 6 courses of 
chemotherapy. 

Progress & Results;  No patients have been entered at 

Conclusions; None 

MOPP 

WRAMC 

Funding Requirements:  See Introductory remarks to Annual Research Report. 

Publications; None 

Type of Interim 
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Work Unit No.: 1555 

Title of Project; CALGB Protocol #0702 (Pilot Study), Evaluation of 
Galactltol 1, 2:5, 6-Dianhydro in the Treatment of 
Advanced Carcinoma of the Lung and Melanoma. Addendum 
#1. 

Investigators; 

Principal; Johannes Blom, M.D. 

Objectives;  To determine the antitumor effect of galactltol in small cell, • 
large cell, squamous and adenocarcinoma of the lung and melan- 
oma. 

Technical Approach:  Chemotherapy Regimen: 

Patients who have received prior cytotoxic chemotherapy will be 
required to wait three weeks from the date of the last dose of 
chemotherapy before starting on Galactltol. 

Galactltol Dosage: 60 mg/m as a slow intravenous push every 
seven days. 

Dose Modifications: 

WBC (mm3) Platelets aÄ Dose 

P-AOOO 7100,000 Full 

3-4000 75-100,000 75% 

2-3000 ,50-75,000 50% 

^2000 ,£50,000 Wait for counts 
to recover 

Dose Adjustment:     If after four injections of Galactltol the white 
blood cell count does not nadir below 4,000 or 
the platelet count below 100,000,   the dose of 
Galactltol will be increased to  75 mg/m    intra- 
venously each seven days. 

Concomitant Therapy:     Concurrent use of steroids,  antibiotics or 
other treatment modalities to be used as 
indicated. 

Palliative radiation to be used as Indicated. 
This do^es zoz remove patient from study unless 
it is used to control progressive disease or all 
the measurable disease. 

194 
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Progress & Results;  WBAMC entered 14 patients, one of whom had melanoma. 
None of these have had a significant response. 

Conclusions; Too early 

Funding Requirements:  See Introductory remarks to Annual Research Report. 

Publications; None 

Type of Report;  Interim 
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Work Unit No.;    1556 

Title of Project; ALGB Protocol #7721 - Add.  //2:    A comparative Study 
of Adrlamycin vs Daunorubicln at Two Dose Levels  for 
Induction and of 4-Week Cycle versus  8-Week Cycle 
for Maintenance Chemotherapy In Acute Myelocytlc 
Leukemia by Cancer and Leukemia Group B. 

Investigators; 

Principal;    Johannes Blom,  M.D. 

Objectives;    A.    Inductions Phase; 
1. To test whether Daunorubicln at a reduced dose of 

30 mg/M    produces corplete remissions with the same 
frequency as Daunorubicln    at the standard dose of 
45 ing/M2,  and whether the same duration of remission 
and the same survival are produced by both doses. 

2. To test whether another anthracycline, Adrlamycin, 
at a dose of  30 mg/M- produces complete remissions 
with the same frequency as Daunorubicln at the 
standard dose of 45 ng/M^, and whether the same dur- 
ation of remission and the same survival are produced 
by both doses. 

B.    Maintenance Phase: 
1. To test whether the duration of remission is equiv- 

alent in patients receiving maintenance chemotherapy 
at 8 week intervals when compared with patients re- 
ceiving maintenance every 4 weeks.    The comparison 
will also be made with respect to survival from on- 
set of the protocol and from the onset of maintenance. 

2. To test whether prolonged exposure to anthracyclines 
CDaunorubicin and Adriamycin)  in maintenance, as a- 
chleved by the use of reduced doses  (30 mg/M^), 
increases  the duration of remission as  compared to 
the standard dose of Daunorubicln (45 mg/M^)  given 
to the same cumulative total dose. 

Technical Approach;    Induction Phase Treataent Schedules 

Regimen I; daunorubicln 45 mg/M^/day by rapid IV 
Injection on days 1,   2,  and  3 plus 

cytoslne  arablnoside 100 mg/M^/day by 
continuous  IV infusion  on days  1 through 
7. 

11 
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ReRlmen 11; daunorublcln 3U mg/M'/day py rapid J.V 
Injection on days 1, 2 and 3 plus 

cytoslne arablnoside 100 mg/M^/day by 
continuous IV infusion on days 1-7. 

Regimen III; adriamycin 30 ing/M^/day by rapid IV 
injection on days 1, 2 and 3 plus 

cytosine arabinoside 100 mg/M^/day by 
continuous IV infusions on days 1-7. 

Prior to induction patients must have the following procedures completed: 

Skin tests - PPD, mumus, dermatophytin, SKSD (see 7.2) and measure 
reaction. 
Lumbar puncture    (see ^.7).     Enter results of special stains on 
flow sheets. 
A Quantitative immunoelectrophoresis (performed at diagnosis), at first 
Ml marrow and every four months thereafter. 

First induction course should not be shortened for hematologic reasons. 
Subsequent induction is as follows: 

Bone marrow aspiration seven days after completion of first induction 
course 

Repeat marrow aspiration if first is aplastic or hypocellular and 
contains 5% or less leukemic cells (one week after first aspiration) 

When cellularity returns to normal with 5% or fewer leukemia cells 
randomize for maintenance therapy 

If marrow contains more than 5% leukemic cells and cellularity is 1+ 
or greater give second course Ara-C 100 mg/irr continuous IV infusion 
for five days and anthracycline previously used by rapid IV injections 
on days 1 and 2 only of the second course 
Bone marrow aspiration 7 days after completion of second induction 
Give third induction course if marrow again contains more than 5% 
leukemic cells and cellularity is 1+ or greater 

If significant marrow hypoplasia occurs, randomize to maintenance 
If severe toxicity occurs during first or second induction and re- 
covering marrow is M2 randomize to maintenance 

Failure t« achieve at least M2 marrow after recovery from third 
course constitutes treatment failure - patient off protocol 

Drug Dose Modification - Induction Phase 

Leukopenia: The production of leukopenia is necessary and desirable 
in remission induction.  The initial seven and three-day course should 
not be reduced based upon peripheral blood count.  The decision to give 
a first course of treatment is a full commitment.  The decision to give 
a second or third course is made seven or more days after the completion 
of I lie prcvIons connu' .'iml in  IwiKcil on thi' marrow flndlucs, number of 
leuki'iiilc cells In Uiu boiu' murrow and the cellularity of the bone marrow. 

Thrombocytopenia:  Depression of the platelet count may be due to pro- 
gressive disease or to drug toxicity.  Drug-induced thrombocytopenia 
is frequently encountered during treatment with Ara-C and Daunorubicin 
or Ara-C and Adriamycin and replacement therapy with platelets is 

3/ 
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Drug Dose Modification - Induction Phase (Cont'd) y 

mandatory. If platelets are not available and hemorrhage ascribable 
to throrabocytopenia ensue, all dru^s should be withheld until plate- 
lets are obtained. Platelet transfusions should be given prophylac- 
tlcally to all patients with platelet counts of ZO.OOO/M^ or below. 

Mucosal Ulceration, Gastrointestinal Tasicity: Severe stomatitis, 
laryngitis, esophagltis, pharyngitis, uncontrolled nausea and vomiting, 
diarrhea and gastrointestinal bleeding necessitate discontinuing drugs 
until improvement has occurred. Drugs may then be resumed, using one- 
half the prescribed dose of Ara-C for the completion of the prescribed 
time period. The full dose of Daunorubicin or Adriamycin should be given 
as prescribed. 

Nausea and vomiting should he treated symptomatlcally. 

Increase in bilirubin to greater than 2 mg% or transaminase or alkaline 
phosphatase level to twice the baseline after the initial course of 
chemotherapy necessitates consideration of possible drug toxicity.  If 
these changes appear to be due to drug toxicity rather than to compli- 
cations of leukemia, Ara-C and Adriarycin or Daunorubicin doses should 
be decreased to 50% of the previously used dose. 

Renal Dysfunction: High urine flow is desirable as prophylaxis against 
hyperuricemla, hyperphosphatemia, and hyperkalemia during remission 
induction in all patients. For actual or anticipated hyperuricemla, 
allopurinol therapy should be instituted. For uric acid nephropathy, 
the pH of the urine should be rendered alkaline with intravenous 
acetazolamide (Diamox).  In the presence of urate nephropathy, the 
injection of bicarbonate and possibly of Mannitol may be of benefit in 
patients who can tolerate the increased osmotic load.  If impairment 
of renal function develops, antileukenic therapy should be interrupted 
for clarification of the cause of renal toxicity and to attempt to re- 
store kidney function. 

The total cumulative dose of Adriamycin or Daurnorubicin should not exceed 
550 rag/M^. Because the total dose expected during Induction therapy will 
not exceed this amount, no cumulative cardiac toxicity is anticipated. 
.Any cardiac abnormalities should be treated by the usual means of rest, 
Digitalis, diuretics, salt restrictions and anti-arrhythmics, if necessary. 

Alopecia: Hair loss occurs very frequently with Adriamycin or Daunorubicin 
administration so that patients should be forewarned about this probability. 
A scalp tourniquet that provides lower drug levels for the hair roots also 
provides a sanctuary for leukeraic cells and should not be used. 

m 

Patients will be placed on maintenance regimens after completion of induction 
phase. 
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REGIMEN 

Maincenance Kegimens: 
TIME INTERVAL 
BETWEEN MAINTEN- 

ANCE COURSES (WEEKS) 

ANTHRACYCLINE & 
DOSE (INDUCTION & 
MAINTENANCE 

AI 4 DNR 45 mg/M2 

All 4 DNR 30 mg/M2 

AIII 4 ADR 30 mg/M2 

BI 8 DNR 45 mg/M2 

BII 8 DNR 30 mg/M2 

Bill 8 ADR 30 mg/M2 

DISCONTINUE 
ANTHRACYCLINE AFTER 
MAINTENANCE COURSE H 

15   11    7 

27   23   19 

27   23   19 

If 1 course was required for Induction 

If 2 courses were required for Induction 

If 3 courses were required for Induction 

Dose modification - Maintenance Phase: 

Marrow status: The bone marrow must be aspirated monthly just prior 
to each new course to determin whether the patient is still In re- 
mission. More frequent bone marrow examinations may be indicated 
by abnormalities in^he blood count or clinical status. 

Leukopenla and Thrombocytopenia: If granulocytes are greater than 
2000/cm and there is no active Infection and platelets are greater 
than 100,000/cm, give 100% of scheduled dose in the second main- 
tenance course at the scheduled time. 

If neutrophils or platelets are below these threshold values or 
if infection is present, delay one week and repeat blood counts. 

If counts have recovered above threshold values at one week and/or 
inCcctlon is controlled, proceed at full dose. 

If counts are still below threshold values, at one week and main- 
tenance course is due to start but marrow cellularity is 2 or 
greater, give 50% dose of all drugs for next course. 

If counts are still below threshold values at one week after 
maintenance course is due to start and marrow cellularity is 
less than 2, continue to withhold drugs until marrow cellularity 
reaches 2 or counts satisfy threshold values, then give 50% dose 
of all drugs. 
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Severe marrow hypoplasla  (leukopenia 100/ul or marrow cellularity 
of 0-1+)  associated with severe Infection justifies 50% dose re- 
duction in Ara-C,  TG,  DNR or Adr,  despite    hematologlc recovery. 

Neurologic Toxlclty:    The dose of vlncristlne should be decreased to 50% 
for disappearance of deep tendon reflexes only if this Is accompanied 
by diminution of muscle strength or perslstend parestheslas.     For more 
severe disability,  (specify In the remarks),  the vlncristlne should be 
omitted until reovery begins,  at which point 50% of dose should be 
reinstituted. 

Cortlcosterold Toxlclty:     Prenisone will be   temporarily withheld or  tapered 
rapidly,  or decreased to one-half dose  (specify in remarks)   for: 

a) active peptic ulceratlon; 
b) severe diabetes mellltus poorly controlled by insulin 
c) steroid psychosis or hypomanla 

Hepatic Toxlclty or involvement:     If billrubin Is greater than 3 mg% but 
less than 5 mg% give 50% of vlncristlne,  TG,  adriamycin and daunorublcln. 
If billrubin is greater than 5 mg% omit vlncristlne,  TG,  daunorubicin and 
adriamycin. 

Cardiac Toxlclty:    The maximum dose of DNR and ADR that a patient can re- 
ceive in any arm of this protocol is 510 mg/M .    At this dose,  cardiac 
toxlclty is not anticipated.     Any cardiac abnormality should be treated 
by  the ususal means of rest,  digitalis,  diuretics and anti-arrhythmlcs 
If necessary,   and DNR (or ADR)   should be discontinued. 

Progress & Results: WRAMC entered 11 patients.    One is too early for evalu- 
ation.    Five had no response and died from 3 to 31 days 
after entry on  the protocol.    Four went into a complete 
remission,   and    are  in complete remissions  from 84 to 
303 days.     One had a partial remission,  subsequr.atly 
relapsed and died on day  337. 

Conclusions;     Too early 

Funding Requirements;    See Introductory  renarks  to Annual Research Report. 

Publications:    None 

Type of Report:     Interim 
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Work Unit No.; 1557 

Title of Project! CALGB Protocol lü 0704 (Pilot Study) : A Phase II Trial 
of Neocarljsnostatin in Car^ioma of the Bladder, Kidney, 
Pancreas; Stomach, Uterus, Ovary, Hepatoma, Acute Leukemia, 
or Malignant Melanoma. 

Investigators; 

Principal: Johannes Blom, M.D. 

Associate; M. Robert Cooper, M.D. 
Robert L. Comis, M.D. 

Objectives; To evaluate response rate, duration of response and survival 
of patients with acute leukemia, pancreatic, stomach, bladder, 
ovarian, uterine, liver and renal carcinoma, and malignant 
melanoma treated with a new p^ent, neocarzinostatin (NCS). 
To determine the frequency and severity of different organ 
system toxicities in patients with advanced cancer treatment 
with neocarzinostatin. 

Technical Approach; 

Patients with acute leukemia (all types) receive the following treatment: 

Neocarzinostatin 2500 U (2.5 mg.)/M2/day I.V. bolus over 30 minutes 
x 5 days, repeated at intervals of 7-10 days if necessary to obtain 
a remission (3 courses of 5 days considered an adequate trial.) 

All patients with solid tumors of pancreas, liver, stomach, kidney, 
bladder, ovary and uterus, and malignant melanoma meeting the 
eligibility requirements who have received prior chemotherapy or 
radiotherapy will start at 1500 U (1.5 ing.)/M /day x 5 days and, 
if tolerated, the dose will be increased in the next course to 
2250 U (2.25 mg.)/M/day x 5 days. Patients not previously treated 
with chemotherapy or radiotherapy will start at 2250 U (2.25 mg.)/ 
IT/day x  5 days. 

Courses will be repeated every 35 days. 

Neocarzinostatin will be discontinued if no response is seen after 
three courses. 

Drug Modifications; 

Hematologic Toxiclty; Modifications according to changes in WBC 
and platelets will be made as outlined on next page for solid 
tumors. 
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If WBC Is 

^ A,000 
3,000 - 4,000 

^13,000 

and/or platelets 

>120,000 
80,000 - 120,000 
^.80,000 

Dose 

100% 
50% 

Hold Rx 

^ 

Renal Toxlclty;    Omit  therapy if serun creatinine rises to^2.0 mg%. 
Resume at 50% dosage if toxicity clears  (i.e. serum creatinine 

^.1.6 mg%).    If toxicity persists discontinue therapy. 

Gastrointestinal Toxicity;    If nausea and/or vomiting are severe, 
omit therapy until symptoms clear and resume at 50% dose. 

Skin and Systemic Toxicity;  If a severe skin rash develops or a high 
fever develops uncontrolled with antipyretics, or antihistamlnes, 
discontinue therapy,    Significatihypotension and/or anaphylaxis or 
anaphylactoid reactions are a reason to discontinue therapy. 

During treatment of neocarzinostatln the following procedures should 
be obtained: 

For Acute Leukemia:    Repeat bone marrow at 2 - 4 weeks after initiation 
of induction therapy.    Daily CBC and platelet count.    SMAC-20 x 3/wk 
or sooner. 

For Solid Tumors:    Repeat chest x-ray or scan or sonogram required to 
evaluate Indicator lesions prior to each cycle of chemotherapy.     Daily 
CBC and platelets  during therapy and SMAC-20 weekly or sooner if 
indicated.    For pancreas and sto-ach cancer,  follow-up CEA values 
are indicated.    A CBC and platelet count should be obtained every 2 
weeks following therapy. 

Progress  & Results;    Six patients have been entered at WRAMC.    One of whom 
is too early for evaluation. One patient had stable 
disease and the other four progressive disease. All 
patients have expired. 

Conclusions;     Too early 

Funding Requirements;    See introductory  remarks to Annual Research Report. 

Publications;     None 

Type of Report;    Interim 
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Work Unit No.: 155R 

Title of Project; CALGB Protocol #7761,  A Study to Determine the Effective- 
ness of Single versus Multiple Alkylating Agents with or 
without Adriamycin in the Primary Treatment of Multiple 
Myeloma. 

Investigator«; 

Principal; Johannes Blom, M.D. 

Objectives; To test the hypothesis that three alkylating agents given 
sequentially produce 

i) higher frequency of good response 
and ii) longer duration of disease control 
than the same alkylating agents given in combination. 

To test the hypothesis that addition of adriamycin to a 
combination of three alkylating agents 

i) Increases the frequency of good response 
and ii) prolongs the duration of disease control 

To test the hypothesis that 

i)  the frequency of good response 
and ii)  the duration of disease control 
are the same after treatment with intravenous L-PAM as 
after treatment with triple alkylating agents. 

To compare the duration of remission maintained with Oral 
L-PAM in patients induced with combination chemotherapy regimens 
and with I.V. L-PAM, and to compare duration of disease control 
with these regimens against historjical controls maintained on 
Intravenous therapy with triple alkylating agents. 

To evaluate psychosocial function in patients with myeloma before 
and during treatment and to investigate differences in psycho- 
social function in patients receiving different treatment. 

To determine if new experimental regimens prolong the survival 
of patients with multiple myeloma compared to historical controls. 

Technical Approach; 

Regimen I   Combination Alkylating Agents plus prednisone 

L-PAM 8 mg/nT I.V. on day 1 
Cyclophosphamide 300 mg/m I.V. day 1 
BCNU 100 mg/m I.V. day 1 

Each cycle = 6 weeks 
Repeat for 12 cycles (72 weeks) 

BUN ^30/ 
creatinine 5*1,5 
give 1/2 dose 

1 1 
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BUN ?30/ 
creatinine >1.5 
Give 1/2 dose 

Prednisone during first 6 weeks only 

0.8 mg/kg p.o. single dose days 1-14 
0.4 mg/kg p.o. single dose days 15-28 
0.2 mg/kg p.o. single dose dy£s 29-42 

D/C after day 42 
Begin maintenance therapy in 73rd week 

Regimen II   Sequential Alkylatlng Agents plus prednisone 

I/-PAM 16 mg/m2 I.V. day 1 
Cyclophosphamlde 600 mg/m2 I.V. day 22 
BCNU 150 mg/m I.V. day 43 

Each cycle - 12 weeks 
Repeat for 6 cycles (72 weeks) 

Prednisone during first 6 weeks only (see Regimen I) 

Begin maintenance therapy in 73rd week 

Regimen III  Combination Alkylating Agents plus adrlamycin plus prednisone 

/^L-PAM 8 mg/m2 I.V. N        Days 1,43,106.148,211,253,316, 
10 courses ^Cyclophosphamide 300 mg/m2 I.V.X 358,421,463 

BCNU 100 mg/m2 I.V. ^ 

4 courses 3  Adriamycin 45 mg/m2 I.V. days 35,190,295,400 

Prednisone (as per Regimen I) 

Begin maintenance therapy in 73rd week 

Regimen IV  I.V. L-PAM plus prednisone 

L-PAM 16 mg/m2 I.V. days 1,15,29,43,71 and every 4 weeks 
thereafter until day 491/then D/C 

Total of 20 doses 

Prednisone as per Regimen I 

Begin maintenance therapy in 73rd week 

MAINTENANCE THERAPY 

L-PAM 0.05 mg/kg p.o. dally until relapse, progression of 
disease, or 2 years from day 1 of induction 
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Progress & Results; WRAMC entered 3 patients, one Is too early, one expired 
on day 40 and one has stable disease on day A9. 

Conclusions: Too early 

Funding Requirements; See Introductory remarks to Annual Research Report 

Publications; None 

Type of Report; Interim 
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Work Unit No.:    1559 

Title of Project; CALGB Protocol 7781   - Add.  //3:    Small cell carcinoma of 
the lung:    Localized disease.    A phase III study.    Combin- 
ation chemotherapy vs alternating chemotherapy plus 
radiotherapy with or without immunetherapy. 

Investigators: 

Principal;    Johannes Blom, M.D. 

Objectives:    To test whether chemotherapy (with either of two combinations 
of agents)  and radiotherapy  (to the primary site and brain) 
produce a higher frequency of response  (complete and partial) 
in patients with localized small cell (oat cell)  carcinoma of 
the lung,  as compared to historical controls. 

To test whether combination chemotherapy and radiotherapy pro- 
duce longer durations of response in these patients,   as com- 
pared to historical controls. 

To test v/hether combination chemotherapy and radiotherapy 
affect patterns of relapse in these patients,  as compared with 
historical controls. 

To test whether combination chemotherapy and radiotherapy pro- 
long survival in these patients,  as compared to historical 
controls. 

To test whether the two combinations  of drugs,  used with radio- 
therapy, have significantly different effects on; 

i)     frequency and/or duration of response 
ii)    pattern of relapse or 

iii)     survival in patients with localized small 
cell carcinoma of the lung 

To test whether immunotherpay with MER (Methanol extraction residue 
of Bacillus Calmette-Guerin),  added to combination chemotherapy 
(with either of two regimens)  significantly affects; 

i)    duration of response and/or 
ii)    pattern of relapse and/ör 

iii)     survival 

In patients with localized snail cell carcinoma of the lung 
initially responsive to combination chemotherapy and radio- 
therapy . 
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To evaluate psychosoclal function in patients with localized 
small cell carcinoma of the lung before, during, and after 
treatment, using: 

i) the rating of psychosocial function; 
ii) the handicap rating scale; 

iii) the profile of mood states; 
iv) Demographic data. 

Technical Approach; Prior to patient being randomized for induction, at 
the completion of induction and on Day 304 the following 
skin tests must be performed: PPD, Dermatophytin "0" 
and "Streptokinase-Streptodornase: Waridase". 

INDUCTION PHASE: 

Regimen I: Patients will receive the following 
drugs: 

Methotrexate 

Adriamycin 

CCNU 

30 mg/M2 IV 

35 mg/M2 IV 

30 mg/m po 

Cyclophosphamide 400 mg/M IV 

All drugs are given on the first day of the cycle. 

TWo cycles of chemotherapy will be given, on Days 
1 and 21, followed by radiotherapy in a split course 
technique (The first part of a split course of radio- 
therapy will consist of 2500 rads In 10 treatment 
days beginning on Day 42.  This will be followed by 
a two week rest period.  Then, 2000 rads will be given 
in a further 10-day period beginning on Day 70.  In 
addition, 3000 rads in 10 treatments will be given 
to the whole brain of all patients entered into this 
study.), to be followed by two further cycles of chemo- 
therapy on Days 84 and 105. 

Adriamycin is omitted from the third cycle of MACC, which 
is given one week after the completion of radiotherapy. 
This should prevent the exacerbation of radiation esoph- 
agitis and esophageal stricture formation.  Adriamycin 
will be reinstituted on day 105 at the beginning of the 
fourth cycle of chemotherapy. 
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'Regimen H; Patients will receive the following 
drugs: 

The first course given on Day One is: 

Cyclophosphamide 

CCNU 

Vincristine 

700 mg/M2 IV 

2 
70 mg/M 2£ 

1.0 mg/M2 IV 
(No greater than 2.0 mg in 
any single dose will be given) 

On Day 21 of each six week cycle: 

2 
Adrlamycin 

Vincristine 

50 mg/M IV 

1.0 mg/M2 

(No greater than 2.0 mg in 
any single dose will be given) 

As in Regimen I, radiotherapy will begin on Day 42 
by the split course technique (See description of 
split course technique in Regimen I), chemotherapy 
will be reinstituted on Day 84. 

The induction phase of this protocol consists of four 
cycles of chemotherapy, two prior to the institution 
of radiotherapy, and two subsequent to the completion 
of radiotherapy. 

MAINTENANCE PHASE 

At day 136, patients will be restaged and an assessment 
of their performance status and response will be made. 
All patients who have evidence of progressive disease 
prior to this point will go off protocol. All patients 
who have had an objective response or no change will 
be randomized to receive addition chemotherapy or 
chemo-immunotherapy. 

Regimen A: Patient should continue with his initial 
chemotherapy (Reg I, 
week intervals. 

or Reg II) at three 

Regimen B: Patient should continue with his initial 
chemotherapy (Reg I. or Reg II) and in 
addition, receive immunotherapy with MER 
given every six weeks, starting on the 
day of the randomization and coinciding 
with first maintenance course of chemo- 
therapy . 
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Radiation Therapy: 

MER dosages: 

200 ug t^" . 
\ • 2 cm 

100 U8 "tic» 
10 ug I ^ 

'p 1 cm 

1 ug > 4/ 
fv 1 cm 

. 1 ug ' ^ 

.01 ug *   , 

1  cm 

At the time of the first scheduled administration» 
200 ug of MER should be injected intradermally into 
teach of three (3) sites on the anterior body surface. 
Sites should be chosen so that each site is drained 
by a different group of lymph nodes.  In addition, 
doses of 200, 100, 10, 1, 0.1, and 0.01 ug should be 
injected in a linear array of sites on an anterior 
thigh as illustrated above: 

Acceptable sites for MER injection, in addition to the 
proximal thighs, are the upper and lower abdominal wall 
and the infraclavicular areas. Sites where the regional 
lymphnodes have been excised or irradiated should not 
be used. Areas which might be irritated by friction 
from clothing, etc should be avoided. 

Evaluation of the area to be irradiation must be made prior 
to commencing chemotherapy.  The volume to be Included in the 
irradiated field is defined as the original tumor size and its 
drainage because recurrence may develop in any part of the 
area of original involvement despite marked shrinkage after two 
courses of chemotherapy. 

I 

I 

Radiation therapy to the primary tumor will commence on Day A2 
after two courses of chemotherapy. Radiotherapy will be given 
by a split course technique using two weeks for the first courst 
a two week rest, and then two weeks for the final course. 

Radiation of megavoltage quality (1 MeV or greater) will be usec 
preferably with an isocentric gantry apparatus with a source 
to axis distance greater than or equal to 80 cm. 

Radiotherapy portals shall include the primary disease site, th« 
whole width of the mediastinum extending superiorly above the 
supersternal notch and inferiorly 4 cm. below the carlna. More 
generous margins may be desirable superiorly for upper lobe 
lesions and inferiorly for lower lobe lesions. With this field 
coverage, subcarinal lymphnode groups as well as groups of lymph 
nodes of the lymphatic drainage of the thoracic duct will be 
covered. The supraclavicular fossi bilaterally, will be inr.lude 
in all cases using an anterior field ^nly. 

1 
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The tumor dose will be 2500 rad in 10 session^ over two 
weeks. AP ?A parallel opposing fields will be used. Follow- 
ing a two week rest period, an additional 200 rad in 10 
sessions to the same volume will be deliverd. This is 
designed to give a TDF of 75. 

Dose calculations shall be done on the basis of midplane 
doses, i.e., the dose to the central axis point midway 
between the anterior and posterior entrance points. The 
dose to the spinal cord at the suprasternal notch should 
be calculated and recorded in each patient.  For sharply 
sloping chests, it may be necessary to calculate the dose 
in more than one plane. If a variation In the midplane 
dose of more than 10% at the different planes is noted, a 
compensator will be required.  If tissue compensation is 
employed, it should be clearly indicated in all the records 
sent to the Radiotherpay Office. 

The supraclavicular fossi will receive a given dose of 4500 
rads + 5%, calculated at a depth of 3 cm. The dose of 
these areas should be calculated and recorded as reference 
doses into the Radiotherapy Reporting Forms. The depth of 
the recorded dose should be 3.0 cm from the skin surface. 
This will require the addition of boosts to the supra- 
clavicular fossae only. The inferior border is defined 
as the lower edge of the clavicle at the sternoclavicular 
joint. 

During thf second course of treatment the field arrangement 
should be appropriately modified so that no part of the 
spinal cord receives a dose in excess of 4200 rads (or a 
TDF of 69). 

If field' arrangements other than AP PA parallel opposed 
portals are to be used, the dose distributions are to be 
calculated and isodose maps are to be plotted at the mid- 
plane and at other planes of interest. 

For purpose of this study, no corrections are to be applied 
for lung or bone attenuation. Doses will be described in 
rads to muscle. 

Modification of Radiation Dose: Patient's general disability or deterioration may 
call for interruption or cessation of treatment. 
The reason should be stated and any modification of 
time/dose relationship should be accounted for by 
adjusting the daily dose rate and/or total dose in 
order to achieve a TDF of 75. Radiotherapy should 
not be started or should be stopped if the white 
blood count falls below 1000 or the platelets fall 
below 30,000. Hemoglobin levels below 10 gm. should 
be corrected by transfusion without interruption of 
radiation therapy.  Radiation therapy may be tempor- 
arily stopped if sever esophagitis occurs. 
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Prophylactic Whole Brain Radiation:    Radiation of me^avoltage quality 
Q MaV or greater) will be used. 

With the patient  in a supine position, the parallel opposed lateral 
portals will be used.    The field will include the entire cranial content 
The inferior margin of the field will pass through the supraorbital ridg« 
the external auditory canal and C2 vertebra.    Parallel opposed fields 
will be employed.    Each field will be treated every day. 

The tumor dose will be 3000 rads administered in 10 treatments over 
12 days.    The dose will be calculated midway between the lateral entrant 
points on the central axis.    This will deliver a TDF of 62.     Rarely, 
transient dementia has been observed in petients who have received 
prior chemotherapy when this dose and schedule of brain irradiation 
has been given.     Equally rare has been the observation of transient 
dementia when chemotherapy has followed the irradiation. 

Dose Modifications,1:        CCNU,   cyclophoephamide, adriamycin and methotrexate. and 
concurrent therapy: 
Hematologlc Toxicityj    On day of scheduled course: 

j 

If Leukocyte Count Platelets are Then Give 

>A000 and >150,000 100% 

3500-4000 or <100,000 75% 

2500-3500 or > 75,000 50% 

2500-3000 or >75,000 25% 

<2500 or <75,000 Delay dose until WBC 
has reached appropriate 
levels. 

Hepatic Dysfunction; If on Day of Therapy: 

The bilirubin or SCOT Give Indicated Percentage Dose of 
0ng%) (iu) ADM CYT MTX CCNU MER VIN 

Is <2.0 is<60 100 100 100 100 100 100 

2.1-4.0 60-150 50 75 75 75 100 50 

75.0 >150 0 0 0 0 0 0 

 — ■ ,-. -..^ ,. 



ff«PI 

Renal Dysfunctlcn 

If GreatInlne 

(ing%) 

Is within normal limits 

«1.5) 

1.5-2.0 
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Give Indicated Percentage Dose Of 
MIX 

100 

50 

25 >2.0 

Neurologic Toxicity 

If deep tendon reflexes are absent and/or there is mild paresthesla 
with no loss of muscle strength, give 75% of vincristine dose. 

If deep tendon reflexes are absent and/or there is plus moderate or 
severe paresthesia and/or dimunition of muscle strength down to 50% 
of expected, give 50% of vincristine dose. 

For severe disability or for ileus or urinary retention, omit vincris- 
tine until recovery is noted. After recover, restart at 50% dose. 

Bladder Toxicity: 

Gyclophosphamide can cause severe hemorrhagic cystitis and fibrosls 
of the bladder.  These effects can be minimized by good hydration using 
a diuresis of approximately 2-3 liters over 18 hrs following the admin- 
istration of the drug, plus frequent bladder emptying.  Should this side 
effect occur, subsequent courses may be given at half (50%) dose or with 
the use of acetyleysteine (Mucomyst^) instillation into the bladder. 

Gastrointestinal Toxicity k 

i 

If oral-pharyngeal ulcers are present on the day of treatment, methotrexate 
and adriamycin should be temporarily omitted, and cyclophosphamide given 
at half (50%) dose until the oral-pharyngeal ulcers are cleared. Sub- 
sequent doses of adriamycin and methotrexate will restart at 50% dose. 

Cardiotoxiclty 

Appearance of congestive heart failure or a persistent arrhythmia is an in- 
dication to discontinue adriamycin. „Such toxicity is unusual at a 
cumulative dose level below 550 mg/M , however, there may be additive effects 
or synergism with radiation therapy and cyclophosphamide. Electrocardiographic 
changes, lowered QRS complex, non-specific ST wave changes may appear, and 
further adriamycin should be used with caution subsequent to this.  Perhaps 
a better mechanism for determining the onset of adriamycin toxicity is the 
measurement of systolic time Intervals, or the ejection fraction as determined 
by echocardlography. 

Alopecia 

Alopecia is universal with the drugs and brain irradiation being used. 
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MER dose modifications and toxicities: 

The titration site on the anterior thigh should be observed 1 to 3 weeks 
' after the initial administration of MER. The smallest dose of MER which 
produced areas of induration 1 cm in diameter, with minimal or no central 
necrosis, should be used for subsequent courses of treatment with MER. That 
dose should be injected intradermally into each of five (5) sites drained by 
different groups of lymph nodes. All subsequent doses of MER should also be 
injected in these sites; however, new injections should be at least 1 cm distant 
from previous injections in the same area. 

If patient develops increasing sensitivity to MER, as evidenced by increasing 
induration and/or ulceration at the injection sites, the titration should be 
repeated using 100%, 10%, 1%, 0.1%, 0.01%, and 0.001% of the dose established 
by the previous titration. 

MER will be administered during the maintenance phase at six week intervals 
from days 136-304, and at eight week intervals from day 360 to day 696. Initial 
dose will be 1.0 mg as described (MER dosages). Further dose modification wil3 
be as described above. 

MER Toxicity 

Allergic Reactions; Systemic allergic reactions are extremely rare but 
would be an indication to omit MER permanently. Such reactions should 
be treated with eplnephrine and/or steroids if anaphylactic, in addition 
to any other clinically indicated therapy. Severe reactions should be 
reported immediately to the study chairman. 

Local Pain; Pain at the injection site is to be anticipated and should be 
treated with appropriate analgesics; it is not an'indication to withdraw 
therapy. However, if 4ulcers greater than 1 cm in diameter occur, further 
dose titration should be performed. 

Fever: Post vaccination febrile episodes and chilliness may occur and should 
be allowed to run their course or be treated with antipyretics. They are not 
an indication to stop therapy. 

RADIATION Toxicity 

Hematologic toxicity; will not be experienced at these dose levels. A low white 
count and platelet count at beginning of treatment should not alter the planned 
treatment doses, but will be assumed to be chemotherapeutically induced. 

Skin Reaction; some erythema will be experienced at these doses but this will not 
lead to sever changes requiring any particular treatment. 

^«^. 

Adriamycin enhancement and recall;   in those patients who have had adriamycin prior 
to radiotherapy,   then enhancement of  the skin eruthema  and severe esophagitis 
may be experienced.     In  those patients who are given adriamycin after radio- 
therapy,  both the skin erythema and esophagitis may  return,  and  the patient 
should be both informed of  the  possibility and aware of  the  cause.    Treatment 
is  symptomatic only  and the problems are only  temporary. 
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Cardlotoxlcity;    not normally observed at  these dose levels, will hqrve to be 
watched for with the addition of adriamycin. 

CONCURRENT THERAPY; 

Transfusion of blood and platelets and treatment with antibiotics, 
allopurinol,  acetazolamide, phenothiazines, heparln and other drugs are 
permitted where indicated.    The reasons for the use of ancillary therapy, 
the doses employed and duration of  therapy shall be indicated on the flow 
sheet. 

EVALUATION OF PSYCHOSOCIAL FUNCTION: 

Rating of psychosocial function (RPF):    This is done by the physician. 

Handicap rating scale:    This is done by the physician. 

Profile of Mood States (POMS):    On PSY-2 Form. 

Demographic data:    Supplied by patient. 

Ratings will be obtained: 

1) Prior to treatment 

2) At the conclusion of radiotherapy 

*    3)    At the time of randomization for 2ER 

4)    and at the time of relapse; when 50% of patients have 
relapsed,  the remaining patients will be rated. 

Progress & Results:    WRAMC entered six patients.    Four patients have stable 
disease from 92 to 212 days.    One patient expired and 
one is off study on day 60. 

Conclusions:    Too early 

Funding Requirements:    See introductory  remarks to Annual Research Report. 

Publications:    None 

Type of Report:     Interim 

• -'-■iJU'tMMllililll in miiiHi^,^--,.^., --^-'- .   —   --   r 



iQiimmmmmmimmmim'*m'm*v'*'w" 'mwiimmm    - 

-•.-    Unit    Tt0( )6oi 

Title of Project: Add.  0:    Use; of penty-nidine 
Is^thic-nets  in pne'.inonia cauced by or  suspected to 
be ca"_5ei by pneuraocystis carinii. 

Investifcatorö: 

Principal:     Johanzvcä J.'J. ,  M. D. 

Objectives: Tre^.tr-f-nt  ^ r.-.e-:.-,onia c«iur.r*d "by or suspected to be 
causei ':."•' pneirrocystis  carinii with pentamidine  isethionate. 

Technical Approach:    Pentamdine isethionate U mg/kg I.V.   for 12-1'* days. 

Progress  and Resiü-cs:     Six jii'tients have been  entered,  five of whoia had 
good clearing of the infiltrative process.    The 
sixth patient had pulmonary hemorrhage at autopsy 
and no evidence of pneumocystis. 

Conclusions:     As has been demonstrated by many investigators, pentamidine 
is an effective drug in the treatment of pneumocystis 
carinii pneumonia.     No new patients have been placed on 
study  since Nov 1974>   as other drugs have become available. 
However, pentamidine isethionate remains a very useful agent. 

Funding Requirements:     See introductory remarks to Annual Research Report. 

Publications:     None 

Type of Report:     Final 
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-..crk Unit No.;    I$02 

Cltle Of Project;     WRAMC rrozocol 7301 - Add.   0:    The Uco of 
ChDlestyr>.:'ine in I'&t^statlc Cnrcinona of the 
Frostete   -.nd Ovary t-.r.z. Other llaligimricies. 

Invest 1 r;ato:^5_; 

Frincipal:    Johannes Blors, I'.D. 

Objectives:    To observe response in n^tastatic caivinonia of the prostate 
ar.i ovary and other nalisr.^'.cies. 

Technical Approaca:     Cholestyramine  (qurstran) k ng (one packet) placed 
in a preferred beverage three times daily.     Because 
of inter Terence wi-'n the absorption of lipid soluble 
vitamins, 2 ml of ^olyvisol vill be administered 
daily. 

Progress & Results:    Four patients have been entered on study.     Three 
had no response or progressive disease.    One has 
had rainirnally progressive disease for about 18 
months.    One patier.-: vas recently entered vho had 

• subjective improvezent. 

Conclusions:    No new patients have been entered on study.    This study 
was closed. 

Funding Requirements, FY-T8: See introi-2tory remarks to Annual 
Research r.eport. 

Publications:    None 

Type of Report:  Final 
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^jtTe of Fro.lect.:    WPJ^-IC ?rotojol 7206 - The Use oi" I'vtlhyl-CCI.'U   (l- 
(2-cr::.orortuyl)-3-(1i-irie4ohy3cyclohexyl)-l-nLtrobOuraa- 
l)'v:;SC p^'^1)   ill the Trc'i-Lr^.-it of Brain Tutors. 

In ve s^if :ai 9i"A: 

Principal:     Johannes Hlo-, M.D. 

Associate,-    P^trici R, Bergevin, liAJ, MC 

Ob.iectivss:     To evfi-.V:3te the effectiveness of I-'eCCliU in the treatnent 
of Co ta-jors as lueasiireä by tuaor shcinkage with possible 
neurological improver.ent and duration of survival. 

Technical_ADDroach:    Patients are divided into sooi risk ani poor risk 
groups.     The good risk group will receive adria- 
nycin 60 mg/m^ and DIG 250 mg/m2 for  5 days.    The 
poor risk group will receive adriaruycin. U5.O mg/ 
a2 end DIG 200 ng/ra2 for 5 days. 

Progress  & Results; Fifty-five patients have been entered on study. 
Six are lost to follow-up or no recent informa- 
tion is available;  9 patients had either 
metastatic disease or no histologic information 
of primary brain tumor.    29 patients were begun 
on treatment after completion of surgery and 
radiation to the brain.    Two of these had Grade 
II astrocytomas with recurrence for which they 
received further radiation therapy and were then 
placed on chemotherapy.    One relapsed on day 762 
and this other on day 889.    Four    of these 29 
patients had Grade II astrocytomas and are stable 
from 274 to 1355 days, one relapsed on day 577. 
Twenty patients remained stable or became a- 
symptomatic until they had progressive disease 
and subsequently expired from 15 to 549 days. 
The remaining two patients have been stable for 
205 and 255 days.     Eleven patients were placed 
on study when they had evidence of progressive 
disease,   one obtained a complete remission and 
relapsed on day  594.     Ten patients remained on 
study until further progression or death from 
37  to 625  days.     24 patients had progressive 

, 
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Conclusions: 

disease and almost all expired shortly afterwards. 
One patient had an improvement of his clinical 
condition but progression of his disease by day 
594. TWenty-two patients were entered on study 
after surgery and radiation therapy when their 
condition was stable.  Twelve patients relapsed 
from 19 to 770 davs after entry on the study. 
Five patients renain on study from 180 to 1335 
days. 

The efficacy of this treatment for patients with active 
disease is very minimal.  The efficacy of the chemo- 
therapy after surgery and radiation therapy will need 
further evaluation. 

Funding Requirements; See introductory remarks to Annual Research Report. 

Publications; None 

Type of Report;  Interim 
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Title of Pro.loot:    V.' V.?>J-!3 Protocol 7^05  - Phase II Protocol Combination 
Ch*r.otr.e:,apy vith Di::ethyl-Triäze:io Iraiü-ixole Carbox- 
arsida   ''JIC)  and Adria^jycin in Soft Tissue and  Bnne 
Sarcor'-S. 

Trivesti^atcrs: 

Principal: 

Associate: 

Johannes  Blcn,  H.D. 

A.  Richard Miskoff,  I'AJ,  ■•: 

ectives:     1.     To  ieterraine  Die  efficacy  of cor.VInation chenotherapy 
viüb DIC and adriaoycin in patients with soft tissue 
ani bone sarcomas. 

2.     ^o evaluate the  toxicity of this cenbination of agents. 

Technical Approach: 

Progress  & Results: 

Conclusions; 

Treatment regimen  for good risk patients: 
Adriamycin 60 mg/nr on day 1 in rapid I.V.  infusion 
DIC 250 rag/m2 I.V.  daily for 5 days 

Treatment regimen for poor risk patients: 
Adriamycin 1+5 mg/n2 on day 1 in rapid I.V.   infusion 
DIC 200 mg/ra2 I.V.  daily for 5 days 

Thirty-eight patients have been entered on the 
study,  3 patients are lost to follow-up or no 
recent follow-up is available,  2 patients are 
not evaluable,   1 patient refused treatment and 
one was invalid because at autopsy the diagnosis 
was renal cell  .     1 patient had a complete re- 
mission,  and relapsed at da;   677.     Four remain 
in complete remission from 610 to 1147 days.     One 
patient received the treatment as adjuvant,  but 
had progressive disease by day 44,  2 remain in 
remission at  610 and 431 days respectively.   3 
had a partial remission,   10 had progressive di- 
sease,   10 had stable disease or no response. 

Although patients with a variety of sarcomas have been 
entered on this study,   the overall response rate is 
rather low.     However,  many  of   these patients had   far- 
advanced disease.     The study was  closed  to entry of 
new patients on 18 May  1978. 

Funding Requirements: 

Publications:     None 

See introductory  remarks to Annual Research 
Report. 

Type of  Report:     Interim 
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V'jrl-c Unib "üq. :     lolG 

Title of Trotzt:    V.P.-J-IC Protocol 7307, Add.  1 - Phase I-II Evrtlui-itic-r. 
of Di::--o1ulcitol  in Previously Treated FaLlents 
»^.-n  . .r ^ :.L)1. i olC   t-di OinOIlia,   ox    one   mC-taC.       ^i>uj.   Lj—A-S-i) 

_Princit).il;    Johannes ?.lDn, M.D. 

Objectives;     Evaluation of dibroraodulcitol in patients vho have been 
treated vith and are resistant to standard no^ss of therapy. 

Technical Apprca^h:     Patients will be treated with üibrornodulciton by 
r.outh on days 1-10 of each 21 day cycle. 

Progress & Results; Fifteen patients have been entered on the study. 
One patient is free of disease on day 757.    The 
study was discontinued in December 1977, because 
of low blood counts.     All other patients had pro- 
gressive disease. 

Conclusions;    Twenty-nine patients were entered by all participating 
Institutions.    In four patients a response was observed. 

Funding Requirements;    See introductory remarks  to Annual Research Report. 

Publications:    Tormey, D.C.,'Falkson,  G., Perlin,  E., Bool, J., Blom, 
J.,  and Lippman, M.    Evaluation of an intermittent 
schedule of dibroraodulcitol in breast cancer.    Cancer 
Treatment Reports 60  (11);   1593-1596,  November 1976. 

Type of Report:     Interim 
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.'It.le of Prov '•.■?.;:-!C Protocol lh02 - Protocol for Adjuvant Therapy 
o:" Sts-ge II Testicular Carcinoaa with Chemothc?rapy 
(A?ti-crvr;in-D and Chloranbucil), Radiation Therapy 
cr Ch3=0therapy plus Radiation Therapy after Retro- 
piritcr.tal LjZ:.oh No.le Dissection. 

Investi^ators 

Principal: 

Objectives: 

Anthea/ "orski,  COL,  MC 
S-:»r.l-?y Chism, MAJ, MC 
Joharj-.es Blora, M.D. 

To äe-:3rnine which is the best form of therapy in patients 
vita stage II oarcinoraa of the testicle after radical 
lyr:phaienectoQy. 

Technical Aoprcach: 

Progress & Results: 

Patients who had all tumor removed at the time of 
radical retroperitoneal lymph node dissection are 
randomly assigned to one of three forms of therapy, 
radiation therapy, chemotherapy or chemotherapy 
plus radiation therapy.     The chemotherapy will be 
continued intermittently for three years and will 
consist of actinomycin-D and chlorambucil.     Patients 
who have residual tumor in the abdomen after radical 
retroperitoneal dissection are randomized "between 
two forms of therapy, radiation therapy and chemo- 
therapy plus radiation therapy. 

This study was activated in January IPT*».     Four 
patients have been entered at WRAMC.    Two patients 
had chemotherapy and two patients had radiation 
therapy.    Both patients who received chemotherapy 
relapsed.     No follow-up is presently available on 
the patients who had radiation therapy.     This was 
a national study under the auspices of the National 
Cancer Institute in which several institutions 
participated,  however because of lack of entry of 
patients onto the study it was discontinued  on 26 
January 1976. 

Conclusions:     None 

Fundine; Requir&r'.ents:    See introductory remarks to Annual Research Report 

Publications:     None 

Vpe of Reuort: 

o o 
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-;< Unit lio^: lo21 

^tle of Froject:  W?AMC Protocol 7203 - Phase 
'■ ~       in Acute Leukemia 

II Protocol 5-Aaacyti^ 

' 

7''vestiyntors: 

Principal:  Johannes 31on, M.D. 

Associate:  A. Richard Miskoff, MAJ, MC 

Objectives: To deterziine the effectivensss of 5-azac>rtidine in the 
Lvea^nrnt of acute Icukenia. 

Technical Approach:  5-azacytiäine 250 ng/m2 I.V. daily x5 in 3 divided 
infusions every 8 hours 

This course to "be repeated every 2 veeks. 

Progress & Results:  Fourteen patients have "been entered on the study, 
1 patient  is lost to follow-up, 1 had an in- 
adequate treatment, 1 had a complete remission, 1 
a partial remission and 10 had no response. 

Conclusions:  5-azacydiäine is a moderately active agent in patients 
vith advanced acute leukemia. Experiences in other 
institutions indicate a somewhat better response rate 
in combination with other agents. 

Funding Requirements: See introductory remarks to Annual Research Report 

Publications; None 

Type of Report; Interim 
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Title ol V.TAMC Protocol 7^05, Add.   1 - Treatment of Advanced 
?.5.-:s.l Cell Carcinoma vith a Conbination of 1- 
(chlor ethyl )-3-cyclohexyl-l-nitrosourea (CCI-iU) (I.SC 
79^37)  ar.d Bleo.-aycin  (liSC 125066). 

Invest!Tabors; 

Principal: \*] -a vi — .^ c no::, M.D. 

AssociaLe:     Ivan ?.   Law, MAJ, MC 
Daniel H.   Cox, MAJ, MC 
Bernhard T. Mittenyer, COL, MC 

Objectives:     1.     To evaluate the effectiveness of CC1JU and bleomycin in 
^^ treatment of advanced renal cell carcinonia. 

2.     To Esasure survival in patients so treated. 

Technical Approach: 

Induction:     All patients will receive 
CCIiU 130 mg/ra    p.o.   every 6 weeks 
Bleonycin 15 mg I.V.  once a week 

Maintenance: All patients who are in complete remission or a partial 
remission after three courses of induction regimen will 
receive: 

CCIJU 130 mg/m" p.o.  every 6 weeks 
Bleomycin 15 mg I.V.  every three weeks, not to exceed 
the maximum total dose of 210 mg/m^ 

Progress & Results; Thirty-one patients have been entered on the study, 
on 4 of these patients no recent follow-up Is avail- 
able,  one had Inadequate treatment.     Ten patients 
were entered for adjuvant  treatment,  2 of whom 
relapsed at 152 and 222 days.    The remaining 8 
patients remain without evidence of disease from 
483 to 1447 days.    None of 16 patients with meta- 
static disease had a response to the treatment, 
had progressive disease and subsequently expired. 
Two patients developed severe pulmonary toxicity 
with dyspnea after total doses of bleomycin of 
180 mg and 270 mg,  subsequently both died. 

I  
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Concluslona; The number of patients entered in the adjuvant group is 
too few to make any conclusions at this time. 

Funding Requirements;  See introductory remarks to Annual Research Report. 

Publications! None 

Type of Report; Interim 
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TLzii oz Project! WR.V.'-'.C   ?ro:ocüL  ,v7404 -  Aid.   :-L:      L^-.-.uaoluy/icai 
evaluatioa and ircunoth&rapy  cf pr.ticats vit.h 
carciuoi^a of  the lung. 

I 

Investigator: 

Principal:    Johannes Bloa, H.  D. 

Associate:    Killiaa J. Hain, IIU, HC, USA '    ■. 
Robert K.  Oldhac, M.  D. 
Robert B.  Kerbeman, lt. D. 

Objectives:     1.    To investigate the therapeutic efficacy of BCG given 
be damal scarification in patients with carcinoma of  the 
lung. 

2. To investigate the therapeutic efficacy of the 
coEbination of BCG and allogeneic tumor cells in patients 
With carcinooa of the lung. 

3. . To correlate in vitro and in vivo nsasurements of 
cellular xomunity uith the clinical status of the patient.   . 

Technical Approach:    Patients  are put into threebroad groups based on 
_ ~     _—      ^^ extent of disease: • 

A patients - surgically resectable disease  (no 
clinically detectable tumor after^ 
surgery) 

B patients - 1) surgically treatable for the bulk 
•     of tumor but net coiqjletely locally 

resectable (palliative resection) or 
2)  residual disease treatable by local 
radiotherapy   (after 1)  or primary 
disease treatable by radiotherapy 
(patients in whom surgery is 
contraindicated) 

C patients - patients vzith metastatic disease._ 

Radiotherapy:  A)  "Curative Intent" - B patients; 
Vlhen no distant netastases are 
clinically detectable,   5000 rads 
delivered at 900-1000 rads weekly 
in divided doses   to  the primary 
tunor,  adjacent ir.ediastinun and 
hilar region  follo'.'ed by an 
additional 1000-1500 rads  to the 
prinary   tirr-.or only. 

L i. D 
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C P'i-ti-Jat3  and nay be givir. ü il'.* 
discretrtoa of  the physician, Z'J IDC^I 

tur.or ,r.a3333 in C patients during 
chaaotherapy  for cetastatic diöaase 
if clinical synptoiis warrant it. 
3000 rads over tuo weeks will be 
administered to  the local synpta- 
na tic area only. 

Chemotherapy: A patients - no chemotherapy. 

B patieats - Will be  treated with 
chemotherapy as C patieats after 
they have finished their radio- 
therapy. 

Imz-uno therapy: 

C patients - All patients will be 
treated with chemotherapy as 
follows:    Cytoxaa 500 mg/M , 

.Methotrexate 40 eg/H > 
Vincristine 2.0 mg 

total dose intravenously on days 
1 and 8 of a 28-day cycle.    Chemo- 
therapy will continue for a two- 
year period.     Patients randondzed 
to receive BCG or a BCG plus 
allogenetc tumor will receive these 
materials  on days 1 and 21 of the 
28-day cycle. 
All patients   (group A, B and C)  shall 
be randomized into three groups: 

1) Control group - no innuno- 
therapy. 

2) Non-specific active icmuno- 
therapy  (BCG only) every two 
weeks by Keaf gun dermal 
scarification. 

3) Specific active inmuaotherapy 
(BCG + Alloganeic Cells).     These 
patieats will receive BCG as 
outlined above  and in addition 
will receive allogenaic tirr'.or 
cells in the same extremity at 
the same visit.    These cells 
will be  intradsrcülly and sub- 
cutaneously injected adjacent  to 
the BCG scarification. 

iL ^•'-^  :*..—■ ^■jl..,^l,..^.jr. -^.•. __ 
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Progress & Results; 

-.-i 

Conclusions: 

Thirty-nine patients have been entered on the 
study. Six patients were not evaluable because 
of early death, all with advanced disease. One 
patient is lost to follow-up.  One A patient on 
BCG relapsed at 715 days and one at 32 days. 
Nine patients are still on study from 345 to 1425 
days. Six A patient controls relapsed from 273 
to 760 days. One patient is still on study at 
195 days. Four B patients on BCG and chemotherapy 
relapsed from 48 to 190 days, one patient is still 
on study at 1206 days. Four B patients on chemo- 
therapy alone relapsed from 27 to 245 days. One 
patient died at 90 days and one at 281 days with- 
out evidence of disease. Two C patients on BCG 
and chemotherapy had progressive disease and ex- 
pired at 124 and 186 days. One patient on 
chemotherapy with the syndrome of inappropriate 
ADH secretion went into complete remission and 
expired 7 months later from a pulmonary embolus 
without any clinical evidence of disease. On 1 
January 1977 entry of B and C patients to the 
study was terminated. Entry of A patients will 
continue. 

Based on the data of all 70 patients entered by all 
participating institutions it could be concluded that 
BCG or BCG plus allogeneic tumor cells were unable to 
prevent recurrences or improve survival In B and C 
patients.  It seems that Stage A patients may benefit 
from the use of BCG after definitive treatment. 

Funding Requirements;  See introductory remarks to Annual Research Report. 

Publications: "Immunological Monitoring and Immunotherapy in Carcinoma 
of the Lung," R.K. Oldham, et al. The results of this 
study were presented by Dr. Perlln at the Chicago Sym- 
posium on Immunotherapy of Solid Tumors in February 1977, 
the proceedings of which will also be published. An 
updated presentation was delivered by Dr. Perlln at the 
American Society of Clinical Oncology 13th Annual Meeting, 
Denver, held on 16 and 17 May 1977, and published in the 
proceedings, page 346. Dr. Herberman of the National 
Cancer Institute presented data of this study at the 
Second Conference on Lung Cancer Treatment sponsored by 
The Division of Cancer Treatment, National Cancer 
Institute, Airlie House, Virginia on 23 May 1977, in a 
talk titled "Prospects for Immunotherapy of Lung Cancer 
with Specific Immunoadjuvants." Proceedings of this 
meeting will be published in the Cancer Treatment Reports. 

Type of Report;  Interim 
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VTork Unit *:o.: 

"itle of Froje.j I: r.iemoirrjjuriothc-r.-ipy of Carcir-cr.» 
Bevel. ?ivised Dec^n'ber 1976- 

Tnvesbigators: 

Principal: Johannes Blcn, M.D. 

jjsociate:  ..illx-sz o. neir, .-AJ, .-.L 
'     Richari "iskoff, M\J, MC 

Robert "uir, LTC, MC 
S?-lva-ore Scialla, M-AJ, MC 

Objectives; To investigate the therapeutic efficacy of BCG "by dernal 
scarification in patients with carcinoma of the colon or 
rectun vhen combined with 5-^J and combination 5-FU and 
KeCCMJ. 

Technical Aporoach: 

Patients eligible for this protocol car. be put into four "broad groups 
Jaased on the extent of disease: 

Type II Patients (Stage B^) - Extension into but not through cuscularis 
(Stage B2) - Extension to or through sercsa; 

negative nodes 
III Patients (Stage Ci) - Limited to serosa; positive nodes 

(Stage C2\ -  Extension through serosaj positive 
nodes 

IV Patients - Locally metastatic disease beyond lymphatics, the 
bulk of which can be removed, but with some tumor 
remaining. 

- Cannot tolerate surgery 
- Tumor of such size or fixed so that surgery would 
not he undertaken. 

V Patients (Stage D) - Distant netastases 

Surgery Protocol - Surgical resection of colon and rectal cancer is 
undertaken when there are no medical or surgical 
contraindications and the patient consents to surgery. 

Radiotherapy Protocol - "Curative intent" for type IV2 patients 
"Palliative intent" for type V patients 

Chemotherapy Protocol - 
Type II and III - Starting about 3 weeks after surgery, but no later 

than 6 weeks, or vhen in the Judgement of the 
physician the ratier.t can tolerate chenotherapy. 

228 
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Type IV2 

day 1 through 5 feioh 28 days,     [f t.ho n'>•••-:   -■-■- 
courses are veil  tolerated withovvt Tnvi,-.i'v 
this dose will be increased to 15 mg/kß.    Che.:r- 
therapy will continue at leabL 2 years. 

After 2 wssks   (10 doses)  of radiation, these patients 
will "be treated as V patients. 

Type IVI  - About 3 vs»ks after  surgery, these patients will be 
treated as V patients. 

Type IV3 - If af-er radiotherapy the patient is operable and the 
tunor is completely resectable, the patient will begin 
chemotherapy as a type II patient.    If the tumor is not 
conpletely rctectable,  they will be treated as type V 
patients.     If    after radiotherapy the patient is felt 
to be inoperable he will be treated as a type V patient. 

Type V      - Will be treated with combined 5-FU and MeCCNU instead of 
5-day 5-FU infusion: 

5-FJ 325 rag/m2 daily I.V. days 1-5 and 3D-JtO (l cycle) 
MeCCNU 150 mg/n2 p.o.   day 1 

Each cycle is repeated every 10 weeks  (day 71)- 

Immunotherapy Protocol - 
Type II and III - Patients randomized to receive BCG will have  it 

administered on days 8, 15» 22 of the chemotherapy 
cycle for three courses then every 2 weeks  (days 
8 and 22) thereafter for at least 2 years. 

Type IV and V      - Patients randomized to receive BCG will have it 
administered on day 22, 27»  57» etc. 

The BCG will be a lyophilized preparation (Phillip Roxane high 
viability Pasteur BCG).     It will be administered as directed on the 
BCG procedure sheet.    For severe local reactions, the next dose of 
BCG will not be given. 

Progress & Results; Seventy-six patients have been entered on study, 
6 of whom have no recent follow-up available,   4 are 
lost to follow-up,   one patient was  invalid because 
of carcinoma of the esophagus.    Of  23 patients en- 
tered for adjuvant treatment,  8 received BCG,  1 of 
whom has relapsed at 288 days,   7 remain free of 
disease from 548 to  1279 days.    Fifteen patients 
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Conclusions: 

no BCG, 2 of these relapsed at 131 and 210 days. 
Twenty-three patients with metastatlc disease 
received chemotherapy alone, one had a partial 
remission and subsequent progressive disease at 
236 days. Six remain on study from 1A1 to A63 
days with stable disease.  The remaining 16 
patients had stable disease from 27 to 470 days 
with subsequent progression. Eight patients with 
metastatlc disease received chemo-lmmunotherapy. 
Two remain on study at 619 and 1244 days.  Six 
remained stable with subsequent progression from 
93 to 364 days. 

Addition of BCG does not add to the response rate or 
duration of response of patients with metastatlc disease, 
in fact the results of the chemotherapy are rather poor. 
For the evaluation of the value of adjuvant treatment, 
the patients will have to be followed for a longer period 
of time. 

~"1 j I 

I 

Funding Requirements; 

Publications:    None 

See Introductory remarks to Annual Research 
Report. i 

Type of Report;    Interim 
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Vork Unit V.o.:    Ic29 

:i11e of Project: j.ro i««.' Protocol T'-iOT, -*.'3d.  2 - 
:»n^ Melrtnona 

'   t- — 1   > ^ ./-X   »   V .-,    ..•,■! 

Investigator5: 

Principal; Johannes 31on, M.D. 

Associate: '.rilli-^. J.  Heim, MAJ, MC 
A. Richard Miskoff, MAJ, MC 

Objectives: The purpose of this study is to determine if nonspecific 
in^u^otnerapy with BOG given hy dernal scarification is of 
value in the treataent of malignant nelanosa when used 
after surgery in stage I nelanona and in cornbination vith 
ICD? (inidazole carboxaaide dinethyl triaena) or MeCCHU 
in stage II-IV melanoma. 

Technical Approach: 

Patient 
Stage 

categories; 
No metastatic disease.  Primary penetrates beyond the 
icaediate subepidermal zone. 

Stage II - Local recurrence or metastases within 3 cm of the primary. 
No distant metastases, no lymph noSe involvement. 

Stage III - Regional metastases more" than 3 cm from the primary sue. 
A - Intradermal 
B - Regional lymph nodes 
AB - Intradermal and regional nodes. No distant 

metastases. 
Stage IV - Distant metastases 

Treatment schedules: 
Stage I - Within 2 weeks following surgery, the patient will be 

treated with BCG by dermal scarification weekly for 3 
months and then every other week for 21 months. 

Stage II - ICDT TOO mg/m2 on day 1 of each 21-clay cycle. BCG on 
day 7, 12 and 17 of the 21-day cycle. This treatment 
will be continued for at least 2 years after complete 
remission is achieved until there is evidence of 
progressive disease. 

Stage III - These patients will be treated as stage II within 2 weeks 
of surgery. Therapy will continue for at least 2 years 
or until there is progression of disease. 

Stage IV - As soon as the diagnosis has been established, these 
patients will receive chemoicnunotherapy as described 
under stage II.  Therapy is continued until there is 
evidence of disease pro.2re?.3icr.. 

m— —<—^- !  i   .. m^umtutimmm^m 
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grogreaa & Results; Forty-thxee patients have been entered, 2 of 

whom have been lost to follow-up or on whom there 
Is no recent data available. Seventeen patients 
had Stage I disease, 1 of whom relapsed at day 
284 and one at day 313, 15 remain in remission 
from 22 to 1218 days.  Thirteen Stage HI patients 
were entered, seven relapsed from 29 to 694 days, 
six are remission from 174 to 730 days. Twelve 
Stage IV patients were entered, 4 remain stable 
from 125 to 199 days. The remaining 8 patients 
had progressive disease. The study was closed 
to entry of new patients on 19 May 1978. 

Conclusions: It is too early for conclusions concerning the value of 
BCG in Stage I melanoma, however in far advanced disease 
this regimen Is minimally active. 

Funding Requirements; See introductory remarks to Annual Research 
Report. 

Publications: None 

Type of Report; Interim 
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Vorjc Unit Ko. :  .lo?0 

Title of Project:  Wp.-.MC ?r:trcol 7l'09, Md. 1 -Comparative Tripl c: 
T^-oxifen and FliiDxyr.-^sterone plus Tainoxiren in 
Metastatic Breast Cancer.  (NCI B132) 

Tnvestirator: 

Principal: Johannsä Bio-, M.D. 

Objectives:  1.  Response rates and durations will be compared to assess 
~ ~        ^ve relative therapeut-ic benefit of the two regimens. 

2. The quality of survival will be assessed in the two 
regimens. 

3. Prognostic importance of a variety of pretherapy 
stratification factors will be evaluated. 

Technical Approach; 

Regimen A - Ta-oxifen 2.0 ng/m^ p.o. t.i.d. 

Reginen B - Fluoxymesterone 7-0 mg/m p.o. b.i.d. 
Tanoxifen 2.0 mg/mP  p.o, t.i.d. 

The dose of tamoxifen will gradually be increased. 

Progress & Results; Thirty six patients have been entered, one of 
whom is invalid because patient did not take 
the proper dose and patient was taken off study 
because receptor studies were negative subse- 
quently. One patient is too early for 
evaluation. Thirteen had no response or pro- 
gressive disease. Twenty patients had Improve- 
ments or stable disease from 70 to 1069 days. 
Eight of whom are still on study from 34 to 
345 days. 

Conclusions: Although the response rates are rather low these are 
all patients who have far advanced carcinoma of the 
breast and who have not necessarily proven hormone 
dependency. 

Funding Requirements: See Introductory remarks to Annual Research Report. 

Publications; None 

Type of Report; Interim 
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Title of Fro,' ■.•,.;;::: Protocol 7lil2, Add. 1 - Metastatic breast 
C^:-2ir:3;:a Study to Evaluate the Effect of Cyclo- 
rhos'nha^ido, Adrianyrin and 5-Fluorouracil versus 
Adriazycin, Di'bror.odulcltol and Vincristine 
Sequentially Alter:.äting vith Cyclophosphanide, 
Methotrexate and 5--r-'-orouracil. This is a study 
in ccoreration with --he National Cancer Institute 
and ths "ational "aval Medical Center. 

Invcs*i rat rr; 

Principal:  Jol'ar_-es Blom, M.D, 

Objectives:  1. 

2. 

3. 

The response rates obtained with the two induction 
regimens will be co::.p£red for their value as primary 
induction therapy. • 
Both programs will be compared for their impact upon 
response duration. 
The prognostic importance of selected pre-therapy 
stratification factors will be assessed as to their 
impact upon response rates, response durations and 
survival within each program. 

Technical Approach: 

Induction Therapy - 
Regimen A - Cytoxan 100 mg/m p.o. every day as a single daily dose 

on days l-lUlof each cycle 
Adrianycin 20 rag/nr I.V. over 5 minutes on days 1 and 
8 of each cycle 

5-FÜ 500 mg/m^ I.V. push on days 1 and 8 of each cycle 

All drugs are recycled to day 1 of the next cycle on 
day 29 of each cycle, each cycle is 28 days long. 
Treatment will be continued for 2 full cycles and 
thereafter until either patient has progressive disease 
or no change, at which time they will be removed from 
protocol, or a total dose of 500 mg/m of adriamycin is 
obtained after which the patient enters the maintenance 
phase. 

Regimen B - Adriamycin U5 ng/ra I.V. day 1 of each cycle 
Dibromodulcitol 150 mg/m^ p.o. every day as a single 
daily dose on days 1-13 of each cycle 

Vincristine 1.2 mg/m' I.V. days 1, 8 and 3 5 of each cycle 

■>■   ' 
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3 consecutive cycles aflrr ..hi.:"n t:.e [.-itieut iu swltcr.e: 
to the :'ollo-:lnij Fru^ra;.i: 

Cytoxan 100 rs/m p.o. every day as a single daily dose 
on days 1-1« of each cycle 

Methotrexate ^0 "s/r2 I.V. push on days 1 and 8 of each 
cycle 
5-FU 600 mg/ra2 I.1 on days 1 and 8 of each cycle 

Each cycle is ^3 u ■•!';?•     Ti-eatsent on this r^giaen 
is  continued for  3 full cycles  after vhich the patient 
indergoes sequential therapy with auriamycin, dihro- 
noculcitol, vincristine alternating vith cytoxan, 
cethotrexate,  5-FU after each 3 cycles until either the 
patient has progressive disease or no change and is 
renoved from protocol or a total dose of 500 iLgAü2 of 
adrianycin is attained after vhich the patient enters 
the naintsnance phase. 

Maintenance Therapy - This  is attained after a cumulative dose of 
500 Eä/n2 of adrianycin has "been given in both 
regimens A and B: 

Cytoxan 100 ng/'n2 p.o.   every day as a single 
daily dose on days l-ll< of each cycle 

Methotrexate ^0 r.^/n2 I.V. push on days 1 and 
8 of each cycle 

5-FU 600 ng/ra2 I.V.  push on days 1 and 8 of 
each cycle 

Progress & Results: 

Each cycle is  28 days long. 

Twelve patients were entered on the study. 
Two patients remain in complete remission at 
657 and 823 days.     The remaining patients obtained 
an improvement or remiined stable until progression 
from 136 to 837 days.    This study was        closed 
to entry of new patients on 31 May 1977. 

Based on 90 evaluable patients entered by participating 
institutions there was no significant difference be- 
tween responses and duration of response in the two 
treatment regimens. 

Funding Requirements:     See introductory remarks  to Annual Research Report. 

Conclusions! 
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. ublictxLiN.-;;^ 

•or, of the Univerc-ty of Pretoria at the 6Sth / 
_ of the Ar.ci-ican .'csociation of Cancer Kese^ 

Denver, Colorado, 1-17 "ay 1977, page kQ  of the 
published proceedings. 
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Type of Report:  Interim 

o o i2 
L.OÜ 

    



mmm itmimrmn   i       ..IIIN   iinl.l|WJ III n I    . M'HWI»»".'"» ' ' ' -^ 

Work Unit No.:  1643 

Title of Project: The Use of Auto Factor IX Concentrate Dried in 

the Treatment of Patients with Bleeding Due to Fac- 
tor VIII Inhibitors and the Treatment of Factor 
VIII Inhibitors. 

Investigator;  Daniel B. Kimball, Jr., LTC MC 

Objectives; To study the usefulness, efficacy and safety of auto- 
factor IX concentrate in the treatment of. inhibitors to 
factor VIII. 

Progress and Results:  Since the activation of the study only one 

patient has presented with bleeding and an 
inhibitor to factor VIII.  She was ineligible 
for study because of concomitant liver disease, 

Conclusions:  I desire to keep the study open in order to have the 
ability to utilize this invertigational agent available 
for the treatment of this difficult management problem. 

Funds Utilized, FY-78:  None 

Funding Requirement, FY-79:  None 

Publications: None  ' 

Type of Report:  Interim 
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v.r.-vc Protocol Y501 - Evaluation of Adrinr.ycin er.i 
Cir-?li-.-;-i ;n Co'ibir.ilior. Chemotherapy in Treatr.ent 
o: !2.1irr.3.nt Disease A Phase II Study. 

Princir?.l;    Johannes 31cm, M.D. 

Associates    Wiilia^i BaTjcock, MAJ> MC 
Salva-ore Scialla, MAJ, KC 

Objectives;    To evaluate the cntitiuaor activity of the conhination of 
airisciycin ajid cis-platinu^ in previously untreated 
•^•ilignancies that have a low order or response to conven- 
tional nodes of therapy such as head and neck carcinon^, 
Equ=ir:ou3 and adenocarcinona of the lung, netastatic 
transitional cell carcinoma of the bladder and renal cell 
carcinoma. 
To evaluate the antituraor activity of this corabination in 
malignancies that have become refractory to conventional 
nodes of therapy euch as ALL, AML, Hodgkin's disease and 

.   ' non-Hodgkin's lynphoma, oat cell carcinoma of the lung, 
adenocarcinoma of the prostate,  soft tissue sarcoma, 
and multiple myeloma. 

Technical Approach;    Adriamycin 60 mg/m   I.V. day J. every 21 days 
Cis-platinum 6o mg/m   I.V.  day 1 every 21 days 

Progress & Results;    Thirty-one patients with a variety of malignancies 
have been entered on the study.     Eight patients with 
widespread prostatic carcinoma were entered.     2 ex- 
pired at day 12 and 15;  2 remain on study with stable 
disease at 161 and A54 days,  the remaining: four had 
stable disease with progression at 172 to 246 days. 
Minor improvements were seen in carcinoma of the 
esophagus, adenoid cystic carcinoma of the head and 
neck area, multiple myeloma and renal cell carcinoma. 

Conclusions;    None 

Funding Requirements;    See introductory remarks to Annual Research Report 

Publications:    None 

Type of Report;    Interim 
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'....-'---< Unit No.: 16 ^9 

"itle of Proj ec 
3 - i , _ 

Investigators: 

■tocol 7f>02,  Add.  1 - Clie:aOir_-aur.othorapy of 
C'jrcinoma 

FVincipal; 

Associate: 

Objectives; 

Johannes 31.T., M.I). 

Charles F. Miller, I4AJ, MC 
VTillian McDonald, MAJ, MC 
Bernhard Mitteaeyer, COL, MC 

To s-uiy the efficacy of the combination of cyclophospha- 
mide and 5-fluorouracil with and without BCG imaunotherapy 
in the treatment of advanced Stage D carcinoma of the 
prostate. 

Technical Approach: 

Regimen A - Cyclophosphamide 1000 mg/m" I.V. on day 1 
5-fluorouracil 600 mg/m 3.V. on days 1 and 8 
BCG oxlO8 units on day lU  and 21 

Regimen B - Cyclophosphamide 1000 mg/c^ I.V. on day 1 
5-fluorouracil 600 mg/nr  I.V. on days 1 and 8 

This cycle to be repeated every 28 days. 

Progress & ResultL; WRAMC entered thirteen patients on the study; one 
patient was not evaluable.  Two patients had a 
partial remission for 176 and 360 days on chemo- 
therapy alone. The remaining seven had stable or 
progressive disease from 30 to 288 days. One 
patient on chemotherapy and BCG had a short lived 
improvement but refused further treatment. Two had 
progressive disease at 52 and 138 days. 

Funding Requirements: See introductory remarks to Annual Research Report. 

Publications: None 

Type of Report:  Interim 
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•rk Unit. Wo.:     1650 

Title of Prc^?cJ 

5.6-- 
:-t:.-cl 7603 - Hviluation of Galactitol 1,2: 
.♦••^ro in the Treatment of Advanced Ileoplastic 

iJi_c-=i.3i 

r+i --. ■! 

rrinoit^l: 

AsPOCi v ti': Vi 1 ■• i -j- J Hein, MAJ, MC 

Objecti v-.-: To ."r .K. '.üie the antituaor effect of ^alactitol in a "broad 
Epec-r-.-j^ of r.etastatic turaors. 

Tochnical Approach: Galactitol 60 mg/m2 I.V. every 7 days 

FroKress and Pesultä: VSAMC entered 21 patients with a variety of tumors, 
none of vhom had any significant response. Based 
on experience by ethers it seens that further 
investigation of this drug is warranted in patients 
with resistant carcinona of the lung and nelanoaa. 
For this purpose this protocol was adapted for a 

* pilot study for re-hers of the Cancer and Acute 
Leukemia Group B. Therefore, WRAMC 7603 was closed 

for entry of new patients on 30 June 1977. 

Conclusions: Galactitol does not seem to be an active agent, but requires 
further study in melanoma and carcinoma of the lung. 

Funding Requirements: See introductory remarks to Annual Research Report. 

Publications: None 

Type of Report: Final 
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Unit i.'o. Ib51 

~i-}e of Frojc-ri V.?.v-lC rrotocol YöOIJ, AH.   1 - ConbinHtaon Chemotherapy 
Protocol Cor the Treat.-.ent of Advanced Gastric Carcir.Dr.; 
vith either l-tetra-hydro-2-fm-anyl-5-fJuoruuracil 
(Ftorafur), Adria^ycin and Kitoniycin-C vs,  5-Fluoro- 
uraoil, Adriainycin and Mitomycin-C.    Addendim 1 
elinir.a-ed the use of Ftorafur.     This is a study in, 
cooperation with the Oncology Service, Georgetown 
University Hospital. 

1 

Inveaöi^ators: 

Principal: Johannas Blom, M.D. 

Associate: J. Phillip Olnert, MAJ, MC 

Ohjectives: To study the efficacy of and compare the results of treat- 
ment vith Ftorafur, adriamycin, and raitomycin-C vith 
5-fluorouracil, adriamycin and mitomycin-C. 

Technical Approach: Ftorafur 1500 mg/irr  I.V. daily for 5 days during 
week 1 and 5 of each 8 week cycle 

Adriamycin 30 mg/m2 I.V. on day 1 and day 29 
Mitomycin-C 10 mg/m2 I.V. on day 1 of each 8-veek 
cycle 

5-fluorouracil 600 mg/m I.V. on days 1 and 8 and 
days 29 and 36 of each 8-veek cycle 

Adriamycin 30 mg/m I.V. on days 1 and 29 of each 
8-week cycle 

Mitomycin-C 10 mg/m2 I.V. on day 1 of each 8-week 
cycle 

Regimen I with ftorafur was discontinued 
"on 1 July 1977. 

Progress & Results; WRAMC entered 14 patients, one patient was never 
begun on treatment, four are not evaluable. Two 
patients on ftorafur had progressive disease by 
day 44 and 208. One developed congestive heart 
failure by day 386 and expired on day 557. Six 
patients were treated with regimen II.  One had 
complete regression of liver metastases with 
recurrence by day 200, one had a short partial 
remission, the remaining four had progressive 
disease from 37 to 441 days. 

........ .   ..^  
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Funding Requirements;    See Introductory remarks to Annual Research Report. 

Publications:    Presentation 13th Annual meeting of American Society of 
Clinical Oncology May 1977. 

Type of Report;    Interim 
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'„' r'< Ur.it No.:     l652 

"Title of Proje: 
■■?. 

rrtcccl 7605 - Cc^bir.ation Chemot.hPrnny Cb*-':- 
thsrapy of Advanced Pancreatic Carcirion'-i with 5- 
Fluoi-o-^r = oil, Mitonycin-C and Streptozotocin.    This 
is a stuzy in corperation with the Oncology Service, 
Geor^^tc'-T. University Hospital. 

Investigators: 

Principal:    Jchannes BIOTI, M.D. 

Associate:     J.   rhillip Olaert,  MAJ,  MC 

Objectives:    To examine the efficacy of the coabination of three active 
r.ingle agents,  5-fluorouracil, raitonycin-C and streptozotocin, 
in advanced uancreatic carcinoca. 

Technical Approach: 

Progress & Results; 

5-fluorouracil 15 n;g/kg I.V. weekly plus 
Streptozotocin 1 gn/ra^ I.V. weekly plus 
Mitoaycin-C 10 rcg/cr I.V.  every 6 weeks 
Entry of patients on this regimen was closed on 
1 July 1977 and all patients were treated with 
5-fluorouracil,  adriamycin, mitomycin-C,  accord- 
ing to protocol 760^. 

WRAMC has entered 17 patients.     One patient was not 
evkluable because patient refused further therapy. 
One patient is  too early and no recent information 
on two patients.    One patient had a complete re- 
remission for 300 days and one a partial remission 
for 391 days.     The remaining eleven patients stable 
or progressive disease from 35 to 255 days. 

Funding Requirements:    See introductory remarks to Annual Research Report. 

Publicatons:    None 

Type of Report:     Interim 
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Title of rro;^, '»"-..-.'•!C ?r;i.".orol   ft--'   -  .::.--;^e T-TI Study of High Dase 
'•'stbo-rexate  (MIX)   -.-h Oitrovorun Factor Rescue  for 
Ciiii%lrc2  und Adul^r   -l<.;i "ietastatic Osteosai'co^iä  ani 
Aivanced Glion.as   of  "he  Brain. 

Invpstlfators: 

Principal;    Johannes 31ca, M.D. 

Ascocla-te:     Alar. ?. Msass, MAJ, MC 
rr-r!.?r".ck B.  Ruj-nann,  L'l "i i /^ 

Objectives: To evaluate the efficacy ar.i kinetics of high dose metho- 
trexats in the treatment cf r.aligaant neoplasKS in adults 
and children. 

Technical Approach:    Vincristine 2 mg/n:'; r.axiaum dose 2 mg, to be 
followed by 

f'-^thotrexate infusi-n in doses varying from 100-500 
Kg/kg I.V.  over 6 '-rurs and followed by 

Citrovorum rescue 1; -g/n    I.V. every 6 hours for 
12 doses beginning 2 hours after completion of 
the methotrexate i-fusion. 

Progress & Results;    WRAMC entered five patients,  one with the extra- 
osseous Ewlngs sarcoma who was not evaluable.     One 
with osteosarcoma had stable disease for 300 days. 
One osteosarcoma,  one csteochrondrosarcoma and one 
rhabdomyosarcoma had prrgressive disease. 

Conclusions;     Too early 

Funding Requirements;    See introductory remarks  to Annual Research Report. 

Publications;     None 

Type of Report;     Interim 
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or-v Unit 

Title of Proj-. ■M"RA.MC Protocol  76OI-A,  *M.   1  - The TrrHt.--nt of 
Unresactable Broncho.-enic Carcinoma with CCi-.TJ  (l- 
(2-C:-.l^ret}iyl)-3-Cyclohexyl-l-i;itrosourea)(hSC 79037), 
Cycloi'r.r:-t'h'-'.:iide,  Anrl^^ycin,  Procarbazine,   Hexa- 
■ ■:---■'.■.•"-el'--.nine   (TJSC  1?875), Ksthotrexate and Irradiation 

Investicators: 

Principal:     J 

Associate:     V 

-.-r-.r.-s Bloa,  M.D. 

Jli?- J.   Hein, MAJ, VP. 

Objectives: 

; 

To determine the efficacy of combination chemotherapy with 
CCrrü, cyclophosphamide, adria^ycin, procarbazine, hex£Lmethjrl- 
neTjnins and methotrexate and radiotherapy in remission 
induction and prolongation and survival of patients with 
unresectable bronchogenic carcinoma. 

Technical Approach: 

No prior chemotherapy or radiotherapy: 

CCNU 65 mg/m2 p.o. day 1 each 56 days 
Cytoxan 500 mg/m I.V. push day 1 each 56 days 
Adriaraycin 30 mg/m2 I.V. push day 2 each 56 days 
Hexamethylmelanine 6 mg/kg p.o. days 8 to 22 each 56 days 
Procarbazine 100.mg/m2 p.o. days 8 to 18 each 56 days 
Methotrexate UO rag/m^ I.V. push on day 50 each 56 days 

Prior chemotherapy or radiotherapy: 

It must be at least 3 weeks since the last dose of prior chemotherapy 
or 2 weeks from the last dose of radiation before patients are started 
on this protocol. For these patients, the first and second course 
of therapy will be: 

CCNU 35 mg/ra2 p.o. day 1 each 56 days 
Cytoxan 250 mg/m2 I.V. push day 1 each 56 days 
Adriamycin 15 mg/m^ I.V. push day 2 each 56 days 
Hexamethylmelamine 6 mg/kg p.o. days 8 to 22 each 56 days 
Procarbazine 50 mg/m p.o. days 8 to 18 each 56 days 
Methotrexate 20 mg/m I.V. push day 50 each 56 days 

If this dose is tolerated without t nadir WBC of less than 2500 or 
a nadir platelet count of less than 75,000, the third and fourth 
courses will bs given in the following doses: 

'— «it^^—^^fcM^MÜMl—   -      '    -  
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Cytoran 375 •• ' ' 
OSI^-A^'T 

/  1  each   5'j  iiys 
,  push day 1 each 56 chiys 
,V.  pxish r.?-y ? each $6 inys 

Hexair.ewhyl::elanina 5 r-.c./kg p.o.   iays 8 to 22 ep.ch 56 days 
Procer'cE.zlne   (i? r.g/r^ p.o.  days  5 to 18 each 56 days 
Meth--r?v£t5 30 r-^/r.2 i.V.  push 50 each 56 days 

Tin; .se  fc"—' vjO'irscs fcre veil tolerated by the ahove criteria, 
full doE-3H vill ta given subsequently. 

Progreaa & Results; WRAMC entered 37 patients, one of whom was never 
begun on treatment. Six patients received less 
than one full cycle of treatment. Three patients 
had a complete remission and five a partial re- 
mission. Twenty-one pat.'ents had minimal or no 
response at all.  The mt^an survival of the re- 
sponders was 377 davs and of the non responders 
146 days. Six patients are still alive, two of 
whom continue in complete remission at 450 and 
517 days. This study was closed to entry of new 
patients on 31 May 197 7. 

Conclusions; Response rate of approximately 25% is not significantly 
dissimilar from response ra"es with less intense chemo- 
therapeutic programs.  Further entry of patients is, 
therefore, not warranted. 

Funding Requirements; See introductory renarks to Annual Research Report. 

1 

Publications; A manuscript has been submitted. 

Type of Report; Interim 
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'/.yr't: Unit Ko.:    1655 

:tle of Project:    wBA14C I-rc:ocol YoOT - C}ic'nioiiic:uriuthöi,«u^   oT C-n^l. 
of the "     ^ using Higli-DoaeKethotrcxatc-  .-.r.i Citrc 
vor':-; ~-?'or  with or vithout BCG.     This  is  a  study 
in c::: T .-,-;-ion with the National Cancer I.i..L ■ l. „1 = 
anl  'Hz'Zizis.  Naticr.al 'Taval Medical Ceat'-f, 

Investi-ttors: 

Fringli- il:     J.h;-:...i5  51 oa,  M.D. 

Associate:    Charles F.  Miller, M4J, MC 

Objectives:     1.    v-   evaluate the response obtained with high dose 
-ethotrexate plus citrovorua factor rescue and radiation 
thärapy in patients with residual carcinoaa of the lung 
restricted to the thorax. 

2. To evaluate the effect of BCG inmunotherapy both in 
regard to clinical response to high dose cethotrexate 
and also to iraaunologic function. 

3. To have this  investigation function as a pilot study 
for eventual use of chemoiinmunotherapy as an adjuvant 
therapy regimen in patients with no residual tunor at 
the time of operation. 

Technical Approach: 

Regimen A    -    High dose raethotrexate to begin with 17 mg/kg I,V. over 
6 hours,   followed by calcium leucovorin rescue 9 mg 
every 6 hours  for a total of 12 doses.     Doses of 
methotrexate will be increased to 50 ng/kg,  100 eg/kg, 
200 mg/kg and  300 mg/kg.    Subsequent to this radiation 
therapy 1500 rads will be given to large ports including 
the resected  area and the mediastinum.     Subsequent to 
this courses of high dose methotrexate will be continued. 

Regimen B    -      Consists of the same high-dose methotrexate plus BCG. 

Progress & Results;    WRAMC has entered seven patients.    One patient with 
extensive neuroblastoma had progressive disease on 
day 15.    One patient has stable disease at day 361. 
Five patients had stable or progressive disease from 
30 to 120 days. 

Conclusions:    Too early 

Funding Requirements:    See introductory remarks  to Annual Research  Report. 

Publications:    None 

Type of Report:    Interim 
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Tille of Pi'O.i-rct: 

itivssr.ira'ors: 

'••rR.-J-!C Protocol foCo - The I's« of Tiiyraosiu 
Patients with Carcir.o-a of the Esophagus. 
I Stuiy, 

(F5)  in 
A Phase 

rri!M'ip-\l;     Joh^ — es  31:--.  M.D. 

Assc-i-vte:     Charles F. Miller, KAJ, MC 
:"cv:.ri Heit, J-'J, MC 
T.v.-rt.-.cs Johrsrn,  LTC, MC 

Oh je; 1. To determine if doses of th^inosin that have not "been 
tcxic thus '°T  in patients vith solid malignancies 
are toxic .^.en given in combination with radiation 
therapy. 

2. To determine if thymosin alters the progressive decline 
in peripheral "blood T cells that occurs in patients 
receiving radiation therapy. 

3. To determine if thyncsin improves the clinical response 
of patients receiving radiation therapy. 

k. To determine if thynosin affects the disease-free 
interval and survival when used as an adjuvant to 
radiation therapy. 

Technical Approach: 

Progress & Results; 

All patients will receive conventional radiation 
therapy to a total tumor dose of 5000 rads via 
opposed anterior and posterior fields covering the 
width of the mediastinum and the ipsilateral supra- 
clavicular area on all patients. Patients will "be 
assigned randomly to receive low dose thymosin 20 
mg/m , high dose thymosin 60 mg/m or placebo daily 
during the entire period of radiation therapy. 
This is a study in cooperation with the National 
Cancer Institute. 

WRAMC has entered one patient who was a control. 
Because of lack of sufficient number of patients 
in all participating institutions, the study was 
closed 13 February 1978 

Conclusions: None 

Publications:  None 

Type of Report: Final 
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Work Unit No.;    1659 ' 

Title of Project;    WRAMC PROTOCOL // 7703:     Hepatic Artery Infusion with 
5-Fluorouracll 

Investigators; 

Principal:    Johannes Blom, M.D. 

Associates:     Patrick Farley, M.D. 
Robert Muir, M.D. 
Salvatore Sclalla, M.D. 

; i 

Objectives;    To study Incidence of response of hepatic metastatlc disease 
to this form of therapy as opposed to other forms of systemic 
therapy. 

Provide palliation and prolonged survival to this patient group. 

Technical Approach; 

Progress & Results: 

Angiographic study of  the vascular anatomy and placement 
of the catheter (s) will be performed by the special pro- 
cedures team.    Transbrachial catheterization is preferred 
over the transfemoral approach.    At least weekly,  and 
where otherwise indicated,   the catheter position should be 
confirmed angiographically. 

Dllute 5-FU in appropriate volume of infusage and continue 
on 24-hour perfusion for preferably 21 days. 
Suggested dosage:    5-FU 20 mg/kg/24 hours x 4 days, 

subsequently 5-FU 15 mg/kg/24 hours  x 
17 days. 

Five patients have been entered. One patient had a 
hepatoma, had only a 10 day infusion with minimal im- 
provement, she expired six weeks later. One patient 
had a cholanglohepatoma.  She had a 20 day course with 
no change. She was subsequently begun on systemic 
therapy. One patient had well differentiated adenocar- 
cinoma of the rectum with hepatic metastases. She had 
one 11 day course and one 19 day course v/ith improvement, 
patient expired. One patient had hepatic metastases of 
carcinoma of the breast.  She had a 12 day course when 
she developed mouth ulcers ,i diarrhea, leukopenia and 
thrombocytopenia. The catheter was found to have slipped. 
Patient had improvement of liver functions and decrease 
in size of liver. She expired two months later. 

 ——— 
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One patient had hepatic metastases, probably from pancreas. 
He had a 15 day Infusion with slight decrease of liver size 
and stable liver functions.  He was subsequently begun on 
systemic therapy. 

Conclusions; Too early 

Funding Requirements:  See Introductory remarks to Annual Research Report. 

Publications; Hone 

Type of Report:  interim 
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Work Unit No.:  1661 

Title of Project;  Polycythemla Vera Study Group (PVSG) Protocols 

Investigators; 

Principal; Daniel B. Klmball, Jr., LTC, MC 

Associate;  Staff and Fellows of '.lematology/Oncology Service 

Objectives; To study therapeutic modalities and natural history of several 
myeloproliferative diseases. 

Technical Approach:  See details of each protocol listed in Progress & Results 
Section. 

Progress & Results: In Fy 1978, WRAMC followed 3 patients registered on PVSG 
Protocols.  (Protocol 01, Protocol 05 and Protocol 09). 

Protocol 01 was never submitted to CIS for approval having 
been closed to patient entry in 1973. Mrs. E J was ran- 
domized to P32 and phlebotomy for Polycythemla Vera at 
Fort Bragg, North Carolina in 1970 and continues to be 
followed on the protocol.  She continues to do very well 
with 1007. performance score.  Nationally, 426 patients 
were randomized to receive phlebotomy alone, P32 plus 
phlebotomy, or chlorambucll + phlebotomy therapy for poly- 
cythemla vera. At last analysis (May 1978) the over-all 
mortality rate was 217» with a median follow-up of 3.5 
years (Phlebotomy - 197., Chlorambucll - 247, and P32 - 20%). 
Definitely alive was 377o of the over-all group (phlebotomy 
- 327., chlorambucll - 377, and P32 - 427,) with a significant 
437, of the group pending or lost to follow-up. The mortal- 
ity and survival figures do not show significantly different 
therapeutic effects but with regard to throrabotic events and 
second neoplasms patients on P32 are at a significantly 
lowered risk of a therapeutic failure than patients on phle- 
botomy (P = 0.002) or chlorambucll (P = 0.06). 

A Phase III Randomized trial ot Myeloproliferative Disorders 
comparing Androgen Therapies for low red cell production; 
splenectomy vs Alkeran for complications of splenomegaly; 
P32 vs Alkeran for the treatment of Primary Thrombocytosis 
was submitted to CIS and approved during 1977.  This entire 
protocol was originally identified as Protocol 04 but at 
the May 1978 meeting was redesignated as three separate pro- 
tocols (Protocols 09, 10 and 11). 

o r 
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Protocol 09 is now titled "Phase III Randomized trial com- 
paring splenectomy vs P32 vs Alkertn for the complications 
of splenomegaly in myeloproliferative disorders".  Protocol 
10 is now titled "Phase III Randomized trial comparing P32 
vs Alkeran and persantine plus aspirin vs placebo in the 
treatment of myeloproliferative disorders".  Protocol II 
is now titled "Phase III Randomized trial comparing High 
Dose Oral vs High Dose Intramuscular Antrogens in the 
treatment of the Anemias". 

Ms. R B was originally randomized to Protocol 04 in 1977 
and is currently listed by the PVSG Central Office as being 
on Protocol 10.  She was randomized to Alkeran therapy with 
an initial partial response and more recently a complete 
response with a current performance rating of 907.. Thirty- 
six patients are randomized nationally and no significant 
differences can be detected between the Alkeran and P32 
groups.  The most recent data analysis Is attached (May 1978). 

Ms. N B was randomized to Protocol 05 in November 1977 to 
receive persantine and aspirin plus phlebotomy for her poly- 
cythemla rubra vera.  Persantine was discontinued temporarily 
in February 1978 and permanently in August 1978 due to re- 
current skin rash.  The patient continues mildly symptomatic 
(performance score 807.) in a partial remission.  Forty-four 
patients have been randomized nationally to this study with 
insufficient data to date for analysis. 

A list of the, current PVSG protocols is attached. 

Protocols 02, 03 and 12 have never been submitted. 

No patients have been entered on Protocols 06, 07, 08, 09 
or 11. 

1, 

Conclusions;  Protocol 01 is closed to patient entry and follow-up continues. 
Protocol 05 - 11 continue. 

Funding Requirements;  Funding for PI and one fellow to attend twice yearly two 
day meeting in New York City. 

Publications; None 

Type of Report;  Interim 
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Protocol No. 

01 

02 

03 

04 

05 

06 

07 

08 

09 

JO 

11 

12 

■WWWW»1!111-!'.   i   . IIIWI.I».,IIIM.~I'«I».,'I»I-»MJIJ"'I-I"I" 

POLYCYTHEMIA    VERA    STUDY    GROUP 

List of Protocols 

Protocol Title 

Phase III Randomized Trial comparing 32P vs 
Chlorambucil vs Phlebotomy Alone in the 
Treatment of Polycythemia Vera 

Phase II Efficacy Trial comparing Alkeran vs 
Leukeran in the Treatment of Polycyth'emia Vera 

Phase II Efficacy Trial using Azaribine in 
Treatment of Polycythemia Vera 

Phase III Randomized Trial of Myeloprolifera- 
tive Disorders comparing Androgen Therapies 
for Low Red Cell Production; Splenectomy vs 
Alkeran for Complications of Splenomegaly; 
32P vs Alkeran for the Treatment of Primary 
Thrombocytosis 

Phase III Randomized Trial comparing 32P vs 
Phlebotomy plus Deaggregating Agents for the 
Prevention of Thrombosis in Polycythemia Vera 

Phase II Efficacy Trial for the Treatment of * 
Acute Leukemia preceded .by Polycythemia Vera 

Phase II Efficacy Trial using Potaba in the 
Treatment of Post-Polycythemit and Agnogenic 
Myeloid Metaplasia • ;   ' 

Phase II Efficacy Trial using Hydroxyurea in 
the Treatment of Polycythemia Vera 

Phase III Randomized Trial comparing Splenec- 
tomy vs 32P vs Alkeran for the complications 
of Splenomegaly in Myeloproliferative Disorders 

Phase III Randomized Trial comparing 32P vs 
Alkeran and Persantine plus Aspirin vs Placebo 
in the Treatment of Myeloproliferative Disorders 

Phase III Randomized Trial comparing High Dose 
Oral vs High Dose Intramuscular Androgens in 
the Treatment ^f the Anemias 

Phase II Efficacy Trial using Hydroxyurea in 
the Treatment of Thrombocy tos is 

Status 

Ongoing (Patient entr 
closed^ 

Completed 

Discontinued 

Closed (see Protocols 
#09, 10. 11) 

Active 

Active 

Active 

Active 

Active 

Active 

Active 

Active 

1 

t ....,.. .._   
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Table  PI 

Comparison of Alkeran and ^^p 
Patients with Primary Thrombocytosis - 

Initial Characteristics - PVSG-C4 

Treatment 

Characteristic: 32p Alkeran Total 

i % i % 1 % 

Number in Group 19 100.0 17 100.0 36 100.0 

HtrWt -.5 
>.5 

13 
6 

68.4 
31.6 

12 
5 

70.6 
29.4 

R 

25 
11 

69.4 
30.6 

Age <50 
50-70 
^70 

3 
11 
5 

15.8 
57.9 
26.3 

10 
6 
1 

58.8 
35.3 
5.9 

13 
17 
6 

36.1 
47.2 
16.7 

Pathologists Diagnosis 
Thrombocytosis 
unclassified MPS 
.Other 
unknown 

15 
0 
0 
4 

78.9 
0.0 
0.0 

21.1 

14 
1 
1 
1 

82.4 
5.9 
5.9 
5.9 

29 
1 
1 
5 

80.6 
2.8 
2.8 

13.9 

Splenomegaly • 

No 
-Yes 

13 
6 

68.4 
31.6 

8 
9 

47.1 
52.9 

21 
15 

58.3 
41.7 

Hgb -10 
10-15 

Mxssxng 

4 
14 
1 
0 

21.1 
73.7 
5.3 

3 
-  8 

5 
1 

17.6 s 
47.1" 
29.4 
5.9 

7 
22 
6 
1 

19.4 
61.1 

Retics -1.0 
1.0-2.0 
>2.0 
Missing 

.10 
' 6 
3 
0 

52.6 

15.8 

9 
V < •. 2 

5 
1 

,  52.9 . 
11.8  ' 
29.4 
5.9 

19 
8 
8 
1 

52.8 
22.2 
22.2 
2.8 

Plasma Vol ^40 
40-50 
>50 

3 
10 
6 

15.8 
52.7 
31.6 

2 
7 
8 

11.8 
41.2 
47.1 

5 
17 
14 

13.9 
47.2 
38.9 

Performance Status 

^ 70 
80 
90 

100 
Missing 

1 
7 
6 
5 
0 

5.3 
36.8 
31.6 
26.3 

3 
4 
4 
5 
1 

17.6 
23.5 
23.5 
29.4 
5.9 

4 
11 
10 
10 
1 

11.1 
30.6 
27.8 
27.8 
2.8 

Prior Stroke  No 
Yes 

17 
2 

89.4 
10.6 

15 
2 

88.2 
11.8 

32 
4 

88.9 
11.1 

Prior Thrombosis No 
Yes 

14 
5 

73.7 
26.3 

13 
4 

76.5 
23.5 

27 
9 

75.0 
25.0 
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POLYCYTHEMIA VERA STUPY GROUP 

List    of    Protocols 

Protocol No. 

01 

Protocol Title Status 

< 

02 

03 

04 

05 

06 

07 

08 

09 

10 

11 

12 

Phase III Randomized Trial comparing 32P vs 
Chlorambucil vs Phlebotomy Alone in the 
Treatment of Polycytheraia Vera 

Phase II Efficacy Trial comparing Alkeran v."? 
Leukeran in the Treatment of Polycyth'eroia Vera 

Phase II Efficacy Trial using Azaribine in 
Treatment of Polycythemia Vera 

Phase III Randomized Trial of Myeloprolifera- 
tive Disorders comparing Androgen Therapies 
for Low Red Cell Production; Splenectomy vs 
Alkeran for Complications of Splenomegaly; 
32P vs Alkeran for the Treatment of Primary 
Thrombocytosis 

Phase III Randomized Trial comparing 32P vs 
Phlebotomy plus Deaggregating Agents for the 
Prevention of Thrombosis in Polycythemia Vera 

Phase II Efficacy Trial for the Treatment of ? 
Acute Leukemia preceded Jby -Polycythemia Vera 

Phase II Efficacy Trial using Pot aba in the 
Treatment of Post-Polycythemic and Agnogenic 
Myeloid Metaplasia- '- ;  - <  . 

Phase II Efficacy Trial using Hydroxyurea in 
the Treatment of Polycythemia Vera 

Phase III Randomized Trial comparing Splenec- 
tomy vs 32P vs Alkeran for the complications 
of Splenomegaly in Myeloproliferative Disorders 

Phase III Randomized Trial comparing 32P vs 
Alkeran and Persantine plus Aspirin vs Placebo 
in the Treatment of Myeloproliferative Disorders 

Phase III Randomized Trial comparing High Dose 
Oral vs High Dose Intramuscular Androgens in 
the Treatment of the Anemias 

Phase II Efficacy Trial using Hydroxyurea in 
the Treatment of Thrombocytosis 

Ongoing (Patient entlj 
closed) 

Completed 

Discontinued 

Closed (see Protocols 
«09, 10. 11) 

Active 

Active 

Active 

Active 

Active 

Active 

Active 

Active 
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(cont) Comparison of  Alkeran and   32P 
/ 

32p Alk eran Total 

i % # % i % 
Prev.   phlebotomy    No 

Yes 
19 

0 
100.0 17 

0 
100.0 36 

0 
100.0 

1 Prior hemorrhage    No 
Yes 

13 
6 

68.4 
31.6 

8 
9 

47.1 
52.9 

.21 
15 

58.3 
41.7 

Pruritus                     N0 

Yes 
17 

2 
89.4 
10.6 

14 
3 

*82.4 
17.6 

31 
5 

86.1 
13.9 

f 

Dizziness                    No 
Yes 

15 
4 

78.9 
21.1 

12 
5 

70.6 
'29.4 

27 
9 

75.0 
25.0 

Vision  abnormality 
No 
Yes 

12 
7 

63.2 
36.8 

12 
5 

70.6 
29.4 

24 
12 

66.7 
33.3 

Weakness                     No 
Yes 

11 
8 

57.9 
42.1 

7 
10 

41.2 
58.8 

18 
18 

50.0 
50.0 

Weight  loss               No 
■ *                                Yes 

13 
6 

68.4 
31.6 

11 
6 

64.7 
35.3 

24 
12 

66.7 
»33.3 

RBC morphology 
Normal 2 10.5 n M 

Abnormal 0 
yj 

5..9 
94.1    -. 

2 5.6 
Missing 17 89.5 16 

1 
33 

2.8 
91.7 

Sex j 

Male 
Female 

9 
10 

47.4 
52.6 

6 
11 

35.3  • 
64.7 

15 
21 

41.7 
58.3 

Cytogenetics      : t : ■■' > 
Summary Code 

Normal  6 
Possibly or 

Definitely Abnormal 
Missing 13 

Cellularity   Notmal 3 
SI. hypocellular 1 

SI. hypercellular 1 
Mod. hypercellular 10 

Marked hypercellular 0 
Missing 4 

Serum Bio 
*30012 

300-600 
>600 
Missing 

31.5 

68.5 

15.8 
5.3 
5.3 

52.6 

21.1 

12 

29.4 

70.6 

2 10.5 
4 21.1 
9 47.4 
4 21.1 

11 

25 

30.5 

69.5 

0 0.0 3 8.3 
0 0.0 1 2.8 3 17.6 4 11.1 

12 70.6 22 61.1 
1 5.9 1 2.8 
1 5.9 5 13.9 

1 "   5.9 3 8.3 3 17.6 7 19.4 8 47.1 17 47.2 5 . 29.4 9 25.0 

or - 
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Plasma Iron 

80-120 
>120 
Missing 

Serum Folate 
^5 
5-10 
>10 
Missing 

(cont) Comparison of Alkeran and 32p 

32p Alkeran Total 

#     %        # 

9 
7 
3 
0 

3 
9 
1 
6 

47.4 
36.8 
15.8 

15.8 
47.4 
5.3 
31.6 

5 
6 
4 
2 

6 
2 
2 
7 

% 

29.4 
35.3 
23.5 
11.8 

35.3 
11.8 
11.8 
41.2 

14 38.9 
13 36.1 

7 19.4 
2 5.6 

9 25.0 
11 30.6 

3 8.3 
13 36.1 

PVSG 
9/78 
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Status 

Dead 

Censored 

Total 

Table   P2 

Survival of Patients with 
Primary Thrombocytosis  PVSG-04 

32p 

re ,. 

Treating •nt Group 

aran 
- ' 

Alki 

# % # • 4 

2 10.5 s 3 17 .6 

17 89.5 14 82, .4 

19 100.0 17 100. .0 

Maximum Weeks on Study 172 188 

PVSG 
9/78 
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Table  P3 

Response by Treatment Group 
Patients with Primary Thrombocytosis - PVSG-04 

Three Month Response     E. 

i     i 
No ^.10    52.6 

Yes -V- 7    36.8 

unknown 2    10.5 

Treatment 

Alkeran Total 

i % i % 

7 41.2 17 47.2 

8 47.1 15 41.7 

2 11.8 4 11.1 

Total 19 100.0 17 100.0 36 100.00 

* -     1 % i % £ % 

No 12 63.2 4 23.5 16 ...  44.4 

Yes 4 21.1 8 47.1 12 33.3 

unknown '■'   3 15.8 5 29.4 8 22.2 

Total 19 100.0 1 i 100.0 36 100.0 

»;•-» 

PVSG 
9/78 
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Table  P5 

Platelets x10  at 6 Months by Age at IE and 
Treatment Group* 

Primary Thrombocvtosis - PVSG-04 

Age at IE 

<50  # 

■^r'-i     ihean 
-.-•»»«-- 

. ^-v*  s.e. 

50-70 # 

.--■   mean 

s.e. 

>70. » 

mean 

.;s.e. 

Treatment Group 

S2p 
jlAlkeran 

3 i1- 
371.7 

106.7 

1342.3 

CA 77.3 

9 -      •     4    . 

583.9 415.3 

67.7 .19.0     - 

-     4          'i'i *"                             x>.frl 

570.8       ;   ' •.             '\242.0 
291.2      ,.:      . 

•Patients with known/.pl'ateiets' at 6 lionths. 
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Work. Unit No.;  1662 

Title of Project; WRAMC Protocol // 7704, Chlorozotocln in Metastatic 
Malignant Melanoma Resistant to 1CDT. 

Investigators; 

Principal; Johannes Blom, M.D. 

Associate; Jeffrey L. Berenberg, M.D. 

Objectives: To determine the efficacy of chlorozotocln in metastatic 
malignant melanoma resistant to treatment with ICDT or 
Combinations with ICDT. 

Technical Approach; Treatment schedule/Dose modifications: 

2 
Chlorozotocln 120 mg/m IV every 6 weeks 

WBC 42500 or platelets^75,000, reduce to 80 mg/m2 

Escalate dose to 150 mg/m2 after 2 courses of 120 mg/m if 
no evidence of leukopenla or thrombocytopenia 

Progress & Results; One patient was entered who had progressive 
disease. Because of activation of a study 
with chlorozotocln in the CALGB, the study 
was closed. This is the final report. 

Conclusions: Too early 

Funding Requirements; , See introductory remarks to Annual Research Report 

Publications:  None 

Type of Report;  Final 
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Vorfe Unit Number:    1663 

Title:    A Phase II Trial of Galaaticol 2J2:SJ6-Dianhydro in Patients with 
Advanced Pelvic Malignancies 

Investigators:    Robert C. Park,  COL, MC,  USA,  Chief,  OB-GYN Dept,  WRAMC 
Johannes Blom, M.D., Department of Medical Oncology, WRAMC 

Objective:    To ascertain if Galacticol has anti-tumor activity in patients 
with advanced pelvic malignancies who are not eligible for 
more standard treatment. 

Technical Approach:    Patients with radiation recurrence of carcinoma of 
the endometrium and cervix who are not amenable to 
surgical cure or established chemotherapeutic agents 
are eligible. 

Progress and Results:    This is a Gynecologic Oncology Group study.    This 
study has terminated.    Walter Reed placed five 
patients with carcinoma of the cervix, recurrent, 
and one patient with carcinoma of the endometrium, 
recurrent.    In tlra five Walter Reed patients, there 
were no responses noted.    In addition,  there was 
no serious toxioity.    In the entire GOG group of 
patients,  there was a 20% response rate to this 
drug for recurrent squamous cell carcinoma of the 
cervix. 

Conclusions:    Galacticol may have minimal activity in patients with re- 
current carcinoma of the cervix.    Further trials are justified 
particularly in combination with other known active drugs. 

Funds Utilized, FX-78:    No military funds were expended.    This was a GOG 
funded project. 

Funding Requested, FY-79:    No funding requested for 79. 

Publications, FY-78:    No publications in 78.    A GOG report is being for- 
mulated for 79. 

Type of Report:    This ätudy has been completed. 
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Work Unit No.:     1701 

Title of Project:     Phagocyte Chemotaxis  in Patients with Pronchogenic 
Carcinoma. 

Investigators: 

Principal:     K.   Kellogg Hunt,   LTC MC 
Chief,  Pulmonary  Service 
Department of Medicine, WRAMC 

Coinvestigator:     Carlos C.  Daughaday,  MAJ MC 
Department of Heraatology 
Division of Medicine,  WRAIR 

Objectives:    a)    To study moncvyte chemotaxis  in  patients with 
bronchogenic carcinoma and to determine if defects in chemotaxis have 
any relationship to histologic  type of tumor,  stage of disease, 
complications, or clinical course,    b)    To determine if  in vitro 
treatment with Levamisole can reconstitute normal chemotactic 
activity. 

Type of Report;     Termination. 
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Work Unit No;     #1702 

Title of Project;    Effect of Unilateral Major Airway Obstruction On 
Maximal Expiratory Flow Volume Loop 

Investigators! Robert G.  Hooper, M.D. 
LTC, MC 
Chief, Pulmonary Function Laboratory 

I : 

Objectives: The objectives of this study was to evaluate the effect of 
unilateral endobronchial obstruction on the maximum expiratory flow volume 
curve. 

Technical Approach; A two lung model was used to evaluate the contribution 
of expiratory flow and volume. Flow, volume, and time were measured simul- 
taneously with each lung model emptying independently and with system emptying 
as a unit. To evaluate the contribution of individually emptying lung units, 
the expiratory flow of each Individual lung unit was plotted against 
the expiratory time axis for the total system. The sum of these flows from 
each model lung unit was then compared with the flow for the total system. . 

Progress & Results; Studies have been completed as of this time and pre- 
liminary reports published. 

Conclusions; This study demonstrated that two major factors contribute 
to expiratory air flow and the maximum expiratory flow volume curve of 
patients with endobronchial airway obstruction. These two major factors 
are the effect of flow addition in the major airways and asyncronous 
emptying of the lung units. 

Funds Utilized, FY 78; None 

Funding Requested, FY 79; None 

Publications, FY 78; 1. Hooper, RG; Expiratory flow volume abnormalities 
with major airway obstruction - A model lung study. Clinical Research 
26:AA8A, April 1978. (Abstract) 

2. Hooper, RG, Tellis, CJ: Major airway obstruction 
and the flow volume relationship. XIII World Congress on Disease of the 
Chest, Kyoto, Japan. July 1978 (Abstract-Presentation) 

3. Papers are in preparation at this time and will be 
submitted when completed. 

Type of Report; Completed 
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1.   Work Unit No.:     1801 

2. Title of Project;     Direrl  Immunofluorescence in MCTD 

3. Investigators; 
a. Principal:  ROBERT A. DAVIS, MAJ, MC, USA 
b. None 

4. Objectives:  (Goal of Research) 
To determine the immunofluorescence pattern in mixed connective tissue disease 
and its relationship to lupus erytheraatosus, scleroderma and derroatomyositis 
and attempt to correlate the immunofluorescence with the ENA titers in these 
patients. 

5. Technical Approach; Perform 4 mm punch biopsies of skin on patients suspected 
of having mixed connective tissue disease. Direct immunofluorescent tests wore 
performed on these biopsies and examined for any abnormal fluorescence, 
specifically looking at the dermal epidermal junction and looking at the nuclei 
of epidermal cells. 

6. Progress and Results;  Between 1 July 1977 and 30 June 1978, 141 biopsies 
were submitted to dermatology for examination for immunofluorescence. Biopsies 
were examined for evidence of immunofluorescence in MCTD and in many other 
skin diseases. Biopsy specimens were submitted with the following tentative 
diagnoses; Discoid and systemic lupus erythematosus, dermatitis herpetiformis, 
herpes gestationis, mixed connective tissue disease, scleroderma, dermato- 
myositis, erythema multiforrae, drug eruption, vasculitis, angioedema, pemphigoid, 
pemphigus, chronic oral ulceration, lichen planus, urticaria, erythromelalgia, 
polymorphous light eruption, porphyria, scarring alopecia and erythema dys- 
chromicum perstans.  Thirty-two of the 141 biopsy specimens were positive at 
the dermal epidermal junction.  Twenty-three of the 32 positive specimens 
were from involved skin and nine were from uninvolved skin.  Of the 32 positive 
staining specimens at the dermal epidermal junction, 20 were from patients 
with DLE or SLE; 4 were from patients with MCTD; 2 were from patients with 
bullous pemphigoid; 4 were from patients with dermatitis herpetiformis; 1 was 
from a patient with palpable purpura; and 1 was from a patient with subcorneal 
pustular dermatoses.  Four patients were suspected of having MCTD.  Of the 4 
patients examined for MCTD 3 had specimens of uninvolved skin examined and all 
0 were positive at the dermal epidermal junction.  One patient had only involved 
skin examined and it was negative.  Two of the 3 patients had ENA titers 
performed and their titers were low. None of the 4 had in vivo staining of 
epidermal nuclei.  One patient with a diagnosis of SLE had positive staining 
of the DE junction in addition to positive !^ vivo staining of epidermal 
nuclei.  This patient was also on Plaquinal OJO mg p.o., q.i.d. ENA titers 
are not available on this patient.  In addition to the above studies, 4 serum 
samples were examined with indirect immunofluorescence to rule out pemphigus 
and pemphigoid. All 4 specimens were negative.  Also, 2 blood samples were 
examined for evidence of red blood cell fluorescence to rule out porphyria 
cutanea tarda.  Both specimens were negative. 
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7. The fact that the patients with a diagnosis of MCTD had low tlters of ENA and 
had no In vivo staining of epidermal nuclei supports the fact that possibly only 
patients vith high ENA tlters may have positive In vivo staining of epidermal 
nuclei.  More patients with MCTD will be examined over the next few years, 
especially as the ENA test becomes more readily available. 

8. Funds Utilized - FY 78: 
a. Personnel: ROBERT 
b. Equipment: None 
c. Supplies: $1,187 
d. Travel: None 
e. Other: None 
f. Funds not utilized: $290 

Funds Requested - FY 79 

A. DAVIS, MAJ, MC 

00 

9 __. 
a. Personnel: 
b. Equipment: 
c. Supplies: 

d. Travel: 
e. Other: 

ROBERT A. DAVIS, MAJ, MC 
None 
Immunologie reagents, glassware and miscellaneous 

Items - S300.00 
None 
None 

10. Publications: None 

11.' Type of Report: Interim 
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Vnit No.:   1901 

litle of Project; Tlie Efficacy of Autiseva to Crai 
In the TreatTrent of Gram Negative Sepsis; 

Investigators: 

Principal: Jerald Sadoff, M.D. 

Associate: John B. McClaln, M.D. 

Objective: To evaluate the efficacy of antisera which is luade against 
a "common antigen" in the core of the endotoxin of gram negative 
rods in treating suspected or documented gram negative repsls. 

Technical Approach: Patients with documented or suspected gram negative 
sepsis were given antisera in addition to standard antibiotic and 
supportive therapy. The antisera were administered in a double 
blind fashion in that two units had been prepared from each donor; 
one obtained pre-immuni'zatlon and one post-immunization. An 
individual patient would receive either the pre or post-immunization 
sera. The patients w*ere clinically evaluated pre and post therapy 
by the investigators and the data recorded on standard flow sheets. 
This clinical Information was then relayed to Dr. Elizabeth Ziegler 
at the University of California at San Diego, who is coordinating 
this multi-center study. 

Progress and Results: During FY 78, 9 units of antisera were given 
without significant complications. The efficacy of the antisera 
has not been determined as the code in this double blind study has 
not yet been broken. 

Laboratory Studies: Approximately 108 solid phase radiolmmunoassays 
were performed investigating. 

1. The cross reactivity of sera from J-5 immunized rabbits 
to a series of mutant LPS which progress from naked lipid 
A through various carbohydrate residues to a full O-side 
chain. 

2. THe cross reactivity of sera from J-5 immunized rabbits 
to various strains of gonococcus, menlngococcus, pseudo- 
monas, and other gram-negative organisms. 

3. The amount of antibody to J-5 LPS in pre- and postinnnunl- 
zation sera from subjects immunized with J-5 organisms. 

27 hemagglutinations were performed investigating the titre of anti- 
body to J-5 in various sera from patients, immunized subjects and 
rabbits. 

i. m^^Hj^A^^ 
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Tue  conclusion  irom the above stucies 
1. TV.^iv   f«  s noderfltf   ^^ovn.t  •■f  «"r.-^^-reactivity bet-ween vT-5 s 

rmtltody end the LPS'E frc^ -utintc tv.'o sugar rcciduec in and 
ov-t frc- the J-5 LPf.. 

2. Th*»re JB B low level of  cros? rp«rring antibodies between J-5 
and other species of grar negative organisms with one or two 
exceptions. 

3. Tlifc amount of antibody rise icCv.«stou pre- and postiiuuiunization 
huaians is very sr.all on RIA arid noL uetectible with heuagglutina- 
tion techniques. 

A.    There are substantial amounts of naturally occurring J-5 anti- 
bodies in the human prior to immunization. 

5.    There are only small amounts of RE antibodies elicited by sepsis 
with other organism. 

Conclusions:    Deferred at present. 

Funds Utilized, FY 78:    $3,500. 

Funding Sequireraents, FY 79: $6,000. 

Publications:    None. 

Type of Report:    Interim - Annual Progress Report 
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..i Work Unit No. 1903 

Title of Project: Persistence of T. Pallldum In Neurosyphllls 

Investlgators; 

Principal Investigator; Edmund C. Traroont, LTC MC 

Objective! To determine the frequency with which Treponema pallldum can 
be Isolated from the cerebrosplnal fluid (CSF) of patients who have 
received recommended course of treatment for 1 or 2 syphilis, and to 
examine the CSF of these patients to determine whether Improved pro- 
cedures for detecting early neurosyphllls can be devised. 

Progress and Results; USUHS technician became available September 1977. 
The CSF of 3 patients (one patient studied twice) were injected Into 
rabbit testls. 

Conclusions; It Is too early to determine the results of these studies. 

Funding Requirements FY-77: $1,000.00. 

Funding Requirements FY-79; $10,000.00 

Publications; 

Tramont, E.G. Persistence of Treponema pallldum In Cerebrosplnal Fluid. 
JAMA. 236:2206. 

Tramont, E.C., The Case Against Benzathlne Penicillin as the Treatment 
of Neurosyphllls. J. Lawton Smith, MD, Editor. Neuro-ophthalraology 
Update, pp 325-328, 1977. 

Tramont, E.C., Chapter 180, Treponema pallldum (syphilis). To be 
published in Principles & Practice of Infectious Disease, 1978. 

Type of Report: Interim. 
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Work Unit No.;     19OA 

Title of Project; Access Shunt Infections on Patients Undergoing 
Kidney Dialysis. 

Investigators; 

Principal Investigator;    Alan Cross, M.D. 

Objective;  To study the value of access  shunt cultures in the diagosis 
of infection. 

Progress and Results; In 36 patients a comparison of quantitative 
blood cultures from both the access site and a peripheral vein was 
used to diagnose access sit    infection and to monitor the response 
to therapy.    Two patients had a significantly higher bacterial colony 
count at the access site than from the peripheral culture ("step-up") 
suggestive of an access site Infection.    One such patient had prompt 
removal of the access with control of the infection.    The second 
patient had no decrease In colony counts on access site culture despite 
vigorous local and systemic antibiotic therapy.    His access was removed 
when progressive infection led to access site hemorrhage.    Two patients 
with gram-negative sepsis had no step-up  in bacterial counts indicative 
of another source of the sepsis and both responded promptly to systemic 

•  antibiotic therapy alone with the access left in place.    Twelve patients 
suspected of having access site infection on the basis of pain,  redness, 
edema,  fever or pustule formation at the  access site had sterile access 
site cultures.    These patients were followed off antibiotics for up to 
one year and none went on to develop access site infection.    Multiple 
cultures drawn from the access site of a control population of 14 
patients undergoing routine hemodialysis were sterile.    Quantitative 
cultures were helpful in both the diagnosis and management of access 
site infections in patients undergoing chronic hemodialysis. 

Conclusions;     This technique looks promising but more patients and/or 
a laboratory animal model is needed. 

Funding Requirements, FY-78;  $5,000.00 

Funding Requirement FY-79;    $5,000.00 

Publications; 

Cross, A.S.   (abstract)    Diagnosis of Access Site Infections in 
Patients on Hemodialysis.    ASM, New Orleans, May 1977. 

Type of Report;     Interim. 
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.s Work Unit No.;    1905 

Title of Project;    Local Immune Response to Nelsserla KOg>ccK-^aa*  In 
Humans. 

"Z 

Investigators: 

Principal Investigator;    Edmund C. Tramont, LTC>C; 

Objective:    To study the local Immune response to th» m«««««!   i^e+mtltm 
caused by Nelsserla gonorrhoeae. 

Progress and Results:    The Initial step in the pathogenebi« of gonorrhea 
Is likely to be the attachment of gonococci to the surfer     epithelial 
cells in the genital tract.    Antibodies in genital seen c     as  of patients 
with gonorrhea have been shown to inhibit attachment of  gonococci to 
epithelial cells. 

Gonococcal pill, lipopolysaccharide, and native complex were 
studied to determine what antigen is primarily responsible for in- 
ducing the attachment-lnhibltlng-antlbody. 

Gonococcal somatic pill,  filamentous protein appendages which 
extend out  from the cell wall have been shown to be important mediators 
of bacterial attachment to a variety of mammalian cells; while gono- 
coccal lipopolysaccharide has been shown to be an important antigen 
to which bactericidal antibody is directed.    Both of these antigens 
can be highly purified.    Native cell wall complex contains both pill 
and lipopolysaccharide antigens along with a variety of other, 
mostly protein, antigens. 

Gonococcal pill were purified using the method of Brinton.    When 
the pill preparation was examined using SDS polyacrylamide gel electro- 
phoresis only a single protein band was presort   as can be seen in the 
first slidf;.    Ultraviolet spectrophotometry rmed the absence of 
contaminating nucleic acid in the preparat 

Lipopolysaccharide was extracted using the phenol-water method 
of Westphal and further purified using a G-l—Sephadex column. 

Native cell wall complex was prepared according to the method 
of Zollinger.    This preparation was shown to contain pill by its 
ability to inhibit  the binding of antlgonococcal rabbit antibody to 
purified pill antigen in the solid phase radioimmunoassay. 

The T2 native cell wall complex used throughout this study was 
shown to contain lipopolysaccharide by determining the 2 keto-3 deoxy 
sugar content of the sample using the standard KDO assay.    The absence 
of nucleic acid was confirmed using UV spectometry.    Pill, LPS or NC 
were used as the antigen in the solid phase radioimmunoassay.    Radio- 
labelled antihuman goat antisera was used as the secondary antibody. 

0 
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Genital secretions from a single Infected patient were collected 
over a four month period, pooled and concentrated to 25 ug AB/ml. The 
patient was treated when the diagnosis was first made. 

Inhibition of epithelial cell adhesion was determined by Incubating 
the Infecting strain of gonococci with the vaginal secretion, then 
incubating the mixture with buccal epithelial cells at a ratio of 50 
organisms to 1 epithelial cell. A smear was made, gram stained, and 
the number of organisms per epithelial cell were counted. A total of 
50 buccal cells were counted per dilution. Controls included epithelial 
cells incubated without gonococci and with gonococci but without 
secretion. 

,;> 

Competitive Inhibition of Attachment 

Both pili and native cell wall complex were found to competitively 
inhibit the attachment of gonococci to buccal epithelial cells.    The 
inhibition curve plotted in a dose response mode.    Pili purified from 
a strain of E^.  coli and native cell wall complex purified from a strain 
of Pseudomonas aeruginosa were unable to inhibit the attachment of 
gonococci Indicating specificity of the inhibitory action of the 
gonococcal antigens.    Lipopolysaccharide also competitively inhibited 
-the attachment of gonococci.    However, lipopolysaccharides purified 
from strains of Ps^.  aeruginosa, £. typhlmurium and E.  coll were all 
capable of Inhibiting the attachment, although not to the same degree 
as LPS Isolated from gonococci.    Thus, the inhibitory effects of lipo- 
polysaccharide appears to be a nonspecific reaction. 

Because of the competitive inhibition of attachment of gonococci, 
an inhibition test could not be done and the vaginal secretions had to 
be absorbed to remove attachment-inhibiting-antibody.    The absorptions 
were carried out by mixing pilus crystals, native complex or,  lipo- 
polysaccharide bound to alum, with the vaginal secretion.    The antigen 
complexes were removed by centrlfugatlon.    The efficiency of the ab- 
sorption of gonococcal antibody was determined using the solid phase 
radloimmunoassay in which the amount of antibody in the absorbed anti- 
sera that bound to a specific gonococcal antigen was shown to be re- 
duced wher ired to the amount of antigen-binding antibody In 
unabsorbf era. 

We found  that local antibody.  Inhibiting attachment of gonococci 
to epithelial cells was removed by the homologous pill and native 
complex.    On the other hand, gonococcal LPS was incapable of removing 
the inhibiting antibody. 
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Conclusions: 

1. Gonococcal pill and native cell wall complex competitively inhibit 
the attachitent of gonococci to human buccal epithelial cells. 

2. Gonococcal lipopolysaccharlde inhibits the attachment in a non- 
specific manner. 

3. Gonococcal pill and native complex but not lipopolysaccharlde can 
absorb out the antibodies in vaginal secretions which inhibit the 
attachment of N,  gonorrhoeae to epithelial cells. 

Funding Requirement FY-78;    $19,000.00 

Funding Requirement FY-79:    $25,000.00 

Publications; 

Tramont, E.G., Ciak, J.    Antigonococcal antibodies in Genital Secretions 
1978 in Immunobiology of Nelsseria gonorrhoeae, pp 27A-276. 

Tramont, E.G.    Human Immune Response to Keisseria gonorrhoeae - Pro- 
spectives for Vaccine Development.    Presented at 32nd Annual 
Meeting,  Soc. Med.    Gonsultants to the Armed Forces.    Nov.  1977. 
(abstract). 

Tramont, E.G., Giak, J.,  Gilbreath, M., Brlnton, C.   (abstract) Blockage 
of Local Antigonococcal Antibody by Gonococcal Antigens.    IGCAC, 
Atlanta, Georgia, 1978. 

Tramont, E.G., Hodges, W., Ciak, J.    Importance of Antigenlc Differences 
in Gonococcal Reinfection.  (Abstract) Clin Res. 1978. 

Tramont, E.G., Hodges, W., Ciak, J.,  Gilbreath, M.    Importance of 
Differences in Attachment Antigens in Gonococcal Reinfection. 

,Submitted for publication. 

Type of Report:  Interim. 
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Work Unit Wo.:   1906 

Title of Project;  The Limulus Lysate Assay for the Determination of 
Gram Negative Meningitis Septic Arthritis and Contamination of Intra- 
venous Fluids. 

"5 

Investigators; Edmund C. Tramont, LTC MC 

Objective; To select a reliable and sensitive test to determine the 
presence of bacterial endotoxln In fluids, especially cerebrospinal 
fluid, from clinical cases chosen by the Infectious Disease Service. 

Technical Approach; Limulus lysates available commercially are being 
studied. Initially the limulus amoebocyte lysate prepared by Micro- 
biological Associates, Bethesda, Maryland was used. The lysate gel 
formation reaction occurs in the presence of at least 1.0 ng/ml of 
endotoxln, according to the manufacturer. 

In a comparative study of commercially available lysates in the 
united States (Applied and Environmental Microbiology 3:1265-1269 
(1977)) Wachtel and Tsuji found that other sources than the above 
had more reliable and more sensitive lysates for gel formation. As a 
result the lysate from Sigma Chemical Co., St. Louis, Mo. was obtained 
'and tested, since the published report stated that as little as 0.06 
ng/ml of E. coll endotoxln could be measured. 

Within the last month a quantitative endotoxln analysis has 
become available from the Millipore Corporation, Bedford, Massachu- 
setts. This is a turbldimetric determination which can be read 
quantitatively using a spectrophotometer with a precision of 0.005 
absorbance units at 360 nm. The manufacturer claims that the assay 
is sensitive enough to detect as little as 0.005 ng/ml of their 
reference endotoxln. Basically, the mechanism involved is the com- 
bining of endotoxln with limulus amoebocyte lysate proenzyme(s) to 
form activated enzyme(s) which then unite with particulate protein 
(coagulogen) to produce aggregated protein that is expressed as 
turbidity which can be measured. This procedure is currently being 
used on specimens as they become available. 

Progress and Results; Seven specimens were analyzed by the qualitative, 
i.e. gel formation technique. All failed to produce a positive test, 
while positive controls were positive. 

The quantitative procedure, i.e. turbidmetric technique has been 
tested on the CSF of four patients. The concentrations of endotoxln 
present were interpreted as 0.23, 0.12, 0.10 and 0.13 ng/ml respective- 
ly. Three "normal" CSF which were tested were found to have 0.07, 
0.08, and 0.08 ng/ml respectively. The qualitative, i.e. gel forma- 
tion procedure tested with two patients were negative. 
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T-..nHc Utilized FY-78; $4,000.00 

j^ndsJReauested FY-79;  $9,000.00 

Publications,!    None. 

Type of Report;   Interim. 
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Work buit No.!    1908 

Title qf Project;    Evaluation of Sodium Stibogluconate   (Pentostam ) In 
the Treatment of Cutaneous Leishmanlasiu. 

Investigators: 

Principal:    Jeffrey D.  Chulay, M.D., MAJ MC 

Associate;    Edmund C.  Tramont, M.D., LTC MC 

Craig J.  Canfield, M.D. COL MC 

Larry D.  Hendricks, PhD, MAJ MSC 

Charles L. Pamplln, III, M.D., MAJ MC 

Robert E.  Desjardins, M.D., MAJ MC 

Objectives;     (a) To evaluate  the clinical efficacy of sodium stibo- 
gluconate  (PentostamR)   for  the  treatment  of cutaneous leishmaniasis. 

(b) To observe  for long term sequelae of cutaneous 
Ifelshmaniasis and its  treatment in military personnel. 

Technical Approach: Patients diagnosed as having cutaneous  leishmaniasis 
are offered treatment with sodium stibogluconate  (Pentostam^)  either 
according to the standard treatment plan  (manufacturer's  recommended 
therapy for visceral leishmaniasis)  or the investigational treatment 
plan (random assignment to one of three treatment groups:     group A, 
single daily dose;  group B,  loading dose followed by continuous 24 
hour drug infusion; group C,   loading dose followed by three equally 
spaced doses per day).    Each course of therapy consists of 10 mg/kd/day 
(maximum 600 mg/day)  for 10 days.    Patients are evaluated by clinical 
appearance of lesions and  cultures of lesions.    Evidence of toxicity 
is obtained by monitoring CBC,  urlnalysis, SMAC-20,   and chest x-ray 
weekly,  and EKG daily.     For the first five patients in each group of 
the investigational treatment plan, blood is obtained at intervals 
for measurement of drug levels to determine the pharmacoklnetics of 
sodium stibogluconate   (Pentostanr). 

Patients will be reevaluated by interview, physical examination 
and culture of lesions  three months and one year following treatment. 
A questionaire is being developed for follow-up by mail yearly there- 
after. 

Progress and Results:  Seventeen patients have been enrolled in the 
project during FY-78.     The  geographic origin of infection for these 
patients was: Panama,   12;  Brazil,  2;  Iran,  2, Kenya,  1. 
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Thirteen patients volunteered for the investlgational treatment 

plan and were randomly assigned to treatment with a single dally dose 
(4 patients), a continuous 24 hour Infusion (4 patients), or three 
equally spaced doses per day  (5 patients).    Except for one patient 
currently receiving his  first course of treatment whose response 
cannot yet be evaluated,  all patients in all three groups have had 
clinical healing of their lesions and negative cultures for leishmania 
after a single ten day course of therapy. 

Four patients elected treatment with the standard treatment plan. 
One of these,  the only patient whose diagnosis could not be confirmed 
by isolation of leinhmania from cultures of skin lesions, was treated 
on the basis of exposure history and a compatible clinical picture. 
He was treated with two 10-day courses of 600 mg.  sodium stibogluco- 
nate  (Pentostanr-)  daily with no improvement in his skin lesions;  the 
etiology of his disease remains unclear.    Two patients were cured, 
one with a single course and one with three courses of therapy.    The 
remaining patient showed no Improvement with the first two courses of 
t .erapy and is currently receiving a third course of treatment. 

Side effects occurring in the 15 patients who have completed 
therapy were: no side effects in 10; headache in two; and skin rash, 
local phlebitis,   tinnitus, blurred vision, diarrhea and epigastric 
discomfort in one each.    Abnormal laboratory tests were limited to 
transient elevation of SGPT in two patients and serum trlglycerldes 
in one patient.    There were no apparent changes in electrocardiograms. 

Eight patients have been seen for follow-up evaluation at least 
three months after treatment;  all were clinically well with healed 
lesions and negative cultures. 

Results of analyses  for drug levels are pending. 

Conclusion; Sodium stiboglyconateCPentostam^)' appears to be a safe 
end efficacious drug for the treatment of cutaneous leishmaniasis. 
Smaller lesions of recent onset appear to respond more promptly than 
larger, more chronic lesions. 

Funds Utilized FY-78;  $1000.00 

Fundins Requirements FY-79;  $2000.00 

Publications:    None. 

Type of Report:     Interim. 
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Work Unit No;    1909 

Title of Project;    Immunological Evaluation of Patients with Cutaneous 
Lelshmanlasls 

Investigators; 

Principal: Jeffrey D.  Chulay, M.D., MAJ NC 

Associate; David J. Wyler, M.D. 

Edmund C.  Tramont, M.D. LTC MC 

Objectives:    To study antigen-specific and nonspecific humoral and 
cellular immune responses in patients with cutaneous lelshmanlasls. 

Technical Approach; Patients with suspected or documented cutaneous 
lelshmanlasls are asked to volunteer to have 50 to 200 ml. of blood 
obtained by venipuncture for in vitro tests of their immune status. 
These tests include lymphocyte transformation in response to mitogens 
and antigens, lymphokine generation, intracellular parasite growth 
in cultivated monocytes and assessment of "helper" and "suppressor" 
activity. 

Progress and Results; Five patients have been enrolled in the project 
during FY-78.    All patients had lymphocyte transformation responses to 
leishmanial antigens which were positive, but modest when compared 
with patients studied previously.     Insufficient numbers of patients 
have been studied thus  far to draw conclusions regarding correlations 
between in vitro immune responses and prognosis. 

Conclusions;    Leukocytes from patients with cutaneous  lelshmanlasls 
respond to leishmanial antigens in vitro. 

Funds Utilized FY-78;  $2000.00 

Funds Requested FY 79:  $6000.00 

Publications;    None. 

Type of Report;  Interim. 
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Work Unit No.: 2101 

Title of Project: Investigation of Vascular Injuries, Vascular Disease, 
Vascular Grafts and Operating Procedures. 

Investigators: 
Principal: COL Norman M. Rich, MC 
Associate: LTC George J. Collins, Jr., MC, and LTC Paul T. McDonald, MC 

Objectives: To establish the best possible diagnosis of vascular injury 
and disease, to evaluate the methods of management currently used for 
these problems, and to determine the long term results of current methods 
of therapy. 

Technical Approach: Monthly reports are analyzed and specific topics of 
interest are investigated in detail. All patients are repeatedly examined 
on a routine evaluation basis in the Vascular Blood Flow Laboratory. 

Progress and Results: The long term follow-up effort continues in the Peripheral 
Vascular Surgery Clinic and Vascular Blood Plow Laboratory in evaluating patients 
with vascular disease and those with previous vascular injury who had vascular 
reconstruction. The fate of various methods of vascular reconstruction remains 
uncertain and a challenge for the future. Walter Reed Army Medical Center was 
established in 1950 as the Army's vascular center and we continue in our attempt 
to document the long term follow-up of these vascular patients. Because the 
"ideal conduit" has not yet been developed for arterial or venous reconstruction 
and because we continue to see new and complicated complications in our long 
term follow-up, this type of registration and follow-up are mandatory. Vascular 
surgery remains a relatively new field. There has been a par»icularly dramatic 
proliferation of new noninvasive diagnostic equipment in the past three years. 
Medical-engineering advances have been established to enable us to better determine 
regional blood flow. This has also been appreciated in the civilian community 
where vascular blood flow laboratories are being developed. 

Progress continues similar to that in previous years with our work in the 
Vietnam Vascular Registry and our long term follow-up of patients in the vascular 
disease registry. All investigators continue to present numerous papers and 
publish numerous manuscripts. 

Conclusions; The results of this project are reflected by the accomplishment 
of the investigators and the recognition given to them by their peers and by 
the vascular societies. This has reflected favorably upon Walter Reed Army 
Medical Center and the Army Medical Department. This work has allowed the 
expansion of the twelve year old Peripheral Vascular Fellowship program to now 
accept two vascular fellows each year. These board certified general surgeons 
gain additional expertise which will be helpful to them in their senior teaching 
roles at various Army Medical Centers. 
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Funds Utilized, FY-78: Approximately $30,000 of the slightly more than 
$31,000 granted by Army R § D Command have been utilized. 

.unding Requirements, FY-79: The request is being made for $30,000. 
Additional details will be provided as it is submitted to the Research 
and Development Command of the Office of the Surgeon General, As before, 
all details will be provided to the Clinical Investigation Service, WRAMC. 

Publications: An extensive list of publications is available. 

Type of Report;  Interim 
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Work Unit No.: 2103 

Title of Project: Heparin Dosage During Peripheral Vascular 
Reconstruction 

Investigators: 

Principal; LVC George J. Collins, Jr. 

Associate: LTC Daniel Kimball, COL Norman M. Rich 

Objectives: To determine the safe and effective dosage of heparin 
for use during peripheral vascular reconstructive 
procedures. 

Technical Approach: Thirty-one patients undergoing peripheral 
vascular reconstructive procedures were 
randomly assigned to two groups to receive 
either 100 or 150 units per kg of body weight 
of heparin intravenously just prior to cross 
clamping. 

Progress ^ Results: The study has been completed. 

Conclusions: These studies demonstrated that therapeutic heparin levels 
can be achieved with either dose, Heparin need not be 
repeated with cross clamp times in the range of one hour. 
Heparin reversal is mandatory with these doses and is 
satisfactorily accomplished using .5 mg protamine sulfate 
per 100 units of initial heparin dose. 

Funds Utilized, FY-78: $500.00 

Funding Requirements, FY-79: None. 

Publications; A copy of the manuscript which has been accepted for 
publication in the American Surgeon is attached. 
This data was also presented at the most recent 
Southeastern Surgical Congress, and the presentation 
won the Gold Medal Award as the most outstanding 
scientific presentation. 

Type of Report: Completed. 
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Work Unit No. 2104 

Title of Project: Evaluation of the Efficacy of Suppressing 
Platelet Activity in Patients with Intermittent 
Claudication 

Investigators: 

Principal:    LTC George J.  Collins,  Jr. 

Associate:    MAJ Salvatore Scialla,  COL Norman M. Rich, 
MAJ Earl Ferguson,  MAJ Patrick Clagett, 
LTC Paul T. McDonald, and Mr.   Charles Barr 

Objectives: 

1)    To determine the relative effectiveness of several platelet 
active drugs in suppressing in vivo and in vitro platelet 
function. 

2) 

3) 

To determine whether or not these drugs cause a lowering 
of coagulation factors. 

To determine ^suppression of platelet function in patients 
with intermittent claudication results »ml objective improve- 
ment in exercise tolerance. 

Technical Approach: Patients ranging in age between 40 and 70 years of 
either s6x with intermittent claudication documented 
by lowering of ankle pressure after exercise have 
been randomized into four treatment groups.    One 
treatment group receives placebo, one treatment 
group receives 600 mg per day of aspirin,  one 
treatment group receives 600 mg per day of aspirin 
and 100 mg per day of persantin, and one treatment 
group receives 200 mg of sulfinpyrazone four times 
daily.    Patients have a full coagulation screening 
battery including prothrombin time, activated partial 
thromboplastin time,  fibrinogen, factors II, V,  VII- 
X, VIII antigen,  IX,  X,  XI,  XII, antithrombin III, 
fibrin split products, and protamine sulfate |pa.«o.« 
coagulation.    The tests are done before taking 
medications,  after being on medications for two 
weeks, after being on medications for two months,  and 
after being on medications  for six months.     In 
addition to this, patients have arm and ankle 
pressures before and after treadmill exercise at 
the same time  intervals. 



Progress § Results: This study is going along quite well at this point. 
Eighty-two patients have been entered into thj.-: 
study, and this is over one half of our 
anticipated number. So far there have been very 
few patients who have had to drop out of the 
trial period. One patient developed a rash while 
taking drugs and was withdrawn from the trial 
period. Another patient was withdrawn from the 
trial because of inability to keep the appointments. 

Conclusions: The study continues and no conclusions can be drawn at 
this time. 

Funds Utilized, FY-78:  $3,829.00 

Funding Requirements, FY-79: 

Supplies: $3,000.00 
Travel:   $300.00 
Other:    Publication cost, $200.00 

Publications: Non e. 

Type of Report:  Interim 
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Work Unit No.: 2105 

Title of Project: Rapid Screening for Coagulation Abnormalities 

Investigators: 

Principal: LTC George J. Collins, Jr. 

Associate: LTC Daniel Kimball, COL Norman M. Rich, 
MAJ Salvatore Scialla, and Mr. Charles Barr 

Objectives: To develop techniques whereby sizable numbers of 
patients can be screened for hypercoagulability. 
The objective of the study is to be able to screen 
as many as twenty patients per day. 

Technical Approach: 

Progress § Results: 

Fifty patients from the Peripheral Vascular 
Surgery and Hematology-Oncology Clinics with 
suspicion of hypercoagulability will have 
coagulation screening batteries and thrombo- 
elastography performed. In addition, twenty 
healthy volunteers will be examined. After the 
determinations are made, the results of thrombo- 
elastography will be compared to the results of 
the screening battery.  If the results of thrombo- 
elastography agree with the results of broad screening 
with coagulation test, thromboelastography will then 
become the principle mode of screening. 

A direct writing thromboelastograph has been ordered. 
This equipment has not been previously available at 
this Center. For this reason, no patients have 
actually been entered into the study. 

Conclusions: Not applicable. 

Funds Utilized, FY-78: None. 

Funding Requirements, FY-79: 

Equipment: Thromboelastograph, $6,800 
Supplies: $1,000 
Travel: $300.00 
Other: Publication cos^,$200.00 

Publications: Not applicable. 

Type of Report: Annual, Interim. 
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Work Unit No.; 2304 

Title of Project:  Technician-Assisted and Computer-Assisted 

Ophthalraological Care. 

Investigators: 

Principal:  COL Budd Appleton 

Associate:  LTC Kenyon K. Kramer 

Objectives;  (1) To evaluate current methods of refractometry in 
terms of which type and methods appear to have the greatest military 
medical application. 

(2) To evaluate the potential of civilian-trained Oph- 
thalmic Medical Assistants (Technicians) for integration as members of 
the Army Eye-Care Team. 

(3) To evaluate methods of training Ophthalmology 
residents so as to include maximum utilzation of allied health 
personnel in their training for clinical practice. 

(4) To determine the optimum composition of a Program of 
Instruction (POX) for Ophthalmic Medical Assistants trained to work in 
AMEDD MTF's. 

Technical Approach;  (1)  Comparison studies of time required to do 
manual refractometry (retinoscopy versus the time required to use 
clinically available automated retinoscopes (Auto-refractor 6600, 
Ophthalmetron and Dioptron). 

(2) Measurement of increase in rate of patient through- 

put per ophthalmologist by using a civilian-trained Ophthalmic 
Technician to perform selected psychoraotor tasts ordinarily performed 
by the doctor. Measurements to be made using several samples of 
ophthalmologists and several samples of technician, plus whatever 
variations in task arrays and order appear to be appropriate. Measure- 
ments to be obtained using two or more Ophthalmic Technicians working 
simultaneously with the same ophthalmologist if this is feasible. 

(3) Establishment of proposed SOP's for: 

a. Use of one or more Ophthalmic Technicians by an 
ophthalmologist in an AMEDD MTF Eye Clinic. 

b. A Program of Instruction for Army-Trained 
Ophthalmic Medical Assistants trained soecifically to do work in AMEDD 
MTF's. 
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c.  Integration of training in utilization of 
Ophthalmic Medical Assistants into the POl's for OphthalmoloRv 
residents trained in AMEDD MTF's. 

Progress and Results;  Project has been under way twenty-one (21) 

months, of which approximately two (2) months were required for task 
partition and familiarization with clinical procedures.  The remaining 
time has been devoted to Objective 2. and Objective 3,, and their 
technical approaches.  The performance levels of six Ophthalmology 
residents have been evaluated as of this date. Their increases over 
base-line performance have ranged from approximately 50% to 
approximately 300%, using an Ophthalmic Technician in the format 
originally devised by the Investigators.  Additional preliminary 
efforts have been made to evaluate a different (triage) format utiliz- 
ing an Ophthalmic Technician, but thus far no attempt has been made to 
produce data utilizing this system comparatively. 

Conclusions:  Ophthalmic technicians using automated testing devices 
provide a cost affective means of increasing the quantity of quality 
ophthalmic care.  Minimum work space requirements are two examining 
areas per ophthalmologist. 

Type of Report:  Terminated 
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Work Unit No.: 2306 

Title of Project: Clinical Quantification of Intraocular 
Malignant Melanoma Volume 

Investigators: 

Principal:  Kenyon K. Kramer, LTC, MC, USA 

Objectives: To develop a technique to quantitate the size of intra- 
ocular malignant melanomas in vivo, since this is an 
important prognostic parameter and may become an important 
management parameter. 

T       approach:  B Scan water-bath ultrasonography after the method 
of Jackson Coleman, M.D., will be used to measure 
the malignant melanomas In vivo in order to 
determine three representative dimensions. Addi- 
tionally the Bronson Turner ultrasound unit will 
also be used to make the same measurements when 
possible. 

Progress & Results; Six additional lesions have been measured In vivo 
and have come to histopathology with the following 
combined results: 

3rd Report: 

Conclusions: 

Single Largest Dimension    %  Error 

Coleman Bronson-Turner 

+18 

- 3 

+67 
-27 
+13 

8 -20 
9 + 3 
10 -8 
11 +33 
12 -27 
13 — 

Mean Algebraic Error = 3-8 Mean Algebraic Error = +13.Ö 

Mean absolute %  error I thru 7 = 32.5 
Mean absolute %  er'or 8 thru 13 = 18 

As can be seen by the above figures a small improvement has been 
made in the percentage of errors and perhaps minimal further 
Improvement can also be made by further refinement of certain 
constants. However, after measuring some 13 melanomas 

I believe we may be near the limit of the apparatus which is 
currently available. 

Funds Utilized FY 78:  0 

Funding Requirements:  FY 79:  0 

Publications:  None 

Type of Report:  Interim 
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Work Unit No.: 2307 

Title of Project: Evaluation of Diplvalyl Epinephrine in the 'Jraatment 
of Glaucoma 

Investigators: 

Objectives: 

Lee Jampol, M.D. (former MAJ, MC, USA) 
William Rimm, MAJ, MC, USA 

To evaluate Dipivalyl Epinephrine and its efficacy in the 
treatment of chronic open angle glaucoma. 

Technical Approach: Diplvalyl Epinephrine (DPE) is an analogue of epineph- 
rine that differs from the parent compound by the addition 
of 2 pivallc acid groups at the meta - and para - 
positions 

c   yv ov* 

By virtue of these pivalic acid groups, DPE should be more lipophilic than 
epinephrine and should, consequently, penetrate the cornea more readily. 
Further, degradation by catachol o-methyl transferase (COMT) , the main 
metabolic pathway, must await removal of the pivallc acid group it the 
meta-position by some local esterase before it can act.  [MAO pathway is 
not affected.] Thus DPE should have a prolonged effect. 

Previous studies suggest that DPE significantly lowers intraocular pressure 
(TOP) in concentrations as low as 0.025%, produces mydriasis in concentrations 
of 0.1% and greater, and has significantly fewer adverse reactions in those 
patients with intolerance'to topically applied epinephrine preparations. 

We studied the effect of DPE in the control of open angle glaucoma in 17 
patients (10 males and 7 females) with a median age of 61.2 years (range 
47 to 74) during a treatment period of up to 1 year. 

Patients were selected on the basis of: 

1) 
2) 

3) 

4) 

6) 

age greater than 18 years; 
open angle glaucoma as defined by characteristic field loss in at least 
one eye and I0P greater or equal to 25mm Hg in both eyes; or normal 
fields with I0P greater or equal to 30inra Hg in both eyes; 
10? measured off epinephrine treatment but concomitant therapy with non- 
epinephrine drugs allowed if the same in both eyes and continued through- 
out the study; 
no aphakic patients; 
no patients with Grade 0 to 2 angles (Becker & Schaeffer) ; and 
no patients with a history of cardiac disease. 
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The study was designed such that: 

1) all patients underwent a minimum 2 weeks washout period with removal 
of all eplnephrlne medications prior to Initiation of treatment with 
DPE; 

2) concomitant medications were discontinued or decreased to qualify the 
patient for entry Into the study; 

3) patients fullfllllng the selection requirements as determined by control 
exmlnatlons on Day - 7 and Day 0 were started on 0.1% DPE, 1 drop In 
both eyes at 9 AM and 9 PM, and were continued on any concomitant 
medications; 

4) follow up examinations were conducted on Day 14 and months 1 through 12. 
Examinations consisted of visual acuity, pupil size and response, slit 
lamp examination, Intraocular pressures and ophthalmoscoplc examination. 
Additionally, on Day 0 and months 6 and 12, all patients also had 
visual fields, gonloscopy, measurement of cup-disc ratios, hematologic 
and blood chemistry evaluations, and cardlo-vascular evaluations; 

5) patients were maintained on 0.1% DPE as long as safe lOPs were maintained 
without toxiclty to the medication or progressive visual field loss; and 

6) If uncontrolled on 0.1% D^E, the patient was switched to 0.25% DPE. 
if still not controlled, the patient was moved to 2% eplnephrlne HC1 
to verify the patient was, in fact, an eplnephrlne responder. Respond^is 
were moved back to 0.25% DPE to ascertain they were true treatment 
failures. Non-responders were discontinued. 

Progress and Results: A total of 17 patients were entered into the study 
of which 9 completed the study.  Six patients were 

eliminated from the study due to Inadequate control of I0P and all 6 were 
found to be eplnephrlne non-responders. Two patients were eliminated from 
the study due to allergic reactions.  One of these had a follicular con- 
junctivitis and the other, with minimal objective findings, was discontinued 
at his request due to subjective Intolerance to the drug. 

The mean rise in I0P during the initial week of the washout period for those 
patients previously on eplnephrlne was 12% but the reliability of this figure 
is suspect due to the uncontrolled nature of this part of the protocol and the 
number of patients. 

There was no significant effect on the visual acuity, CSC, SMAC 20, Blood 
Pressure or Pulse rate by the DPE. 

The mydrlatic effect of 0.1% DPE was found to increase the mean pupil size 
10% but 9 of the 17 patients were on conconitant miotic therapy.  For those 
patients on no concomitant miotic therapy the increase In mean pupil size 
was 16.6% 

The effect of DPE on TOP is shown in Table I. As is shown, there is an 
initial good lowering of I0P with subsequent rise in the first to second 
month. 
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When we eliminate those patients who were subsequently found to be epi- 
nephrine non-responders (Table II) we see that the pressure lowering effect 
of DPE is fairly uniform throughout the study - in the range of 25%. 

Table III shows the incidence of adverse reactions to DPE. Although there 
appears to be a significant incidence of subjective complaints, all patients 
who had been on other epinephrine preparations prior to the study claimed 
that DPE was at least as comfortable and most claimed significantly fewer 
side effects. Two patients were discontinued due to side effects.  One 
due to severe bruning and stinging, although there was no objective evidence, 
which he claimed was just as bad as with epinephrine. The second patient 
was discontinued due to en  allergic follicular conjunctivitis with her 
concurrent complaint of tearing. It is interesting to note that she had no 
previous problems with epinephrine. 

Conclusions: Topically applied epinephrine compounds are widely employed 
in the management of glaucoma. The decrease in IOP that 

ocurrs is a result of the drugs adrenergic effect on the ciliary body and 
outflow pathways but many patients must discontinue these drugs because of 
the development of systemic and local effects. In approaching the problem 
of epinephrine sensitivity, many of the side effects can be reduced by 
decreasing the concentration or switching to a different formulation. 

Alternatively, a drug that penetrates the cornea more readily and can be 
used in minimal concentrations while effectively lowering IOP would avoid 
many of the extraocular problems. This study supports the finding.that 
DPE is effective in lox^ering the IOP in epinephrine responders and is 
subjectively as comfortable; if not more so, than commonly used epinephrine 
preparations. This is not to say that DPE is better than epinephrine. It's 
primary advantage at this point in time is that it appears to be better 
tolerated by those individuals with epinephrine sensitivity.  Its pressure 
lowering properties appear to be on a par with current preparations of 
epinephrine. DPE should be looked on as an alternative and not a replacement 
drug for currently available preparations of topically applied epinephrine. 

Fundus Utilized FY-78: None 

Funding Requested FY-79 : None 

Publications, FY-78: None - Paper presented at the BiAnnual WRAMC 
Ophthalmology Alumni Meeting, April 1978 

Type of Report: Completed (The original plan to incorporate 25 patients 
into the protocol was not feasible due to the prolonged 
recovery from an injury by one of the investigators.) 
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TABLE I 

MEAN IOP CHANGES WITH DPE 

n 
X 10? 

0D OS 
X IOP 
OU 

%  Fall 
1  OU 

j Day 0 17 27.3 27.6 27.4 

| Day 14 17 21.0 20.8 20.9 23.4   | 

| Month 1 16 23.1 22.9 23.0 16.0   | 

j Month 1.5 4 30.2 30.5 30.4 -10.6   | 

j Month 2 13 19.9 22.7 21.3 22.6 

i Month 2.5 3 23.2 26.0 24.6 10.2   | 

j Month 3 12 21.1 20.2 20.6 24.8   | 

| Month A 11 21.5 20.7 21.1 23.4   | 

! Month 5 10 10.7 19.5 19.6 28.5   1 

| Month 6 11 21.3 21.3 21.3 22.6   | 

1 Month 7 10 19.6 19.9 19.8 27.7   | 

j Month 8 10 18.6 19.4 19.0 30.7   | 

Month 9  j 10 17.9 18.1 18.0 34.3 

| Month 10 10 18.6 18.9 18.8 31.4 

Month 11 i 9 18.2 18.7 18.4 32.8 

j Month 12 9 20.0 20.3 20.2 \ 26.3 
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TABLE    II 

MEAN IOP CHANGES WITH DPE FOR EPINEPHRINE RESPONDERS  ONLY 

X IOP I IOP % Fall 

0 

n 

11 

OD 

25.9 

OS 

27.3 

OU 

26.6 

OU 

Day   

Day 14 11 19.5 19.7 19.6 26.3 
Month 1 10 21.0 21.1 21.0 21.1 
Month 2 10 20.8 12.4 21.1 20.7 
Month 3 10 20.6 20.4 20.5 22.9 
Month 4 10 21.4 20.9 21.2 20.3 
Month 5 9 19.7 19.4 19.6 26.3 
Month 6 10 20.4 20.9 20.7 22.2 
Month 7 10 19.6 19.9 19.8 25.6 
Month 8 10 18.6 19.4 19.0 28.6 
Month 9 10 17.9 18.1 18.0 32.3 
Month 10 10 18.6 18.9 18.8 29.3 
Month 11 9 18.2 18.7 18.4 30.8 
Month 12 9 19.6 20.3 20.0 24.8 i 
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TABLE III 

SIDE EFFECTS 0.1% D?E 0.25% DPE 

Subjective: 

Blurring 12 (8.8^) 2  (8%) 
Burning/Stinging 3 (2.2%) 1 (4%) 
Tearing 3 (2.2%) 1 (4%) 
Redness 2 (1.5%) 2 (8%) 
Light Sensitivity 1 (0.7%) 

Objective: 

Trace Injection 21 (15.3%) 13 (52%) 
1+ Injection 11 (8.0%) 3 (12%) 
2+ Injection — 3 (12%) 
3+ Injection   1 (4%) 
Follicular Conj. 4 (2.9%)   

1+ Lid Erythema 1 (0.7%)   

Total Patient Visits 181 25 

234 
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Work Unit No.:    2308 

Title of Project; 

Investigators: 

Scleral  Buckling  for Retinal  Detachment   1973-1976. 
A Retrospective  View. 

Principals;    Glenn N.   Pomerance,  CPT MC 
Resident   in Ophthalmology 

Paul V.  Whitmore,   LTC MC 
Assistant  Chief,  Ophthalmology  Service 

Objectives:     The purpose of this  clinical   review,  therefore,   is  to 
present our experience  in scleral  buckling and  to draw some  conclu- 
sions  from our experience. 

Technical Approach:    Attempts will be made to create a  listing of all 
cases,   to  include demographic   information,  diagnosis,   indications  for 
surgery,  hard preoperative data  (fundus  drawings,  etc),   surgical 
procedures  performed  (to  include  type of element utilized,   method of 
placement,  drainage versus nondrainage),  complications  of surgery and 
postoperative results with specific  interest on  resultant visual 
acuity as  compared  to degree  of detachment  preoperatively. 

Attempts will also be made to obtain follow-up data on as many 
patients  as  possible.     This will  be accomplished by contacting  the 
patients  themselves,  their referring physicians,  or both. 

Arrangements will be made  for  as many patients as possible  to undergo 
a  follow-up exam at WRAMC.     If  this  is not  feasible,   the patient will 
be  requested to visit  the nearest  Army Medical  facility  for  a  follow- 
up examination by an Ophthalmologist.    A questionnaire will  be devised 
to  provide the examiner with  guidelines  so that  base-line data  for the 
study will be obtained. 

Conclusions:     This projecc  is  proceeding with data collection on all 
cases  in study  (approximately  150)  from inpatient records.     It  is 
anticipated that  this will  be  completed by 15 June 1979. 

Second  stage of protocol,  examination of patients, and  collection of 
follow-up data will be  continued  by principal  investigator   (Dr. 
Whitmore)  and another resident  to  be named. 

Type  of Report:     Interim 
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Work Unit No.:     2309 

Title of Project:    A Study of Eye Trauma  and Treatment  In the Military 

Investigators:    Principal  - Howard P.  Cupples,  CPT, MC, USN 
Associate - Paul  V.   Whitmore,  LTC, MC,  USA 

Objectives: 

1. To determine the role of vitreous  surgery  In the management of 
ocular trauma. 

2. To compare the results of ocular  trauma cases managed by vitreous 
surgery with the reults of ocular  trauma -ases managed   in the 
past  by conventional methods. 

3-    To use animal  studies  in order to  refine vitreous surgery 
techniques and to develop new approaches to problems   In the 
management of ocular trauma. 

h.    To develop plans for the efficient management of ocular combat 
Injuries based upon the analysis of data collected during the 
study. 

•Progress and  Results: 

Sixteen   06)  cases of ocular trauma  have been managed at Walter Reed 
Army Medical  Center using vitreous surgery techniques.    A combined 
series of  fifty  (50)  cases between  the National- Naval  Medical  Center 
and Walter Reed Army Medical   Center was  reported at the 1978 Biennial 
Walter Reed Army Medical  Center Ophthalmology Postgraduate meeting. 
In this  report a classification of  types of  injuries was developed 
which  Is expected to facilitate the determination of optimal   time 
for  intervention with vitreous  surgery  in various types of   Injuries. 

Based on our early experiences with  removal  of large non-magnetic 
Intraocular foreign bodies,  a  technique has been developed which 
employs vitreous surgery and permits   removal  of the foreign body 
through  the anterior chamber of  the eye without causing additional 
damage  to the posterior segment of  the eye.    This technique has  been 
reported by us at  the 1978 meeting of  the Wllmer Residents Associa- 
tion of Johns Hopkins University Hospital. 

Funds UtilI zed FY 78:    None 

Funding  Requirements  FY 79:    None 
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Work Unit No. 2309 Ccontlnued) 

Publications: 

Cupples H, Whltmore P, Parver L.  Pars PI ana Vitrectomy: An 
Advance In Management of Severe Ocular Trauma. US Navy Medicine 

68:26-29, 1977. 

Type of Report:  Interim 
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Work Unit Number: 2310 

Intraocular Lenses Title of Project; 

Investigators; 

Principal;     Kenyon K.   Kramer, LTC 

Associate:     Floyd L. Wergeland,  COL 

Norman N.K.  Katz, LTC 

Objectives:    To evaluate  intraocular  lenses   in  the treatment of aphakia. 

Technical Approach: Intraocular lenses will  be  implanted  in selected 
patients either at the time of cataract extraction, 
or at a second operation following  the extraction. 
This  is part of a nationwide collaborative study  to 
determine the  incidence of adverse defects. 

Progress & Results; Two patients have had   intraocular  lenses  implanted 
at the beginning of  this  study without adverse affects. 

Conclusions:       No conclusions are possible at  this early date. 

Funds Utilized,   FY-78:  None 

Funding Requirements,  FY-79:    None 

Publicat ions;    None 

Type of Report:       Interim 
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Work Unit No.:    2508    (formerly #201) 

Title of Project: 

Investigators: 

Principal: 

Associate: 

An Experimental Analysis of Aural Rehabilitation Using 
Programmed Instruction 

Edward B. Muth, M.A. 
Aural Rehabilitation Section, AA&SC 

Charlene K. Scherr, M.A. 
Aural Rehabilitation Section, AA&SC 

Objective: To provide three programmed presentations for orientation to effective 
hearing aid use 

Technical Approach: 

Progress and Results; 

Conclusions; 

Use of tape recorded 3-voice narration film slide presenta- 
tions in three (3) sound slide projectors. Presentations 
are to be 20 minutes duration, 80 slides each. Separate 
presentations will allow separate individual or smaller 
group presentations geared to the differentiated needs 
of different patients. This will permit study and analysis 
of different rates of progress in rehabilitation, if any. 

Original color film series was lost and had to be retaken. 
First set of 80 slides produced were put into immediate 
use. These slides have been sent for photo reproductions. 
Due to environmental limitations,additional presentation 
booths could not be cheated in old quarters, but can be 
implemented in the New Treatment Facility after moving 
there. 

A study has shown that persons issued hearing aids that completed 
the programmed instruction were able to grasp the essential require- 
ments for successful use and communication with only a minimum of 
time spent at the center—the so-called "Quicky" delivery. This 
has proven to be a popular course taken by the more busy 'executive' 
type individual and the indisposed who have reasons not to undergo 
the two week course. 

Funds Utilized, FY 78: None 

Funding Requested, FY 79: None 

Publications, FY 78: None 

Type of Report: Termination 
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WORK UNIT NUMBER; 2510 

TITLE; A Multidimensional Assessment of Stuttering Severity 

INVESTIGATORS; 
Principal: 
Associate; 

Robert A. Prosek, Ph.D. 
Brian E. Waiden, Ph.D. 
Allen A. Montgomery, Ph.D. 
Daniel M. Schwartz, Ph.D. 

& ; 

OBJECTIVE: To determine the parameters of stuttered speech that are used 
by speech-language pathologists to rate the severity of stuttering. 

TECHNICAL APPROACH; Fifteen male stutterers, selected from the patients 
seen at the Army Audiology and Speech Center, WRAMC, provided the speech 
material used in the study. It was determined that two of these patients 
did not exhibit sufficient stuttering behavior to be included in the 
experiment. The remaining 13 stutterers were between the ages of 19 and 
^5 years (mean age, 2^ years). Audio tape recordings were made as each 
stutterer read the Amplifier Passage (Fairbanks, i960) in a sound-treat- 
ed room at a constant mouth-to-microphone distance of one meter. The 
stutterers were instructed to use their normal rate, loudness and pitch 
and to make no special attempt to control their stuttering behavior. 

The individual differences model of multidimensional scaling used 
in this study required each stimulus to be paired with every other 
.stimulus in the ensemble for presentation to the judges. Since it 
would have been impractical to pair the entire Amplifier Passage across 
the 13 stutterers, the procedures outlined below were followed to select 
one sentence for each stutterer which would be used for the judgment 
task. 

Measurements of disfluency were made for each sentence of the 
passage for each stutterer using the classification scheme outlined by 
Johnson, Darley and Spriestersbach (1963). The classifications included 
were moments of stuttering, interjections, part-word repetitions, word 
repetitions, phrase repetitions, revisions, incomplete phrases, broken 
words, prolonged sounds and reading rate in words per minute. In 
addition, the number and duration of intrasentence pauses were measured 
by analyzing each sentence with the histogram shaper of a computer of 
average transients (CAT) in a manner similar to that described by Love 
and Jeffress (197'')- The output of the CAT was a frequency distribution 
of intrasentence pauses obtained with a time resolution of + 10 msec. 
Based upon the findings of Love and Jeffress (1971 )> only pauses of 100 
msec or longer were included in the measurements. Finally the duration 
of each prolongation was measured from sound spectrograms with an accuracy 
of + 10 msec. The measurements described above were made by the 
principal investigator whose reliability across the 13 measures was 
O.96. 

In order to select the sentence for each stutterer to be used in 
the judgment task, the measurements for each sentence of the passage 

"0 
..-..■ - 



wrnmimi****'' 
^„„i.i.i.n a,.«m..w„.     i -.■^■..■..-.. .'^ ■^■■'.■««■yii' . ii|lil.i-i  i^W" 

2. 

were converted to Z-scores and summed across the variables. For a 
given stutterer, the sentence yielding the highest summed Z-score was 
used in the study. This procedure insured that the sentence selected 
for each stutterer maximized stuttering behavior. A stimulus tape was 
prepared by pairing each stutterer's sentence once with the sentence of 
each of the other 12 stutterers. Only one sentence order was used since 
pilot data indicated that sentence order did not significantly influence 
listener judgments. The stimulus tape, therefore, consisted of 78 sen- 
tence pairs, with the order of the pairs determined from a table of 
random numbers. 

Eight speech-language pathologists served as judges for the experi- 
ment. The sentence pairs were presented via a loudspeaker in a 
sufficiently quiet test room (ambient noise level, ^8 dB(C)). The 
loudness of the recordings was adjusted to a comfortable listening level. 
The judges were instructed to indicate which member of each pair was the 
more severe stutterer, and then to indicate the confidence with which 
this judgment was made. Confidence was rated on a five-point scale 
where "one" represented a high degree of confidence, and "five" repre- 
sented no confidence. This procedure assumed that a confidence rating 
of "one" indicated that the two stutterers were perceived as very 
dissimilar in stuttering severity. Conversely, when a judge rated his 
confidence as "five", the two stutterers were very similar in stuttering 
severity. 

The judgment task was repeated on four occasions over a three-week 
period. The first two sessions were regarded as practice, and these 
data were not used in tfie analysis. The confidence ratings of the third 
and fourth sessions had a mean product-moment correlation of 0.77 
across the eight judges, and these rating were pooled for each judge and 
arranged in a lower triangular matrix. 

PROGRESS AND RESULTS: The eight matrices were analyzed via the computer 
program INDSCAL which is based on the individual differences model of 
multidimensional scaling. Multidimensional scaling procedures have the 
advantage of using the psychological data alone to determine the percep- 
tual dimensions used in making the'judgments. That is, the analyses 
make no a priori assumptions concerning the number or the nature of any 
relevant physical variables which may underlie the psychological judgments 
of the subjects. The individual differences model offers a further 
advantage in that it also provides weights indicating the degree to 
which each judge relied on the various perceptual dimensions. 

The matrices were analyzed in seven through two dimensions. The 
two dimensional solution, which explained 50/S of the variance, is 
discussed here since it provided dimensions which were readily interpre- 
table. In Figure 1, the stutterers are displayed in the two dimensional 
perceptual space provided by the INDSCAL analysis. Each number in the 
figure represents one of the 13 stutterers.  In order to aid interpre- 
tation, the two dimensions were correlated with the measurements of 
stuttering behavior described previously. A product-moment correlation 
of -O.80 was found between the first dimension and reading rate, and a 
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coefficient of 0.75 vas found between the second dimension and the 
number of pauses within a sentence. In terras of the figure, stutterers 
who are to the right of the origin had slower reading rates than 
stutterers who are to the left of the origin. Further, stutterers 
lying below the origin had fewer pauses within a sentence than stutterers 
who are above the origin. The correlation between the first and second 
dimensions was 0.51 whereas that between reading rate and number of 
pauses was -O.5O. These moderate correlations were expected and indicate 
that, as reading rate increases, it is likely that the number of intra- 
sentence pauses will decrease. 

As mentioned earlier, the individual differences model underlying 
INDSCAL provides a useful method for comparing judges. The analysis 
provides a set of weights which characterize the extent to which a 
judge relied on each of the two dimensions in making his severity 
judgments. These weights are conveniently displayed in Figure 2. The 
coordinates of the figure are the two psychological dimensions, and the 
data points are the judges. In general, the farther from the origin 
that a judge lies along a dimension, the greater the weight given to 
that dimension by the judge. Further, the closer a judge is positioned 
to the main diagonal, the more equally he weighted the two dimensions. 
It is apparent that the judges can be divided roughly into three groups 
based upon the relative weight given to each of the dimensions. Although 
.there are many measurable parameters of stuttering behavior present in 
the speech samples, most judges appear to use a single parameter in 
judging stuttering severity. This interpretation of the data assumes 
that the higher dimensions, which could not be labeled using the avail- 
able physical measurements, were not influencing the judges to any 
great extent. In this regard, it should be noted that there is a 
relationship between the number of stimuli included in a multidimensional 
scaling analysis and the number of meaningful dimensions which can be 
recovered from the analysis (Sherman, 1972). It is possible that, had 
more stutterers been included in the sample, more interpretable dimensions 
would have emerged. 

CONCLUSIONS; Because of the small number of judges and stutterers used 
in the study, the results cannot be safely generalized to the broad 
populations of all stutterers and speech-language pathologists. Assuming 
that the judges and stutterers used are representative, however, the 
results do have important implications for clinicians and researchers. 

Since most of the judges appeared to rely on a single dimensions in 
making severity judgments, and since the dimension, was not the same for 
all judges, some pretraining may be necessary to insure that judges are 
responding to the same attributes of stuttered speech or to those 
attributes of interest to a particular investigator. Since severity of 
stuttering apparently means different things to different people, the 
results indicate that more studies of the perceptual properties of 
stuttering severity need to be conducted to determine the dimensions 
that are important to various groups of speech-language pathologists. 

That reading rate should emerge as a correlate of the first 
dimension is not surprising since rate has been advocated as a useful 

L 02 
—. 



p„np^....|I.l.<l<l..,<.p  ,.,..,..     ...   —^T-^^^^ppipi mmmrnfr^mmmmmim^ 

index of disfluency (Sander, 19^1; Minifie and Cooker, lySk).    In 
addition, Young (I96I) found that rate was one of three variables that 
could be used to predict stuttering severity judgments, and Prins and 
Lohr (1972), in a factor analysis of stuttering behavior, found that 
rate contributed to their first factor. What is surprising is that none 
of the more commonly used measures of stuttering, such as frequency of 
stuttering or frequency of part-word repetitions, emerged as a correlate 
of the perceptual dimensions. This does not mean necessarily that these 
more traditional measures are unrelated to stuttering severity totally, 
but the data argue that, at the very least, the relationship is not a 
simple one. 

The second interpretable dimension, pauses, is an often neglected 
parameter of stuttered speech in general. Love and Jeffress (1971 )> 
in a study of the fluent speech of stutterers, found a significantly 
greater number of pauses of 125 msec or longer in the npeech of stutter- 
ers than that of nonstutterers. The results of the present study 
extend the findings of Love and Jeffress in that the number of pauses 
also is perceptually important, at least for some judges, when assessing 
stuttering severity. 

REFERENCES; 
Fairbanks, G. Voice and articulation drillbook. New York: Harper 

and Row (i960). 
Johnson, W., Darley, F.L. and Spriestersbach, D.C. Diagnostic methods 

in speech pathology. New York: Harper and Row (1963)« 
Love, L.R. and Jeffress, L.A. Identification of brief pauses in the 

fluent speech of stutterers and nonstutterers. J. Speech Hear. Res., 
1l|,229-2lK) (1971). 

Minifie, F.D. and Cooker, H.S. A disfluency index. J. Speech Hear. Din., 
29,189-192 (196^).. 

Prins, D. and Lohr, F. Behavioral dimensionß of stuttered speech. J, 
Speech Hear. Res., 15, 61-71 (1972). 

Sander, E.K. Reliability of the Iowa speech disfluency test. J. Speech 
Hear. Pis., Monograph Supplement #7, .21-30 (1961). 

Sherman, C.R. Nonmetric multidimensional scaling: A Monte Carlo study 
of the basic parameters. Psychometrika, 37> 323-355 (1972). 

Young, M.A. Predicting ratings of severity of stuttering. J. Speech 
. Hear. Pis., Monograph Supplement #7, 31-5,l (I96I). 

FUNDS UTILIZED, FY-78: NONE 

FUNDING REQUIREMENTS, FY-79: NONE 

PUBLICATIONS; The inclosed manuscript entitled "A Multidimensional 
Analysis of Stuttering Severity" has been submitted for publication 
to the Journal of Speech and Hearing Disorders. 

TYPE OF REPORT:  COMPLETED 
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WORK UNIT NUMBER:    2512 

TITLE:    Effects of Hearing Impairment and Acoustic Filtering on the 
Perception of Speech 

INVESTIGATORS; Prircipal:   Brian E. Waiden, Ph.D. 

Associate:   Allen A. Montgomery, Ph.D. 
Daniel M. Schwartz, Ph.D. 
Robert A. Prosek, Ph.D. 

OBJECTIVE:   The objective of this experiment is to describe those effects 
of hearing loss on speech perception which cannot be accounted for on the 
basis of the frequency distortion imposed by reduced auditory sensitivity. 
Specifically, the purpose is to determine which speech sounds (or classes 
of sounds) are perceived similarly and differently through an impaired ear 
and a normal ear listening through a filter network which has bee;i matched 
to the impaired ear's audiometric configuration. 

TECHNICAL APPROACH:    Consonant confusion matrices have been obtained for 13 
adults with unilateral hearing impairments.   The consonants were presented 
without any external distortion to the impaired ear.   For the normal ear, 
however, the stimuli were presented through a multi-filter network which was 
adjusted to match the configuration of the hearing loss in the impaired ear. 
In-addition, pairs of consonants were presented sequentially to the two ears 
for judgment of consonant similarity using an equal appearing interval 
scale.    The resulting data wert analyzed to reveal which consonants (and 
classes of consonants) are perceived differently through the impaired ear 
and the filter network.   As a check on the validity of the supra-threshold 
audiogram matching procedure, consonant confusion matrices have been obtained 
for 5 normal-hearing adults.    Frequency distortion of varying amounts were 
introduced into the audio circuit to one ear via two passive band-pass 
filters.    The multi-filter was then used to match the frequency distortion 
in the opposite ear using the audiogram matching procedure.    Frequency 
responses of the two filter networks were obtained in order to compare them 
for similarity, and consonant confusion matrices were obtained for both ears. 

PROGRESS AND RESULTS:    It is anticipated that data will be obtained for 10 
normally-hearing subjects and 10 unilaterally impaired subjects.    Data for 
5 of the 13 unilaterally impaired subjects that have been run to date had 
to be discarded because the nature of their hearing impairments (i.e., flat 
audiometric configurations) resulted in very few confusions in the normally- 
hearing ear when listening through the multi-filter.   As a result, standard 
analyses could not be applied to these matri> data.   Data for 6 of the 10 
normally-hearing subjects have been obtained to date.    The confusion matrix 
data for the normally-hearing subjects and the hearing-impaired subjects 
have been analyzed via INDSCAL and KYST multi-dimensional scaling programs 
to derive the underlying perceptual features.    The features derived from the 
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multi-dimensional scaling analysis were then used as criterion dimensions 
for a SINFA analysis of the confusion matrices for each subject.    Since all 
ears were treated separately, the resulting data consisted of a SINFA analy- 
sis of 28 confusion matrices - 16 for the 8 hearing-impaired subjects and 
12 for the 6 normally-hearing subjects.    Cross products between the feature 
weights for each ear and every other ear have been computed.    Currently 
these data, as well as additional recognition data, are being analyzed to 
determine which consonants and features are perceived differently through 
the impaired ear and the normal ear listening through the multi-filter. 

CONCLUSIONS: The preliminary 
substantial amount of distorti 
for by the multi-filter. Spec 
impaired ear is substantially 
listening through the multi-fi 
nition scores for the two ears 
to-low. There is some prelimi 
pattern of feature recognition 
hearing-impaired subjects desp 
The data of the normal-hearing 
procedure is quite efficient i 
on the multi-filter. 

analysis of the data suggests that there is a 
on in the impaired ear which is not accounted 
ifically, recognition performance in the 
below that of recognition in the normal ear 
Iter.    Correlations between the phoneme recog- 
of the hearing-impaired subjects are moderate- 

nary evidence, however, to suggest that the 
may be similar between the two ears of the 

ite the differences in recognition scores. 
subjects suggests that the audiogram matching 

n matching the frequency distortion of one ear 

FUNDS UTILIZED, FY-78:    None 

FUNDS REQUESTED, FY-79:    None 

PUBLICATIONS:    The results to date of this experiment are being presented at 
the joint meetings of the Acoustical Society of America and the Acoustical 
Society of Japan, meeting.in Honolulu in November 1978. 

TYPE OF REPORT:    Interim 
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Work Unit No.: 

Title of Project; 

Investigators: 

Principal: 

Associate: 

Objectives: 

2516 

The Effect of Amplification on Limited High- 
Frequency Hearing Loss 

Rauna K. Surr, M.S. 

Daniel M. Schwartz, Ph.D. 

Assessment of California Consonant Test (CCT) 
as a clinical tool. 

Technical Approach; Experimental hearing aid evaluations are now being 
scheduled for the final phase of this project. V.A. contract aids as 
well as a new ear level aid with extended high frequency amplification 
are being used. California Consonant Test (CCT) in quiet and in noise 
is the primary test for assessment of the effect of amplification. 

Progress & Results; The two pilot studies mentioned as papers to be 
presented in the last interim report have been accepted for publication. 
A third pilot study for this project is near completion and has been 
accepted for presentation at the American Speech and Hearing Association 
Convention in November 1978 in San Francisco. These data show excellent 
"test-retest reliability in soundfield presentation mode at various 
message-to-competition ratios for normal as well as hearing impaired 
subjects. Further analysis on split-half reliability is in progress. 

Conclusions: Valuable information on clinical use of CCT has been 
obtained and we are now ready to proceed to the final phase of this 
project which is to use CCT in experimental hearing aid evaluation on 
persons with limited high frequency hearing impairment. 

Funds Utilized: FY-77: Travel to Chicago, ILL, in November 1977 for 
paper presentation. 

Funding Requirements: FY-78: Travel: Presentation of paper in San 
Francisco, November 1978 (copy of acceptance letter attached). 

, Surr, R.K.: Three Experiments on the 
Speech Hear Disord. November, 1978. 

Publications: Schwartz, D.M 
California Consonant Test, J 
Schwartz, D.M., Surr, R.K., et al: Performance of High Frequency 
Impaired Listeners with Conventional and Extended High Frequency Amplifi- 
cation, (inpress) by Audiology. 

Type of Report: Interim 
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To:   Raima K. Surr 
Army Audiology & Speech Cf:nte:r 
Walter Reed Army Medical CenU'.r 
Forest Glen (156) 
Washington, D.C. 20012 

From: Lyle L. Lloyd, Ph.D., Chairrsn, 1973 Convention Prograa Coraaittee 

Following the review process described on I'M  encloaed memo, the 1978 Program 
Coianlttee has directed me to Inform you thai; your proposal, (ASHA 8  781)f 

Sound Field Noise Interference runctions for tha California Consonant Test 

hau been accepted as a Tradit::Lona-- I'latfom Preseiitation ^j la scheduled for: 

Date  Nov- 20   Time 3:45       Hotel S Room St-  Francis-Elizabethan A&B 

Your Session Chairman is:  Gerard y.uppema i - Univ. of Massachusetts 

Unless otherwise indicated abova, nhe max.inum time available for Traditional 
Platform presentation of a Scientific/Technical paper is ten (10) minutes. 
Tha time for Minisewinars and for Poster Sessions is 90 minutes. Specific 
suggeatlona for your format ara included. 

Audiovisual equipment available in Traditional Platform and Minlsemlnar pre- 
sentation rooms will Include: 

a. chalkboard 
b. pointer 
c. a single microphone (if room is large enough to require amplification) 
d. 5 x 5 cm (2 x 2 in.) slide projector 
e. overhead projector, audio tape recorder and/or other special equipment 

requested on original proposals and approved for this session are as 

follows:  

tn—~~  »n o,,,,,.,,,,«..!,,.. ,,0,.,.0„.~„-,j^,,,,,, ">^ r*!1'" to thi Fir?t Jh'thov of ^Mlti^le- 

authored proposals, would you please notify your co-author(s) (if any) of the 
acceptance of your proposal and of the deliails regarding its presentation. 

Traditional Platform paper presenters should forward a copy of their paper to 
the Session Chairman at the earlieüt possible time. 

We are grateful to you for your pcrtlcipaticn in this year's convention, and 
we hope the enclosed information will help yen to understand the operation of 
the session in which you are scheduled. 

See you in San Francisco! 

iiaclosures 

MS, TP P & C 
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WORK UNIT NUMBER:    2517 

TITLE:    Evaluation of a Specialized Technique for Training Audiovisual 
Integration in Hard-of-Hearing Patients 

INVESTIGATORS:    Principal:    Allen A. Montgomery, Ph.D. 
Associate:    Brian E. Waiden,  Ph.D. 

Daniel M. Schwartz, Ph.D. 
Robert A. Prosek, Ph.D. 

OBJECTIVE: This study is designed to evaluate the effectiveness of a 
newly-developed training procedure for irrproving patients' ability to 
use the audible and visible aspects of speech simultaneously. 

TECHNICAL APPROACH:    This study was divided into two parts. 

Part I:    Evaluation of Test Materials.    To evaluate the effective- 
ness of a therapeutic technique it is necessary to have stable measures 
of the behavior under treatment.    Part I was devoted to establishing the 
adequacy of three types of speech materials for pre- and post-testing. 
The sensitivity of the materials as derived from intelligibility-S/N 
functions and the reliability of the materials in a test-retest paradigm 
were determined with normal and hearing impaired subjects.    Further, the 
equivalency of various forms of each test have been established. 

Part II:    Evaluation of Treatment Procedure:    Part II of this study 
will  follow a standard pretest, treatment-posttest paradigm with an 
experimental group receiving training in AVI and a control group not 
receiving training in AVI. 

a. Subjects: The subjects in Part II were 30 hearing-impaired 
patients from the inpatient Aural Rehabilitation Program in the Army 
Audiology and Speech Center. The patients will be assigned randomly 
to experimental and control groups of 15 patients each. 

b. Materials:    The pre- and post-training materials and procedures 
developed in Part I of this study will be employed. 

c. Procedure:    The pre- and post-training testing were conducted 
on all patients to obtain measures of their ability to utilize simul- 
taneously the auditory and visual components of speech prior to and 
following training (or following a comparable period of nontraining for 
the control group). 

The training in AVI was done individually without noise in ten one- 
hour sessions employing a two-room environment.    The training was done 
by audiologists and speech pathologists who will rotate assignments 
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such that no patient receives more than one half of his sessions from 
any one of the clinicians. 

d.    Data Analysis:    The primary analysis involves the comparison 
of mean pre- and post-test results for the control and experimental 
groups.    In addition, analyses is made of the learniny curves of indivi- 
dual patients and of the errors on test Items to provide insight into 
the nature of the learning which has taken place and the effects of 
training. 

PROGRESS AND RESULTS:   Part I, concerned with evaluation and development 
of test materials, is essentially complete.    We have developed a useful 
and reliable test of audio-visual speech reception for use with hard- 
of-hearing patients.    This test, based on the "Drill Sargent Passage" 
has demonstrated test-retest reliability of r = 0.85 with minimal  learn- 
ing taking place. 

Part II of the study, which uses the test to evaluate the effective- 
ness of our specialized training procedures, is nearing completion.    We 
have trained 12 of the 15 patients needed for the experimental group and 
tested eight of the 15 control patients.    The results to date indicate 
that the technique is quite successful in improving the experimental 
patients' ability to perceive speech in noise, with improvement averaging 
17% following training.    In addition, the patients' reaction to the 
technique is quite favorable. 

Our plans are that the new technique will be incorporated into the 
clinical routine of the Aural Rehabilitation Section on an experimental 
basis.    Its effectiveness and its role in the overall program will con- 
tinue to be monitored there, under our guidance.    We are waiting until 
the transfer of the Army Audiology and Speech Center to the New Treatment 
Facility is complete before implementing the technique. 

CONCLUSIONS:    At the present time the technique appears to be beneficial 
to the patients and easy to administer.    Final conclusions and recommen- 
dations will be made following a clinical trial in the Aural Rehabilitation 
Program. 

FUNDS UTILIZED, FY-78:   None 

FUNDS REQUESTED, FY-79:    None 

PUBLICATIONS:    The following papers, arising from this project, have been 
presented.    In addition, an article is in preparation for submission tc 
the Journal of the Academy of Rehabilitative Audiology. 

Montgomery, Allen A.    Research on Auditory-Visual Integration for 
Adult Hearing Aid Users.     (Paper presented at Acaderr\y of Rehabili- 
tative Audiologists Summer meeting, 1977.    A suinmary of the 
proposed study was presented, and the technique was demonstrated. 
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Montgomery, Allen A.    Assessment of a New Auditory-Visual Training 
Technique.    (Paper presented at American Speech and Hearing 
Association annual convention, November 1977). 

Montgomery, Allen A.    Techniques for Training Auditory-Visual  Inte- 
gration.    (Paper presented at National Technical Institute for the 
Deaf Research Seminar, Rochester, N.Y., November 1977). 

TYPE OF REPORT:    Interim 
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WORK UNIT NUMBER:    2518 

TITLE:    The Effects of Analytic Training on the Sentence Recognition 
Ability of Hearing-Impaired Soldiers 

INVESTIGATORS:    Principal:    Brian E. Waiden, Ph.D. 

Associate:   Allen A. Montgomery, Ph.D. 
Daniel M. Schwartz, Ph.D. 
Robert A. Prosek, Ph.D. 

OBJECTIVE:    The purpose of this investigation is to determine the effects 
of analytic lipreading and auditory training on the ability of hearing- 
impaired soldiers to recognize sentences audiovisually. 

TECHNICAL APPROACH:    The subjects of this investigation were 30 hearing- 
impaired soldiers selected from the inpatient Aural Rehabilitation Program 
of the Army Audiology and Speech Center.    20 of these subjects were assigned 
at random to two experimental groups of 10 subjects each, designated as the 
auditory and visual groups.    The remaining 10 subjects constituted a control 
group.    All subjects were administered a variety of test materials before 
and after a two-week training period.    Test materials consisted of a 400-item 
test of auditory and visual consonant recognition and a 50-item test of 
audiovisual sentence recognition.    Each of the tests were recorded on video- 
tape and presented under controlled conditions to the subjects.    The training 
materials consisted of 38 exercises designed to improve consonant recognition 
ability.    The 38 exercises were graduated in difficulty with the earlier 
exercises having fewer consonants and only those which were easily identified 
by the hearing-impaired soldiers.    Later exercises included a larger number 
of consonants many of which were frequently confused by the subjects. 

Subjects in the auditory group received a test of auditory consonant 
recognition and the auditory-visual sentence test before and after two weeks 
of analytic auditory training.    Subjects in the visual group received a test 
of visual consonant recognition and the audiovisual sentence test before and 
after two weeks of analytic lipreading training.    The other 10 subjects 
constituted a control group and received the standard two-week group-oriented 
Aural Rehabilitation Program but did not receive any analytic auditory or 
lipreading training. 

PROGRESS AND RESULTS:    The results of the 400-item videotaped tests were 
organized into confusion matrices for each subject group.    Separate matrices 
were prepared for the pre-training and post-training test results.    These 
matrices are currently being analyzed to determine the effects of training 
on phoneme perception.    The overall correct recognition score for the 50- 
item sentence test has been compared for the pre-training and post-training 
administrations for each group.    This comparison suggests that the analytic 
training has a substantial beneficial effect on the audiovisual sentence 
recognition ability of both experimental groups.    The amount of improvement. 
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however, is comparable for both groups suggesting that neither analytic 
auditory training or analytic lipreading training is superior to the other 
in improving audiovisual sentence recognition ability. The results for 
the control group of 10 subjects reveal that they also show improvement in 
audiovisual sentence recognition ability as a result of the standard Aural 
Rehabilitation Program. The magnitude of this improvement, however, is 
approximately half that of the experimental subjects receiving the analytic 
training. 

CONCLUSIONS: The results to date suggest that analytic auditory and lip- 
reading training have a substantial beneficial effect on audiovisual sen- 
tence recognition ability, at least on a short-term basis. Neither training 
modality appears superior to the other in terms of its beneficial effect. 
Since the control group shows substantially less improvement than the 
experimental groups, it is apparent that the improvement in audiovisual 
sentence recognition ability of the experimental groups cannot be attri- 
buted to the effects of experience in hearing aid usage. 

FUNDS UTILIZED. FY-78: 

FUNDS REQUESTED, FY-79: None 

PUBLICATIONS: The results of this experiment are to be presented at the 
Annual Convention of the American Speech and Hearing Association in San 
Francisco, November 1978. 

TYPE OF REPORT: Interim 
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WORK UNIT NO.; 2519 

TITLE: An Investigation of the Effects of Several Competing Signals on 
Aided Hearing Performance 

INVESTIGATOR: CPT Donald R. Bender, Ph.D. 

UBJEuTIVE: To evaluate the effects of different types of competing signals 
when utilized as secondary sources in hearing aid evaluations. Specifically, 
the purpose of this investigation was to determine whether a particular noise 
when presented in conjunction with CNC monosyllabic word lists is an effective 
indicator of optimum amplification. 

TECHNICAL APPROACH: The subjects in this study were eighteen adult males 
with bilateral sloping high frequency sensorineural hearing loss of moderate 
to severe degree. All subjects were considered appropriate candidates for a 
hearing aid as determined via prior pure tone and speech tests. The Univer- 
sity of Maryland recording of CNC word discrimination lists was the stimulus 
of interest. Three competing signals (low-pass filtered noise, speech spec- 
trum noise and speech babble) were presented at the signal-to-noise ratios 
of 0 and -5 dB. The competing signals were presented in an uncorrelated 
fashion from four loudspeakers located in a semi-circular fashion about the 
subjects while the primary stimulus was presented from a loudspeaker located 
directly in front of the subject. 

The subjects were tested in three sessions. Each session lasted approximately 
one and one-half hours. .The same stimulus and noise presentation format was 
utilized in the first and second experimental session with the exception that 
one of the two signal-to-noise ratios (0 and -5 dB) was alternately utilized 
in each session. The third session was included as a test of reliability and 
alternately replicated the first and second sessions. The presentation ofder 
of the word discrimination lists as well as the three noise sources was system- 
atically varied within and betv/een subjects to reduce order effects. Each 
subject received one CNC list in the presence of the three competing signals 
unaided and then through each of three hearing aids. 

PROGRESS AND RESULTS: All phases of this experiment have been completed with 
the exception of the preparation of the final manuscript for publication. 
Analysis of data revealed several significant findings. Although considerable 
intersubject variability was evidenced in the individual word discrimination 
scores, mean performance did substantiate specific trends. Speech spectrum 
shaped noise and speech babble noise caused greater degradation in aided word 
discrimination ability in comparison to low-pass filtered noise. 

Statistical analysis of group data failed to demonstrate meaningful differences 
in the overall performance among hearing aids in the presence of the three 
different noise sources. Inspection of individual performance, however, indi- 
cated that the subjects demonstrated greater reliability in selecting specific 
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hearing aids in the speech spectrum noise condition at the -5 dB signal-to- 
noise ratio. The test-retest agreement for speech spectrum noise was 78 
percent whereas the other noise conditions demonstrated low reliability 
in rank ordering performance. The degree of consistency with which the 
poorest performing hearing aid was identified in the speech spectrum noise 
condition indicated that a hearing aid by competing noise interaction existed. 

The magnitude of change or improvement from unaided to aided word discrimina- 
tion ability across noises and signal-to-noise conditions was fourteen per- 
cent or less for all three hearing aids. These results were consistent with 
performance observed in clinical settings with the particular hearing loss 
population. 

Statistical analysis indicated that the presentation order of signal-to-noise 
ratios did not significantly influence the results of this investigation. 
Further statistical analysis indicated that a significant amount of learning 
had occurred. In light of the amount of exposure to the stimulus and the 
subject's adaptation to amplification, a modest amount of learning (4.5 
percent) was observed. 

CONCLUSIONS: In analyzing the results of the study, the following conclusions 
are warranted: 

1. In all three competing signals, the less favorable signal-to- 
noise ratio produced a more deleterious effect upon word discrimination ability 
-than did the more favorable signal-to-noise condition. These results reinforce 
the concept that discrimination ability in the presence of competing signals is 
dependent upon the degree of competition offered by the secondary signal. 

2. No significant differences were observed in the overall per- 
formance of the three hearing aids in the presence of the three competing 
signals. When individual aided performance (rank ordering) was examined, 
specific noise by hearing aid interactions were in existence. 

3. Speech spectrum shaped noise at the -5 dB signal-to-noise 
ratio demonstrated the highest degree of reliability in determining optimal 
amplification, that is, a test-retest agreement of 78 percent in rank order- 
ing hearing aids. 

4. Although preliminary results demonstrate a high reliability 
index for speech spectrum shaped noise at the -5 dB signal-to-noise ratio, a 
verification of this reliability on a larger clinical sample is required 
before a recommendation for general clinical application can, as should be 
offered. 

3ib 

FUNDS UTILIZED FY-78: None 

FUNDS REQUIRED FY-79: None 

PUBLICATIONS: A manuscript describing this research is being prepared for 
submission to the Journal of Speech and Hearing Research. 

TYPE OF REPORT: Completed 
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Title of Project:  The Effect of the Change of Body Position on 
Nystagmus during Electronystagmography (ENG) 

Investigators: 

Principal: Ms. Sylvia K. Allen, M.A. 

Associate: Mrs. Rauna K.. Surr, M.S. 
Mrs. Nan IC Lukmire, M.Ed, 

Objectives: To measure how sudden shifts In patient position during 
the ENG procedure may Induce or alter nystagmus. To 
correlate this nystagmus with vestibular pathology. 

Technical Approach: Testing is done in conjunction with routine patient 
referral for ENG. After regular procedures and Initial 
evaluation of results, one additional caloric stimulation is 
done. During period of nystagmus, patient's position ts 
changed from supine to prone and back to supine. Nystagmus 
is recorded and correlated with standard nystagmus and 
vestibular pathology. 

Progress and Results: Ms. Allen, principal investigator, above, left 
Walter Reed Army Medical Center tHis year. While some 
preliminary data may have been collected in FY-77-78, It is 
no longer available. The study is in the process of being 
begun a new with Mrs. Surr and Mrs. Lukmire, above, as 
principal and associate investigators, respectively. 

Conclusions: None at this writing. 

Funds Utilized. FY-78: None 

Funding Requirement, FY-79: None 

Publications: None 

Type of Report: Interim 
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WORK UNIT NUMBER: 2521 

TITLE: Reaction Times of Stutterers and Nonstutterers 

INVESTIGATORS: Principal: Robert A. Prosek, Ph.D. 
Associate: Allen A. Montgomery, Ph.D. 

Brian E. Waiden, Ph.D. 
Daniel M. Schwartz, Ph.D. 

OBJECTIVES: a) 

b) 

c) 

To determine if the reaction times of stutterers and non- 
stutterers differ from each other for a variety of speech 
and nonspeech tasks. 
To determine if the speech reaction times of stutterers 
and nonstutterers differ from each other with respect 
to the onset of laryngeal EMG activity. 
To determine the effects of training on the reaction 
times of stutterers and nonstutterers. 

TECHNICAL APPROACH: Ten stutterers and ten nonstutterers, matched for age 
and sex, perform nine reaction time tasks, each of which is repeated on 
five consecutive days. Each task represents a combination of one of three 
stimuli and one of three responses. The three stimuli are a light flash, 
a 1000 Hz pure tone, and a vowel-consonant (VC) monosyllabic word. When 
the button push is the response, reaction time is defined as the time 
elapsed between the onset of the stimulus and the onset of the button push. 
When the tongue click is the response, reaction time is defined as the time 
elapsed between the onset of the stimulus and the onset of the tongue click 
as measured by a microphone and voice actuated switch. When the VC mono- 
syllables are the response, two reaction times are defined: 1) Acoustic 
reaction time is the time elapsed between the onset of the stimulus and 
the onset of the word as measured by the microphone and voice switch, and 
2) Laryngeal reaction time is the time elapsed between the onset of the 
stimulus and the onset of the laryngeal EMG activity associated with the 
production of the VC word as measured by bipolar surface electrodes placed 
over the cricothyroid regions. 

The primary data analysis technique will be a four-factor analysis 
of variance in which the factors are (1) groups (stutterers and nonstu- 
tterers), (2) stimulus (light, tone and word), (3) response (button push, 
tongue click, acoustic reaction time and laryngeal reaction time), and 
(4) training (five repetitions of each task). 

PROGRESS AND RESULTS: Pilot studies have been conducted to determine if 
the procedures and equipment used will meet the objectives of the study. 
On the basis of these studies, two changes have been made in the procedures 
used to obtain data. 

First, in one task, the subject is required to repeat a VC word as 
quickly as possible. Only two words were used, "ape" and "Abe," which 
differ only in the final consonant. It was found that the pilot subjects 
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would begin producing the vowel portion of the word before the stimulus 
was completely presented. As a result, extremely low reaction times were 
being recorded. When the number of VC stimuli was Increased to 16, it 
was found that the subjects we^e forced to listen to the entire word in 
order to respond correctly. Therefore, the VC ensemble will be increased 
to 16 words. 

Second, a spectrographic analysis of the subjects' VC responses was 
to be maoe to determine if voicing offset differences existed between 
stutterers and nonstutterers. It was found that the vowels recorded were 
of very short duration and that the final consonants were likely to be 
absent or in error. Since it Is doubtful that this analysis will provide 
a definitive answer to the question of voicing offset differences, the 
experiment will concentrate on the onset of the responses. 

CONCLUSIONS: Not applicable at the present time. 

FUNDS UTILIZED, FY-78: $500.00 

FUNDING REQUIREMENTS, FY-79: $2,500.00 (for the digital counter/printer as 
specified in the original protocol.) 

PUBLICATIONS: Not applicable at the present time. 

TYPE OF REPORT: INTERIM 
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WORK UNIT NUMBER:    2522 

TITLE;    Monaural Versus Binaural Amplification for Hearing Impaired Listeners 

INVESTIGATORS:    Principal:    Daniel M. Schwartz, Ph.D. 

Associate:    Nan K. Lukmire, M.Ed. 
Allen A. Montgomery, Ph.D. 
Robert A. Prosek, Ph.D. 
Brian E. Waiden, Ph.D. 
Roy K. Sedge, MAJ, MSC, Ph.D. 

OBJECTIVES:    To determine the efficacy of binaural hearing aids for improving 
word and sentence recognition in noise for hearing impaired listeners. 

TECHNICAL APPROACH:    Each subject is seated in the center of a sound treated 
test booth facing a loudspeaker positioned directly in front of the listener. 
The subject is then instructed to adjust his hearing aid to a comfort level 
setting while listening to a multi-talker speech babble.    This volume control 
setting is then marked on the hearing aid.    Next, the listener is instructed 
to do the same task of comfort level adjustment while wearing two (binaural) 
hearing aids.    Here again, the volume control setting of the two hearing aids 
Were marked for future comparison. 

For the test procedure subjects are required to respond in writing to 
recorded monosyllabic words and sentences presented through a loudspeaker 
directly in front of the listener in quiet and in the presence of a multi- 
talker speech babble which is presented through four additional loudspeakers 
located to each side, the back and overhead of the listener in an effort to 
achieve a "cocktail party" effect.    This procedure is then repeated while 
the subject is fitted with two identical hearing aids. 

The subject is retested under the same experimental conditions one 
week following the initial session.    In the interim, an electroacoustic 
response of each hearing aid is obtained with the volume control set as per 
the subject's adjusted level. 

PROGRESS AND RESULTS:    To date only five subjects have been run since few 
subjects have met the criteria for hearing loss configuration necessary for 
inclusion in this study.    Data for the five subjects do not show marked 
differences in performance between monaural and binaural conditions. 

CONCLUSIONS:    Not applicable at this time. 

FUNDS UTILIZED, FY-78:    None 

FUNDING REQUIREMENTS, FY-79:    $1,200.00 for 3 cassette tape recorder/players. 

PUBLICATIONS:    Not applicable at the present time. 

TYPE OF REPORT:    Interim 
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WORK UNIT NUMBER:    2523 

TITLE:    The Relationship Between Electroacoustic Parameters and Perceived 
Sound Quality of Hearing Aids 

INVESTIGATORS:    Principal:    Daniel M. Schwartz, Ph.D. 

Associate:    Allen A. Montgomery, Ph.D. 
Brian E. Waiden, Ph.D. 
Robert A.  Prosek, Ph.D. 

OBJECTIVES:    To determine the relationship between various perceptual dimen- 
sions and physical characteristics of hearing aids in judging the sound 
quality of hearing aid amplified speech. 

TECHNICAL APPROACH:    A 20 second passage from the book "Tom Sawyer" was 
recorded through 20 different hearing aids mounted on a Knowles Electronics 
Maniken for Acoustics Research.    In addition, 17 measures of the electro- 
acoustic characteristics of each hearing aid were obtained as the aid was 
mounted on the maniken. 

The hearing aid recorded speech samples from each of the 20 hearing 
aids were then paired with every other hearing aid and spliced onto a 
master tape resulting in 190 pairs of hearing aid recorded speech. 

Ten normal hearers and 10 hearing impaired listeners listened to the 
hearing aid recorded speech samples as transduced through an insert receiver 
having a flat acoustic spectrum through 10,000 Hz.    Each listener was seated 
in a sound-isolated test room and was presented with a two position switch 
which allowed him to hear a speech sample    recorded through each pair of 
hearing aids.    The subject was instructed to judge which of the two hearing 
aids in each of the 190 pairs he preferred on the basis of sound quality. 
Second, each listener was required to judge how similar the two hearing 
aids were with respect to sound quality and to rate similarity on a seven 
point equal appearing interval scale. 

Data for each subject were collected in three separate test sessions 
in an effort to determine the reliability and consistency of both the 
preference and similarity ratings.    That is, each subject judged the simi- 
larity and preference of 190 pairs of hearing aids on each of three test 
sessions. 

PROGRESS AND RESULTS:    Data have been obtained on all  normal hearing and 
hearing impaired subjects and data reduction and analysis is presently in 
progress.    The PDP-11  computer has been programmed for INDSCAL analysis 
for organizing the data into similarity matrices and for correlating the 
coordinates of the stimuli  in the multidimensional space to those from the 
17 electroacoustic characteristics of each hearing aid. 

CONCLUSIONS:    Not applicable at the present time. 
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FUNDS UTILIZED, FY-78:    None 

FUNDING REQUIREMENTS, FY-79:    $17,000.00 (for FRY ELECTRONICS MODEL 10,000 
Hearing Aid Analyzer). 

PUBLICATIONS:    Results of this experiment are to be presented at the annual 
convention of the American Speech and Hearing Association, San Francisco, 
California, November 1978. 

TYPE OF REPORT:    Interim 
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WORK UNIT NUMBER:    2524 

TITLE:    The Effects of Assertiveness Training on Hearing Impaired Soldiers 

INVESTIGATORS:    Principal:    Allen A. Montgomery, Ph.D. 
Associate:    Suzanne K. Sedge 

OBJECTIVE:    To determine the effects of assertiveness training on the 
levels of assertiveness and self-concept in hearing impaired soldiers. 

TECHNICAL APPROACH:    Hearing impaired patients from the two-week Aural 
Rehabilitation Program are assigned to either a control group which 
receives only traditional rehabilitative techniques, or to an experi- 
mental group which receives communication-centered assertiveness training 
as well as aural rehabilitation.    Evaluation of the effectiveness of the 
assertiveness training is performed by administering two standardized 
tests, the Adult Self-Express ion Scale and the Tennessee Self-Concept 
Scale, at the beginning and end of the training period, as well as by 
debriefing patients and therapists.    Standard descriptive and correlation 
techniques and the analysis of variance are used to analyze the results. 

PROGRESS AND RESULTS:    The assertiveness training program has been designed 
and tested, and data collection on both control and experimental groups 
is complete.    Data analysis is in progress.    At the present time it appears 
that the control group showed little or no improvement in either assertive- 
ness or self-concept, while the experimental group demonstrated significant 
gains on both measures.    Both groups of patients show high test-retest 
reliability, and the results of the post-training tests are in good agree- 
ment with the information from the debriefings. 

CONCLUSIONS:    Until the statistical analyses are complete, no firm con- 
clus ions can be drawn. 

FUNDS UTILIZED, FY-78:    None 

FUNDING REQUIREMENTS, FY-79:    Supplies - $100.00 

PUBLICATIONS:    N/A 

TYPE OF REPORT:    Interim 
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WORK UNIT NUMBER:    2525 

TITLE:    Generation and Evaluation of Synthetic Facial Images for 
Studying and Training Lipreading 

INVESTIGATORS: Principal:    Allen A. Montgomery, Ph.D. 
Associate:    Brian E. Waiden, Ph.D. 

Robert A.  Prosek, Ph.D. 
Daniel M.  Schwartz, Ph.D. 

OBJECTIVE: 
lating on 
of the talker's 

This study is designed to 
a computer graphics system, 

mouth and face during 

evaluate the feasibility of simu- 
the information-bearing elements 
speech, for the purpose of studying 

lipreading in hard-of-hearing patients. 

TECHNICAL APPROACH:    The first year of this study could be thought of as 
"mastering the medium."   This effort centers around a comparison of 
natural (videotaped) images and computer-reproduced images of talkers' 
faces during speech.    To insure a high quality, realistic computer- 
reproduced image, the videotapes of real talkers will be handcopied as 
line drawings, frame-by-frame, and transferred to the graphic systems 
display memory.    From here they may be displayed in animated form for 
evaluation and refinement.    In essence, this procedure is a test of our 
ability to extract those elements that contribute to visual naturalness 
'and intelligibility.    The intelligibility will be evaluated through a 
detailed comparison of the recognition errors (confusions) produced by 
hard-of-hearing patients lipreading the natural videotaped speech and 
the computer-displayed speech. 

The stimuli will be prepared for cor.puter reproduction by hand 
tracing the individual videotape frames from a 20" TV monitor driven by 
a Panasonic NU-3160 videotape recorder with still frame and slow motion 
capability.    The traced images of the talker's lips and jaw (actually, 
anything that moves) will be transferred to the display memory of a 
Tektronix Model 4081 computer graphics system via a Model 4954 digitizer 
and stored on floppy disc memory in sequential files after editing.    The 
files will  then be available for reproduction at 30 fps in association 
with an immobile "upper 1/2 face" to fom an animated facial  image on the 
system's 19" CRT display.    Obvious errors and discontinuities will  be 
corrected and considerable informal manipulation of the images will be 
done to discover the essential visual  elements of the talkers' faces 
and to eliminate those elements that are redundant and not necessary 
for naturalness or artistic acceptability of the image. 

PROGRESS AND RESULTS:    The first two months of this project have centered 
on developing the software necessary to display animated facial  images. 
Subroutine PLTOBJ, which takes images  traced from the TV monitor and 
transforms them into a form appropriate for rapid sequential  display, 
has been written and debugged.    Program ANIMAT which controls the rate 
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and duration of display and puts several graphic parameters at the 
experimenter's command is now in the final stages of development.    In 
addition, a master videotape recording of a talker producing CV mono- 
syllables and audiometric test words has been made and is being prepared 
for frame-by-frame tracing. 

CONCLUSIONS:    N/A 

FUNDS UTILIZED, FY-78:    None 

FUNDING REQUIREMENTS. FY-79:    Travel  - $675.00 
Equipment - $5,571.00 
Supplies $580.00 

PUBLICATIONS:    N/A 

TYPE OF REPORT:    Interim 
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Work Unit No.:  2601 

Title of Project» In Vitro and In Vivo Properties of Sensitized 
Lymphocytes in Transplantation Immunology. 

Investigator: Everett K. Spees, COL MC 

Objectives» The objectives of this project were broad ones of 
developing improved methods of transplantation, organ preservation, 
and immunosuppression; and, to study the kinetics and mechanisms of 
immune responses. 

Technical Approach: Patients and volunteer control subjects are skin 
tested with DNCB and observed for their capacity to develop cutaneous 
hypersensitivity reactions to this chemical. In vitro assays are done 
to ascertain the activation-proliferative responsiveness of the patients 
lymphocytes to this same haptenic antigen. 

Basic transplantation immune mechanisms are studied in experimental 
animal models. Islet of Langerhans allografts in diabetic rats were used 
for this purpose in this past year. 

Progress and Results: Good progress was made in refining and standardizir 
an in vitro assay for DNCB responsiveness. 26 patients and volunteers 
were tested. While those whose lymphocytes were nonresponsive in the 
•in vitro cultures failed to develop delayed hypersensitivity reactions, 
many of those studied had appreciable lymphocyte proliferative responses 
while at the same time being skin test negative. 

The mechanisms of immunologically mediated rejection of islet cell 
allografts was studied. Briefly, islets were found to be much more 
sensitive to antibodies (humoral immunity) than are other transplantation 
models; to be rejected, in untreated animals, very rapidly (within 3 to 
5 days) by a cell mediated'mechanism- before normal cellular immunity 
could be expected to develop; and therefore islet allografts are 
presumably destroyed by preformed killer cells- probably the so called 
M-lymphocytes. 

The principal investigator for this work unit retired from the 
U.S.Army one year ago and it is recommended that this project be 
terminated. 

Conclusions: Many negative skin teststo DNCB in patients with renal 
failure are so because of depressed capacities in developing nonspecific 
inflammatory responses rather than because antigen specific lymphocytes 
are not activated and sensitized by DNCB-carrier conplexes. 

Allogenic  pancreatic islet cell implants are probably often rejected 
by preformed effector lymphocytes before normal humoral or, more 
importantly, cellular immunity can develop. 

Funds Utilized, FY-78:  None 

Funds Requested. FY-79s  None 

Publications, FY-78i 0akes,D.D., Spees,E.K., Annable,C.R., and Reckard, 
C.R. Acute Hepatocellular Damage following Intraportal Transplantation 
of Pancreatic Islets in Rats. J. Surg. Res. 2^« 182, 1978. 

Type of Report; Terminated 
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Work Unit Number; 26l0 

Titlei Antilymphocyte Globulin and Kidney Transplantation: A Controlled 
Double Blind Study. 

Investigator: Jimmy A. Light, COL MC 

Objective: To define the value of antilymphocyte globulin in clinical 
transplantati on. 

Technical Approach: Not applicable 

Progress and Results: This protocol, approved in 19731 has never been 
implemented. It has been carried in an inactive status pending the 
availability of a suitable ALG for use in this project. The study 
purposed, although original in design at the time of its inception, is 
now in progress or has been completed at a number of transplantation 
centers. In its present form it is no longer a useful protocol. However, 
it continues to provide a useful background in information for the 
clinical use of antilymphocyte globulin. With the recent amalgamation 
of the Army and Navy organ transplantation services and with a well 
controlled source of ALG from the Naval Research Laboratories becoming 
available, there is a good possibility that this protocol or a 
modification of it may be implemented within the coming fiscal year. 
It is therefore recommended that the protocol continue to be carried 
in an inactive status pending the development of a joint program with 
the Navy as mentioned above. 

Conclusions; Not applicable. 

Funds Utilized. FY-78:  None. 

Funding Requested, FY-79: None. 

Publications, FY-78: None. 

Type of Report:  Interim 

— 
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Work Unit No.i  26ll * 

Titlet Survey of Multiparous Patients for Anti HL-A Antibodies 

Investigator: Everett K. Spees, COL MC 

Objectivet The objective of this project is to survey multiparous 
volunteers for HLA antibodies suitable for reagent use. 

Technical Approach! Standard modified Amos and NIH raicrocytotoxicity 
serologic typing of multiparous volunteers from the Greater Washington 
Area would be done in order to ascertain      whether or not any given person 
had monospecific antibodies to one of the human histocorapatibility antigen^ 

Progress and Results» No work was completed on this project because 
personnel (technician) positions have not been filled during the past 
fiscal year. In additioni the principal investigator for this work unit 
retired from the U.S. Army a year ago. 

Conclusions» Not applicable 

Funds Utilized. FY-78t None 

Funds Requested. FY-79«  None 

Publications» None 

Type of Report»  Terminated 
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Work Unit No. 2614 

Title of Project: HLA Tissue Typing Studies on an Alaskan Population 
Group, and a Possible Relationship to Organ Trans- 
plantation Science. 

Investigators: 

Principal;  Everett K. Spees, Jr, COL MC 

Co investigators:  Gary B. Clark, LTC MC, Chief, Pathology Svc, 
MEDAC, Ft Wainwright, Alaska;  Frederick A. Milan, PhD, Department of 
Anthropology, Univ of Alaska, Fairbanks, Alaska; Valerie Henson, ASCP, 
Supervisory Technologist, Organ Transplant Svc, WRAMC. 

Objective;  To study the HLA tissue types of an isolated American 
population in order to obtain new information on the biomedical role 
of this genetic system, and to apply this to organ transplantation 
science. 

Type of report:  Termination 

Primary investigator resigned Aug 77.  There was no action on this 
protocol in FY-78.  Protocol should be terminated. 
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Work Unit Nurnberi   2615 

Titlei    Immunological Monitoring of the Transplant Recipient 

Investigators«     Jimmy A.  Light,  COL MC 
"      -   - ™       Charles R.  Annable,  COL MC 

Objective«  The objective of this project is:   1.   to assess the general 
and donor specific  immunological resr      -;ive capacity of prospective 
renal transplant recipients,  2.   to ate graft recipients for 
impending or ongoing rejection reac ,   and 3«   to monitor the effects 
of immunosuppressive drugs on immun        jponsiveness. 

Technical Approach«  A panel of ten different in vitro immunological 
assays are performed in a serial manner prior to and over a prolonged 
period following organ transplantation. 

Progress and Results«   Tests on ^3 patients have been done this year. 
Progress in establishing standardized and reliable in vitro assays has 
been quite good despite an unusual turnover in technicians working on 
this project.   Tentative conclusions being made from the results obtained 
are outlined below. 

Conclusions«  Partially substantiated conclusions and working hypotheses 
•that are continuing to  be used are as follows«   1.  Impending and ongoing 
allograft rejection reactions can be discerned by serial assays of 
perpheral  blood mononuclear leukocyte spontaneous blastogenic activity 
and by noting any appreciable decline in the percentage of active SRBC 
resetting T-lymphocytes.  The laboratory monitoring of immunologically 
mediated rejection reactions can probably be made with an even higher 
degree of certainty if quantitative determinations of serum C-reactive 
protein and beta 2-microglobulin are also performed. Antibody mediated 
reactions are noted  by antibody dependent cellular cytotoxicity and 
complement dependent cytotoxicity assays.   2.   In addition to the 
established practice of matching donors with recipients with the aid of 
immunogenetic studies,   measurements of the general immunological 
capacities or overall immunocompetence ci  an allograft recipient are 
importantly linked  to  the probable success  ^r failure of a transplantation 
procedure.  Of the assays presently performed the relative reactivity of 
the patients lymphocytes in mixed lymphocyte cultures and their 
responsiveness  to nonspecific mitogens are  indicative of immune capacity. 
A firmer assessment of immunocompetence can probably be obtained  by 
also measuring in vitro responses to specific new and recall antigens 
(e.g.  DNCB,  SKSD,  PPD,   and tetanus).  3-  Determining the effects of 
immunosuppressive drugs is again a problem  of measuring general  immune 
capacities and  the  tests noted in item 2 seem to  be best suited  for this 
purpose.  However results to date indicate  that mitogen responses after 
two to four weeks of therapy are not reliable determinants of immuno- 
suppression. 

Funds Utilized,   FY-78«   37,21? 

Funding Requested,   FY-79:   38,000. 

Publications«   FY-78:     None 

Type of Report;     Interim 

n 30 O L 
■^^..^.^ ..    ..  , *— ^—.—^—      "*■«"-■ 



'" u mm^mmiimi'imisiv  —•   -^BW»P^WP»W"»W 

Work Unit No.i 26l6 ' 

Title« Obviating the Graft-Versus-Host Reaction 

Investigatori Charles R. Annable, COL MC 

Objectives« The central objective of the experiments, being done to 
fulfill the goals of this work unit, is to manipulate the naturally 
occuring physiological phenomenon that takes place following the 
stimulation or activation of the immune system in such a manner that 
bone marrow transplantation across major histocompatibility barriers 
can be carried out without incurring a graft versus host reaction. 
This requires a functionally complete mobilization from the bone 
marrow of a donor of the small subpopulations of lymphocytes that 
are activated by, and that can subsequently react destructively 
against, the given histocompatibility antigens of a prospective 
recipient-host. 
Specific objectives, that were achieved over the past year, were to 
determine in a standardized graft versus host animal model whether or 
not the specific lymphocytes responsible for this reaction can be 
mobilized from the bone marrow with an appropriate immunization 
procedure. 

Technical Approach« Standard graft versus host reaction animal 
experimental models are utilized to carry out these studies. Inbred 
strains of rats are used. 

Progress and Results« The kinetics of deletion of antigen specific 
lymphocytes from lymph nodes and the bone marrow has been delineated. 
It has been found that, with adequate antigen exposure, cellular 
preparations from both the bone marrow and the lymph nodes will not 
elicit a graft versus host reaction when the lymphoid tissues are 
harvested 2b  to ^8 hours following specific immunogenic stimulation. 
In addition, by taking advantage of these findings, nine lethally 
irradiated animals have now undergone successful allogenlc  bone 
marrow transplantation without developing secondary disease or graft 
versus host reactions. 

Conclusions« Specific antigenic stimulation can result in a complete 
mobilization of reactive lymphocytes from the bone marrow (and lymph 
nodes) by 2k  to ^8 hours following the immunization procedure. It can 
now tentatively be concluded that successful bone marrow transplantations 
can be done without incurring a graft versus host reaction. 

Funds Utilized^ FY-78i 21,820 

Funding Requested, FY-79«  17,500 

Publications« None 

Type of Report« Interim 
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WORK UNIT; 2703 

TITLE OF PROJECT; Exclusive Use of Autologous Blood Transfusions in 
Elective Thoracic & Open Heart Surgical Procedures 

INVESTIGATORS; 

Principal: 

Associates: 

OBJECTIVES; 

Arthur W. Fleming, M.D., LTC, MC 

Walter H. Brott, M.D., COL, MC 
John H. Radcliffe, LTC, MSC 

1. To develop a systemic approach for obtaining a sufficient volume 
of autologous blood for use during and after elective thoracic and open 
heart surgical procedures, thus reducing the need for homologous blood 
transfusions. 

2. To serve as a model for patients undergoing less hazardous 
surgical procedures. 

TECHNICAL APPROACH; 

See published report. 

PROGRESS AND RESULTS; 

The first publication from this work was published during FY 78 in the 
American Surgeon and was entitled "Development of a Practical Autologous 
Blood Transfusion Program." The response to this publication both from 
within WRAMC and at other institutions was mixed.  There was general 
enthusiasm among blood bankers. However, there was still a considerable 
amount of hesitation on the part of individual surgeons who must share 
the responsibility for initiation of and carrying out such a program. 
The principal investigator has set on the American Association of Blood 
Banks National Committee for autologous blood transfusions for the past 
three years and has been very cognizant of the trend across the United 
States. As a consequence, during FY 78, our efforts were devoted toward 
trying to reduce the administrative and technical complexities that are 
possibly responsible for detering some surgeons from using autologous 
blood transfusions for elective surgical procedures.  It was apparent 
that at WRAMC we had taken patients who were of the greatest risk and had 
demonstrated that they could successfully donate blood for their own 
operations. It is now considered important to try to convince other 
surgeons of the multiple advantages inherent in an autologous blood trans- 
fusion program. We have subsequently written a second paper entitled 
"Design and Implementation of a Predeposit Autologous Blood Transfusion 
Program." This paper is in essence a "cookbook" so that any hospital or 
surgical service could initiate their own program with the aid of a blood 
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bank that wishes to cooperate.    In addition, a paper entitled "Questions 
and Answers Concerning Autologous Blood Transfusions" has been written 
by the principal investigator for both professional and lay people. 
This paper was used in preparation of a brochure which has been widely 
circulated. 

CONCLUSIONS; 

The experience with patients on the Tho-icic and Cardiovascular 
Surgery Service demonstrated that high risk patients tolerate donating 
multiple units of blood.    In addition, a systemic approach for the 
procurement of multiple units of blood has been established.    Our goal 
at this point is to expose all of the other surgical services to the 
technique that we have developed with the hope that patients who are of 
less a risk might routinely become autologous blood donors. 

FUNDS UTILIZED FY 78;    No funds were used during FY 78. 

FUNDS REQUESTED FY 79;     0 

PUBLICATIONS FY 78; 

Fleming,  A.W.,   D.C.   Green,  J.H. Radcliffe et al.:     Development of 
a Practical Autologous Blood Transfusion Prograr..    Amer.  Surg.  ^3:794-, 
1977  (Dec). 

Paper ready for submission;    Fleming, A.V.,  D.C.   Green,  U.H.   Brott et al. ; 
Design and Implementation of a Predeposit Autologous Blood Transfusion 
Program (manuscript enclosed). 

TYPE OF REPORT:    Completed.    Our objectives of developing a systemic 
approach for obtaining autologous blood as well as  serving as a model 
for other surgical services has been realized.     The thrust of our efforts 
for the future will be concentrated on exposing surgeons and blood bankers 
to the technique that we have established.    Two exhibits have also been 
presented on this work: 

1. Fleming,  A.W.,   D.C.  Green,  D.M.   St. James,   J.H.  Radcliffe,  and 
P.   Olson:    An expanded use of autologous blood transfusion:    An organiza- 
tional approach.     Exhibited at the American Association of Blood Banks 
Twenty-eighth Annual Meeting,  Chicago,  Illinois,   November 9-lA>  1975. 

2. Fleming,  A.W.,   D.C.  Green,  J. Radcliffe,  and D.M.   St.  James: 
Development of a practical autologous blood transfusion program.    Exhibited 
at the 4.5th Annual Assembly of the Southeastern Surgical Congress,  Bal 
Harbour, Florida,  April 3-7, 1977. 

Type of Report:   Completed 
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DISPOSITION FORM 
For u*a of tkl« (Mm, >•• AR 340-15, th« prspenant ogancy It TACCEN. 

REFERENCE OR OFFICE SYMBOL 

HSWP-SGU 

SUBJECT 

Work Unit  #280l+. An Evaluation of the Efficacy of 
Tadenan in the Treatment of Benign Prostatic Hyperplasia 

TO 
C,  Clin Invest Svc 

FROM 
C, Urology Service 

DATE CMT 1 
16 Oct 78 

COL Stutzraan/lls/62203 

1.     In reply to your correspondence reference the annual progress report on the 
clinical investigation program work unit #280**, An Evaluation of the Efficacy 
Tadenam in the Treatment of Benign Prostatic Hyperplasia, the following comments 
are in order. 

a. This  study has not been initiated at Walter Reed Army Medical Center in 
view of FDA regulations and criteria which we cannot at this time meet. 

b. Phase 1 and Phase 2 studies are currently being performed in some civilian 
research centers and clinical application is not yet permitted. 

c. It is requested that this project be continued on a "hold" basis until 
further information is obtained which will assist us in determining whether or 
not the project is in fact a feasible study. 

S -/U-'] (fZZ 

IJAX/E.   STUTZMAN 
COL, MC, USA 
C, Urology Service 

iiA—- 
, MD 

DA -e, 2496 REPLACES DD FORM 96, WHICH IS OBSOLETE. ÖCPO-1975-665 422/1063 
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Work Unit  No.:     2805 

Title of Project;     Biochemical  Studies of  Urinary Polyamines  in Human 
Genitourinary Carcinoma. 

Investigators:     Nesbitt  D.   Brown,  DAC,   B.P.   Doctor,  PhD,   S.  Koetitz, 
D^  ^  David  G. McLeod,   LTC MC. 

Conclusions:    We have developed a new iiethodology of extraction and 
measurement of urinary polyamines by a high pressure  liquid Chromato- 
graph which allows  lower operating pressures,  reduced buffer flow and 
ease of operation.     We have  identified  for  the  first  time,   two com- 
pounds  in the urine of patients with carcinoma of the genitourinary 
system.     Both of  these compounds  in addition  to spermine,   spctidine 
and putrescine have been  found to be elevated in our measurements of 
some patients with genitourinary carcinoma.     We continue  to have every 
reason to believe  that  these compounds may be utilized as  tumor 
markers  in the diagnosis,  staging and prognosis of patients with geni- 
tourinary carcinoma. 

Funds utilized  FY-77:     $4,000 

Funds requested  FY-78; 

Consumable  supplies:     $4,000 (chemicals,  reagents,  enzymes and 
radioisotopes) 

3,500 (columns  and analytical  small equip- 
ment) 

t 

2,000 (secretarial assistance and atten- 

dance at meeting) 

Publications:  A publication to the Journal of Chromotography is being 
prepared. 

A paper was also presented at the annual Kimbrough 

Urological Meeting in Nov 78. 

Type of Report:  Interim 
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Work Unit No.: 2807 

Title of Project; Determination of Hucan Prostatlc Acid Phosphatase in 
Both Benign and Malignant Condition by Radioimmunoassay 

Principle Investigators;  W.D. Belvllle, M.D., MAJ, MC, D.E. Mahan, PhD, 
J.C. Clements, LT, MC, USNR, R.E. Stutzman, M.D., 
COL, MC, D.G. McLeod, M.D., LTC, MC, B.P. Doctor, PhD 
M.J. Gemski, J.E. Fowler, M.D., MAJ, MC 

Co-Investigators; M.J. Ralfe, MD, MAJ, MC, R.B. Sweet, M.D., MAJ, MC, 
W.Babcock, M.D., MAJ, MC, C.F. Miller, M.D., MAJ, MC 

W.P. Duff, MAJ, MC 

Objectives; 

1. To establish the normal range of prostatlc acid phosphatase in serum 

and bone marrow using RIA methodology.  Completed. 

2. To establish using radlolramune and enzymatic analysis the duration and 

magnitude of serum elevations of prostatlc acid phosphatase following 

transurethral prostatectomy and prostatlc massage.  Benign group completed. 

-3.  To assess the diagnostic usefulness of bone marrow acid phosphatase 

measurement by enzymatic and immunologlcal procedures for confirmation 

of occult metastatic carcinoma of the prostate. See publications; two 

year follow-up in progress. 

A.  To continue the support (antibody) of a project entitled "Clinlcopathologic 

Study of Prostate Tumors". 

5. To evaluate the usefulness of the methodology for the medlcolegal 

Applicability luvolving rape. 

6. To develop an alternate immunochemical procedure that avoids the use of 

radioactive pharmaceutics.  (ELISA) 

Technical Approach:  Serum and bone marrov aspirates from patients with and 

without prostatlc carcinoma are evaluated for prostatlc acid phosphatase 
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content using a quantitative immunochemical procedure. (See publication il3) 

The levels of prostatic acid phosphatase found in the bone marrow of 

patients with prostatic carcinoma are correlated with the presence of bony 

metastasis. (See publications 1 and 2). 

Progress and Results: 

1. More than 200 controls have demonstrated on upper limit of 8.1 ng/ml 

for serum and 12.0 ng/ml for bone marrow (97.5 percentiles). 

2. We have established a consistent signficlant elevation of serum prostatic 

acid phosphatase following transurethral prostatectomy.  By studying more 

than twenty patients all demonstrated at least a four fold elevation from the 

baseline during the study. Prostatic massage in benign prostatic hypertrophy 

has had no effect on the serum level. Currently patients with prostatic 

carcinoma are being studied.  Recent literature has suggested diagnostic 

potential if a serum elevation is elicited. 

3. Bone Marrow Results by Radioimmune Assay.  lb date we have determined 

by radioimmune assay the prostatic acid phosphatase content of more than 

200 marrow aspirates obtained from patients with various stages of prostatic 

carcinoma. Up to ninety-six percent of those patients with proven bony 

metastatic (D-) disease had elevated bone marrow prostatic acid phosphatase 

values.  In patients with stages C and D. disease,18 and 25 percent, 

respectively, had elevated bone marrow prostatic acid phosphatase values. 

We suspect that the elevations found in those patients with C and D, 

disease represent the detection of occult metastatic disease.  A two year 

follow-up is currenty being carried out to answer this question. 
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Funding Requested FY 1979 

Personnel - GS 05 technician 

Equipment 
Electrophoresis equipment 

Supplies 
Pipets, disposable 
Mlcropipet tips 20 x 30 
Micropipets - 3 
Centrifuge tubes 27 x 36 
Test tubes and cords 
Columns 
Buffers 
125Iodine  55 x 12 
GARG 16 x 25 
Human serum    27 x 50 
Fetal calf serum   10 x 15 
Travel 

Other Computer services 

4  Belvllle ,, 

$ 9,303.00 

600.00 

200.00 
600.00 
300.00 
5A0.00 
300.00 
150.00 
120.00 
660.00 
400.00 

1,350.00 
150.00 

1,000.00 
800.00 

$15,473.00 

Publications 

Enclosed is a publication that appeared in the June 1978 issue of 
Cancer. Also a draft of a paper currently in press inthe Journal of 
Urology. A working draft of a paper in press In the Canadian Journal of 
Clinical Biochemistry Is also enclosed. 

Type of Report 

Interim 
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Work Unit No. #2809 

Title of Project: Relationships between Prostatic Cancer and Excretion of 

Urinary Cholesterol. 

Investigators: 

Principle: Harry Y. C. Wong, Ph.D. 

Associate: David G. McLeod, M.D. 

Objectives:  To develop a new biochemical test for the early diagnosis of 
prostatic carcinoma. 

Technical Approach: Twenty-four hour urine samples were collected from 
forty American black males. These were analyzed by a modification of a 
gas liquid chromatography method reported by Vela and Acevedo (Steroids 

lk:h99l  1969). 

Progress & Pfsults: Our preliminary studies indicate that the urinary NEC 
of thirteen healthy "normal" asymptomatic black Americans, ranging in age 
from 2?-6l years, was within the normal limits for NEC of 0.10-1.20 mg/2l* hr 
as observed by Vela and Acevedo.  Four of seven males, clinically diagnosed 
as having benign prostatic hypertrophy, had NEC concentrations of 0.62-1.13 mg 
with three patients having values ranging from 1.33-1-53 mg.  All seven patients 
with untreated prostatic cancer showed a hyper-excretion of NEC, ranging from 
2.68-7.20 mg/2h  hr. Ten of twelve subjects under treatment for prostatic carci- 
noma by either diethylstilbestrol  radiation therapy or a combination of 
radiation treatment and bilateral orchidectomy had NEC levels within normal 
limits.  However, two patients treated with DEC had NEC concentrations of 
1.95 and 2.30 mg, respectively.  It was observed that one subject with carcinoma 
of the prostate, who had a prostatectomy, had a NEC level of 0.68 mg. 

Conclusions:  Our preliminary findings indicate that there is an increase in 
the level of urinary NEC in all black patients with untreated prostatic cancer 
as compared to a lower concentration for subjects with benign prostatic hyper- 
trophy.  The "normal" healthy black males and most of the patients under treat- 
ment for prostatic carcinoma, with the exception of two subjects, were within 
normal limits.  The urinary NEC levels may be useful in determining whether a 
patient is under control or not while being treated. 

Funds Utilized, FY-T8:  None 

Funding Requirements, FY-T9: 

Travel:  $1,000 - To attend a meeting and presentation of paper by Dr. McLeod] 

Piiblications :  Relationohip of Urinary Non-Ssterified Cholesterol and Prostatic 
Cancer in Black Americans.  60th Endocrine Society Meeting #900, Miami, Florida, 
June, 1978.  Paper is in preparation as manuscript. 

Type of Report:  Interim 
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Work Unit No, 2810 

Title of Project: Comparative Study o: 
operative Radiation 
trol of TransitionE! 

High Dose Versus Low Dose Pre- 
:D Radical Cystectomy for Con- 
Cell Carcinoma of the Bladder. 

Investigators: 

Principal:  David G. McLeod, MD 

Urology Service, WRAMC 

Duke University 

Objectives; The purpose of this study 
derate dose preoperative a 
radical cystectomy is as ? 
tive adjunctive radiotherE 
pelvic node dissection in 
ing the disease free inter 
rates of tumor downstaging 
rates, the relative perio: 
lost from work,(the relati 
and the impact of delayed 
appearance of detectable z 

Technical Approach:  Patients are randr- 
dose or low dose ra 
cal cystectomy. 

Progress and Results:  Four patients hsv 

Conclusions:  None at present. 

Funds Utilized, FY-78:  None 

Funding Requirements, FY-79:  None 

Publications:  None 

Type of Report:  Interim 

is to determine whether mo- 
djunctive radiotherapy plus 
ffective as low dose preopera- 
py plus radical cystectomy and 
enhancing survival and prolong- 
val, to determine the relative 
, the relative complication 
= of hospitalization and time 
ve cost of treatment selection), 
surgical treatment on the 
etastatic disease. 

zed to receive either high 
iiation therapy prior to radi- 

been entered into the study. 
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Work Unit No.: 3102 

Title of Project: Therapy of Inmunodeficiency Diseases with Transfer 
Factor 

Investigators: R. Rocklin, M.D. 
M. Ballow, M.D. 

Objectives: To determine the efficacy of transfer factor treatment in 
patients with cellular imnunodeficiency. 

Technical Approach: See original protocol 

Progress and Results: 

Conclusions: 

Since inception, this protocol has provided the 
treatment basis for four individuals with T cell 
Imnunodef iciency disease. These individuals suf- 
fered recurrent Candida and chronic mycobacterial 
infections. Three individuals failed to improve; 
one had a prolonged remission. All have been re- 
ported previously. No patients were studied in 
FY 78. The protocol has also provided funds for 
resident teaching in the area of reconstitution of 
imnunodeficient individuals. 

Therapeutic indications for transfer factor have been con- 
siderably clarified in the past two years. No indications 
were met in'the past year. The protocol should therefore 
be terminated. 

Funds Utilized, FY-78: None 

Funding Requirements, rY-79: None 

Publications: V/hitcorob, M.E. and Rocklin, R.E.; Transfer Factor Therapy 
in a Patient with Progressive Pulmonary Tuberculosis. 
Ann. Int. Med. 79:161, 1973. 

Type of Report: Final 
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Work Unit No.: 3103 

Title of Project: Techniques for the Detection of Antinuclear Antluodies. 
Comparati ve Study. 

Principal Investigators: Oliver J. Lawless, LTC, MC 
Bernard H. Berne, MD, PhD. 

Objectives: 

(1) To compare immunological techniques currently available for 
the detection of antinuclear antibodies (ANA) in patients with rheumatic 
disease processes. 

(2) To assess such techniques as regards: 

(a) Sensitivity 
(b) Specificity especially as regards differentiation of 

systemic lupus erythematosus (SLE) from rheumatoid arthritis (RA), 
scleroderma, polymyositis, juvenile rheumatoid arthritis, mixed connective 
tissue disease (MCTD), gout and degenerative joint disease. 

(3) To ascertain the association between positive tests and 
clinical activity of disease. 

. *   (4) To assess the reproducibility of positive tests and their 
quantitation. 

(5) To ascertain the association, if any, between levels of ANA 
determined by the radioactive DNA binding test (Farr technique), and 
other methods, such as counterimhiunoelectrophoresis (CIEP). 

(6) To analyze the cost and usefulness of the various methods 
of ANA detection. 

Technical Approach: Frozen sera from a panel of 300 patients of the 
Rheumatology and Clinical Immunology outpatient department were used 
after thawing. The sera were drawn from patients with active and inactive 
SLE, RA, other connective tissue diseases, gout and degenerative diseases. 
Many of these sera were collected from the same patients at different 
stages of their illnesses for the purpose of performing longitudinal 
studies. All sera were obtained for diagnostic purposes. 

Sera were randomly assigned a number and tested blindly in duplicate. 
The major techniques investigated were fluorescent antinuclear antibodies 
(FANA) with mouse liver and KB cells, antibodies to DNA by complement 
fixation, antibodies to DNP by complement fixation, binding of 3-H and 125- 
DNA by sera, using the Farr technique, and measurement of antibodies 
to DNA by the FIAX immunofluorescence technique, the Lederle Latex LE 
Test and counterimmunoelectrophoresis (CIEP). Where appropriate, several 
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different antigen preparations were tested to establish the most precise 
and specific methods for diagnosing the diseases under study. 

Results: In early studies, six techniques were used to detect the inci- 
dence of antinuclear antibodies in Systemic Lupus Erythematosus (SLE) and 
connective tissue diseases, to compare the sensitivity and specificity of 
these techniques. The techniques used were — 1) Indirect Immunofluorescent 
assay using fluorescein conjugated antihuman IgG on two substrates: 
(a) Mouse liver sections — FANA-ML, (b) KB tissue culture cell line - 
FANA-KB. 2) Complement Fixation tests for (a) Anti-DNA antibody, and 
(b) Anti-DNP antibody. 3) DNA binding assay by Farr technique using 14-C 
labelled KB DNA. 4) Latex agglutination LE slide test (Lederle). 

One hundred serum samples were assayed by all six techniques from patients 
with the following diagnosis: - 24 patients with ARA criteria for SLE; 
35 with Classic RA; 5 with Juvenile RA; 6 with Progressive Systemic 
Sclerosis (PSS); 4 with Polymyositis (PM); and 26 controls. Positive 
results were interpreted as follows: FANA-ML = 1/20; FANA-KB = 1/640; 
DNA/DNP Comp. Fix. titers = 1; DNA binding = 40%; Latex LE = Percent, 
positive results are listed in the following Table: 

TEST CONTROLS SLE RA  JRA PSS PM 

FANA-ML 
FANA-KB 
CFIX. DNA 

DNP 
DNA Binding 
LATEX LE 

4c; 100% 31% 0% 35% 0% 
0 100 34 25 100 50 
0 17 0 0 0 0 
0 25 6 20 0 0 
0 38 0 0 0 0 
0 20 9 0 0 0 

Nine of 24 patients with + FANA tests displayed peripheral patterns of 
nuclear fluorescence. All 9 (100/0 had abnormal DNA binding results, and 
either nephritis or systemic vasculitis. The FANA-KB test was found to 
be exquig'tely sensitive yielding titers = 5,120 in SLE and PSS patients, 
and patterns more easily distinguishable than the FANA-ML. This increased 
sensitivity was however accompanied by a reduced specificity for the 
diagnosis of SLE. While the FANA test with mouse liver and human KB cells 
detected 100% of SLE patients, they also proved positive in other diseases. 
The DNA binding test, performed as a Farr technique with 14-C labelled 
KB-DNA, proved most specific for SLE. 

Following our studies the mouse liver FANA was adopted by the main clinical 
laboratory as a screening test in the rheumatic diseases. We then turned 
our attention to DNA binding assay and by the Farr technique performed 
over 1500 of these in patients with SLE and related diseases. 

Our first studies with the Farr technique utilized 14-C DNA from human KB 
cells as the antigen. DNA binding tests were performed on 485 positive 
FANA patients. 
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Sera from 73 (15%) were positive with a binding level of  34%, +2 
standard deviations above the mean of normal controls. Forty-four (44) 
of these patients had 3 or more tests performed in a serial fashion at 
2 to 2 monthly intervals. Duration of follow-up was variable from a few 
months to up to 3 years. Frequency of follow-up varied between weekly 
to 3 monthly intervals. Analysis of data revealed the following results: 

(1) 18/44 (40%) of patients with a positive DNA binding test at 
time of presentation did not have clinical evidence of neph ritis deter- 
mined by active urinary sediment, proteinuria of 600mg/24 hours, or 
impaired creatinine clearance. 

(2) Three patients with SLE and with positive DNA binding tests 
had clinical and serological criteria for mixed connective tissue disease. 

(3) Twenty-three (53%) 
tests had clinical evidence of 
biopsy. 

of patients with positive DNA binding 
nephritis, 17 of which were confirmed by 

(4) 9/10 patients initially treated with aspirin and hydroxy- 
chloroquine compounds failed to show any change of DNA binding results 
within two months of treatment. 

(5) Thirty-two (72%) were placed on steroids for clinical control 
of symptoms. In all but 4 of these, the DNA binding results fell within 
1 month of commencing steroids, and this was associated with reduction 
-in* clinical symptoms. In 2 patients, however, there was either no change 
in DNA binding or symptoms (both patients were found not taking their 
medications). In 1 patient, the DNA binding rose after commencing steroids 
and failed to normalize as did symptoms in response to steroids and 
azathioprine, one patient had an initial fall in DNA binding and improve- 
ment in symptoms, followed by a plateau of DNA binding above normal values 
and continued symptomatology. Both were unresponsive to increasing doses 
of prednisone and addition of cyclophosphamide. 

Ten patients (22%) showed a relapse in clinical activity while undergoing 
reduction of steroid dose. In all patients the DNA binding tests were 
elevated again after an initial fall, and in retrospect could have pre- 
dicted a return of clinical symptoms. 

In general, a positive DNA binding test may be present in patients without 
clinical evidence of nephritis; it is frequently positive when the disease 
is active clinically; non-steroidal anti-inflammatory agents do not alter 
DNA binding rtsults; a reduction followed by a rise in the test results 
may predict a flare in clinical activity of the disease. 

In 1976, the manufacturer of the 14-C DNA discontinued sales of this pro- 
duct because of production difficulties. We then proceed to test 125-1 
labelled DNA preparations from KB cells. We found that 125-1 assays were 
simpler to perform than those based on 14-C, since they involve a gamma 
radiation emitter rather than a beta emitter, and thus do not require the 
use of scintillation fluid and transfer of precipitates from the reaction 
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tubes. However, since 125-1 has a relatively short half life (60 days) 
compared to 14-C, the DNA deteriorates rapidly. Thus, the same 125-1 
labelled DNA prepartion cannot be used over a prolonged period of time. 
We found that different 125-1 DNA preparations obtained from the same 
manufacturer often precipitated differently from each other when tested 
under identical conditions with the same patient's serum. Some DNA 
preparations therefore produced a larger percentage of binding with a 
given serum than other did. This impeded standardization of the assay. 
We minimized this variable by choosing a standard positive serum (from 
a lyophilized batch obtained from an acute SLE patient) which was used 
as a standard in all assays. A system of units was developed referable 
to this standard, and all unknowns were compared to it. By thus elimi- 
nating dependence on the actual percentage of DNA bound using different 
preparations, inter-assay variability was reduced. 

Using the 125-1 DNA binding assay with DNA from human KB cells during a 
12 month period, we found that we could readily differentiate patients 
with acute SLE from controls and from those with little active disease 
in most cases in a study of 96 patients with SLE and related diseases. 
In 27 of these, serial studies were performed on at least three samples 
taken at different stages of the disease. Invariably, the highest levels 
occurred when the disease was most active. In several cases, we were 
able to predict a clinical exacerbation a month before it became evident 
by the presence of a high or a rising level of DNA binding. In all cases, 
DNA bindings fell as the disease remitted. However, some cases (60%) 
showed decreases to within the normal range when the disease was in 
relative remission, while others (40%) maintained levels which were lower 
than their highest ones but were still significantly above the normal 
range. The patients with persistent elevations had no system involvement 
such as nephritis which could differentiate them from those whose levels 
fell to within the normal range. Prolonged follow-up will be necessary 
to determine whether those patients with persistently high DNA bindings 
have prognoses that are worse than those whose levels normalized. 

A study of synthetic DNA's was begun using tritiated double stranded 
deoxyadenylic-thymidylic acid (DAT). This antigen has been reported to 
be more completely double-stranded than DNA isolated from natural sources. 
It may thus detect a different spectrum of diseases and be more specific 
for some forms of SLE (especially SLE with nephritis) than natural DNA 
preparations. A study of 18 sera from 10 SLE patients showed that the 
tritiated DAT assay differentiated fewer SLE patients from normals than 
did the DNA binding assay. A large group will need to be studied to 
determine whether those with DAT binding elevations share a common system 
involvement that is different from those with normal bindings. 

A study was performed to determine whether counterimmunoelectrophoresis 
(CIEP) could be adequately used in the management of SLE. In CIEP, only 
precipitating antibodies to DNA are detected, while all antibodies are 
measured in the DNA binding assay. A panel of 102 sera from 38 patients 
with SLE and related diseases was compared using calf thymus DNA in the 
CIEP assay and 14-C labelled DNA from KB cells in the DNA binding (Farr) 
assay. 
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The results are charted below; 

DNA Binding 
CIEP 

%  Negative 
CIEP 

%  Positive 

Above 60% 

40-60% 

20-40% 

0-20% 

3 

23 

33 

41 

100% 

32 

26 

21 

21 

100% 

■ 

(40% is the upper limit of the normal range of DNA bindings) 

The Farr technique is the most commonly used assay for detecting anti-DNA 
antibodies in SLE and related diseases. The FIAX immunofluorescence assay 
recently developed by IDT, Santa Clara, CA, may provide a rapid and 
technically simpler alternative to this. 

We compared a Farr assay using a 3-H human KB cell dsDNA, with the FIAX 
method, which utilizes calf thymus dsDNA immobilized on an immunoabsorbant 
stick and fluorescein-tagged anti-human immunoglobulin. Twelve SLE sera 
were tested in replicates of 2 or more by both techniques, giving the 
following within-run precisions: 

Serum 
A 
B 
C 

11 x 
* 

FIAX (Index Units) 

n^  Mean  SD CV 
6   7.7   0.5 7.3% 
2   3.4   0.4 10.5% 
2   2.0   0.9 47.1% 

2**      3.9   0.7 22.0% 

Hi 
6 
6 
6 

FARR (% DNA Binding) 

Mean    SD 
87%     1.5 
53%     6.4 
9%     0.8 

2.7 

CV 
1.7% 

11.9% 
8.7% 
14.1% 

n = number of replicates; ** 11 x 2 = averages of means, SDs and CVs of 
11 samples tested in duplicate in a single run, with levels ranging from 
2.0 to 6.6 with FIAX and 1.4% to 87%, with Farr. 

In a comparison of 12 samples tested on three days in duplicate, the 
following representative between-run precisions were obtained: 

FIAX FARR 
Serum Mean SD CV Mean SD CV 

A 7.0 0.9 13.1% 86% 1.2 1.4% 
D 4.4 1.0 14.1% 62% 6.9 11.2% 
E 2.8 0.4 12.4% 21% 10.8 51.1% 

Levels in 12 sera tested in both assays showed a strong correlation 
(r = 0.861, p < 0.001). Neither assay produced excellent reproducibility. 
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The Farr technique gave better within-run and between-run precisions at 
most levels. The FIAX assay required a smaller working time (3 vs 7 hrs) 
and a reduced time to obtain results (3 vs 30 hrs). The results suggest 
that it may become a cost-effective alternative to the Farr assay that 
can avoid the use of radioisotopes, if its precision can be improved. 

The FIAX assay appears to be preferable to the Farr assay in that it is 
faster and simpler. However, the poor reproducibility that we obtained 
with the FIAX assay demonstrates that problems remain with this technique. 
We presented the results of our study at the 30th Annual Meeting of the 
American Association of Clinical Chemistry. Because of the poor precision 
that we and others found, the manufacturer withdrew the product from the 
market. 

The manufacturer recently revised the FIAX kit and has chosen our lab- 
oratory for clinical trials of the new assay prior to marketing. We plan 
to test this in the near future to extend our comparison. 

Our most recent studies with the Farr assay used a 3rH DNA preparation 
treated with endonuclease to reduce the single strandedness ot the pre- 
paration. The new preparation is thus more specific for double-stranded 
DNA than were our previous ones. We have tested this preparation on over 
300 SLE sera from patients seen on this service on a routine basis. 
Results are similar to those found with earlier preparations, but are 
more reproducible. If the reproducibility of the assay can be maintained 
over a long period of time, we plan to teach the technique to personnel 
in the main clinical laboratory of WRAMC and transfer routine testing to 
that service. 

Conclusions: 

(1) FANA tests (mouse liver or KB cell) are the most sensitive 
tests for the diagnosis of SLE. 

(2) FANA tests should be mandatory in all clinical laboratories 
supporting a clinical population of connective tissue diseases. 

(3) Introduction of any FANA test needs to be standardized against 
a defined clinical population of connective tissue diseases, or against a 
serological panel of defined clinical connective tissue disease subsets. 

(4) The KB FANA test provides a standardized tissue system 
commercially available, which obviates a need for an animal facility 
normally essential in providing fresh mouse/rat liver slices. 

(5) The KB system provides more readily 
may offer additional antigen specificities over 
and may have increased clinical significance ac 
gations,  an increased incidence of KB positiv 
positivity in Scleroderma, Polymyositis and JRA 
study, a series of newer nuclear antigens have 
techniques such as PM-1 in Polymyositis (Wolfe 
(Alarcon-Segovia et al), and SS-A, B, C, three 
Syndrome (Alspaugh and Tan). This observation 

visible ANA patterns, which 
the mouse liver technique, 

cordingly. (In our investi- 
ity over mouse liver 
was found. Since our 
been defined by other 
et ali Sc-1 in Scleroderma, 
new antigens in Sjogren's 
will be further amplified 
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in a future research protocol). 

(6) A positive FANA test is therefore mandatory for the diagnosis 
of SLE. 

(7) Negative FANA tests on repeated testing virtually excludes the 
diagnosis of SLE from the clinical standpoint. (There are a small number 
of exceptions to this, however, probably in less than 1% of cases). 

(8) A positive FANA, however, may mean other connective tissue 
disease or drug induced ANA. 

(9) A double stranded DNA test when tested by Rf\ is specific for 
the diagnosis of SLE, and should be available for separating Lupus from 
other CTD and drug-induced positive ANAs. 

(10) Routine commercially available DNA preparations from re- 
putable companies do not contain fully double stranded preparations 
(eg. Searle, Electronucleonics, and others) and reagents need to be 
available to define the % double strandedness in the preparations. 
Furthermore, there is lot-to-lot variation in double strandedness of each 
preparation. 

(11) Specificity of reagents can be tested either by using enzyme - 
endonuclease treatment or defined antibodies with monospecificity of 
reaction. 

(12) These latter points (10 and 11) significantly impeded our 
research effort. They need to be widely disseminated within the MHSS 
and the Rheumatology community., 

(13) Our method of solving this reagent problem has been to have 
a reagent prepared in frozen aliquots, namely dsDNA of KB type that is 
endonuclease treated and usable over a prolonged period, i.e., 5 year§, in 
order to provide reproducibility of test results against appropriate 
controls. 

(14) CIEP technique and comp. fix. dsDNA techniques have relevance 
in the clinical setting only when RIA assay is not available. Because 
of reduced sensitivity relative to RIA their application should be limited 
to laboratories who do not have RIA capability. Because of their 
specificity over FANA in diagnosis of SLE versus other CTD, they do have 
limited application. Quality control of the DNA preparations is however 
critical as mentioned above in regard to RIA assay. 

(15) Currently^FANA mouse liver assay is available at clinical 
pathology, WRAMC, while dsDNA RIA is available in our laboratory. New 
projects will be submitted to apply the latter test to clinical thera- 
peutic studies regarding affinity testing of anti-ANA antibodies in SLE. 

(16) Any new "Lcsts such as Crithidia or FIAX immunoabsorbence assay 
should be standardized against both FANA, dsDNA RIA, and a clinically 
defined population of connective tissue.disease patients. 
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(17) Many of these observations have been presented, and several 
publications are currently in preparation. 

(18) The availability of a well-defined clinical population of 
patients, and a serological bank of antisera with defined specificities 
is a unique attribute of our service for providing training to fellows 
in clinical immunology and immunopathology. 

(19) Consideration should be given to development of an Army-wide 
system for standardization of diagnostic reagents pertaining to the 
diagnosis of connective tissue diseases. 

(20) Such a system would have major significance in the quality of 
patient care throughout the MHSS, and would be a major advance in the 
national attack on arthritis. 

(21) Currently no such standard system is available in the country. 

Funds Utilized (FY 78) 

Personnel: One 6S-9, Step 8, Civilian Technician 
(2/5 time). 

Supplies: 

Publications: 

$6,206.00 

6,000.00 

Lawless, 0J and Whelton, JC:    Comparison of techniques and use of KB cell 
lines for the detection of antinuclear antibodies.    Proceedings, Vlth 
Pan American Congress on Rheumatic Diseases.    June, 1974. 

Berne, BH, Terrell, R, Snyder, K, Zimmerman, DH and Lawless 00:    Antigen 
related discrepancies in DNA binding activities in systemic lupus 
erythematosus (SLE) as measured by counterimmunoelectrophoresis  (CIEP) 
and ammonium sulfate precipitation (ASP).    Program, Southeastern Regional 
Meeting of the American Rheumatism Association, Atlanta, GA.    December 1977, 

Berne, BH, Lawless, 0J:    Clq reactive immune complexes in Sjogren's syndrome. 
Proceedings of the XXVIth Colloquium, Protides of the Biological  Fluids, 
Brussels, Belgium.    May 1978. 

Bertie, BH, Snyder, K, and Lawless 0J:    Comparison of anti-DNA antibody 
levels detected by the Farr technique and the FIAX immunofluorescence 
assay.    Program, 30th Annual Meeting, American Association for Clinical 
Chemistrv. San Francisco.    July 1978.     (Clinical  Chemistry 24:1018,  1978). 

Type of Report:    Terminated. 

Date Prepared:    29 September 1978. 

.,^,,.:<...4.-.,.-..»J..^., L.,^,^ ■._-   .. ..^^,.  

4d 



wm mm'm**« ■m-»i»l,'i.n .■ '■■■      N    I,    i   I I.III^J   II.i.i mi,        niw.nn.iiiiiiiMnnpmm 1.1.1.. .iiiinii 

Work Unit No.:    3105 

Title of Project: An Evaluation of Inmunologic Response in Ragweed- 
Sensitive Patients by New Techniques. 

Principal Investigator: Richard Evans, COL MC 
Chief, Allergy-Imnunology Service 

Objectives:    To study the effects of high dose specific inmunotherapy 
on allergic rhinitis and extrinsic asthma.    The goal has 
been to document in an objective manner any change in 
sensitivity to an offending antigen subsequent to allergy 
Injection therapy. 

Technical Approach: 

Progress & Results: 

All participants entered into this study in the 
past year had allergen induced bronchospasm.    A 
detailed history and physical examination was 
performed.    Patients were selected because of 
relatively severe specific aero-allergen induced 
asthma.    An assessment of each individual's degree 
of sensitivity to the offending antigen was 
performed as follows: 

In vivo tests: 
a) Serial skin test titration 
b) Antigen bronchial challenge 

In vitro tests: 
a) Leukocyte histamlne release (LHR) 
b) Total serum IgE 
c) RAST (specific IgE) - when technically 

possible. 
After the above baseline studies, high dose specific 
iimrunotherapy is begun.    The patients are followed 
clinically with repeat of all the above studies at 
six month intervals. 

In the first phase of this study, twenty-two patients 
with ragweed allergic rhinitis were studied.    The 
results were published in the Journal of Clinical 
Investigation as cited in previous annual progress 
reports. 

In 1977 and 1978 twelve patients with allergen 
Induced asthma were studied in a similar manner, 
with the addition of bronchoprovocation testing. 
The results in the circumstance of bakers asthma 
have also been presented to the Pulmonary-Allergy 
Symposium, Fitzslmons Army Medical Center, 
8-11 September 1975. 

The responses in allergic asthma to specific 
inmunotherapy were highly variable and inconsistent. 

• - ■ mttmu .iUMMUMMUMM« mm 
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Conclusions:    No conclusive statements regarding Immmologic changes 

can be made fron the data collected in asthmatic patients. 
This is most probably a consequence of the multiple 
factors (most of which are not inmunologic) playing role 
in the pathogenesis of the disease.    It is the opinion of 
the investigators that this protocol should be terminated. 

Funds Utilized, FY-78:    $7,545.00 

Funding Requirements, FY-79:   None 

Publication:    Wilbur, R.D. and Ward Jr., G.W.: Imnunologic Studies in a 
Oase of Baker's Asthma.    J. Allergy din. Imnunol. 58:3, 1976. 

TVpe of Report:    Final 
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WorK Unit No.: 3109 

Tttle Of Project: Complement Deficiencies and their Relationship to 
Diseases in Man 

Investigators: 

Principal: Arnold I. Levinson, MAJ MC 

Associate: Richard Evans III, COL MC 

Objective: The complement system, a series of interacting proteins, 
plays an integral role in the inflammatory reponse. It is clear that 
an intact complement system is indispensable in the defense against 
infections. In other instances activation of the complement system, 
with generation of phlogistic mediators, may have detrimental consequences 
for the host. This ongoing project investigated not only the integrity 
of the complement system in patients with recurrent infection but 
also the active participation of this system in various disease states. 

Technical Approach: Our laboratory has the capability of measuring C3, 
C4, and C3 activators. These complement components are determined by 
radioimmunodiffusion. 

Progress and Results: We have continued to screen a 
presenting with recurrent infections. We identified 
immunologic abnormality was a markedly diminished C^. 
this defect was important since C4 deficiency in man 
animals is not associated with recurrent infections. 

number of patients 
a boy whose only 

Clarification of 
and experimental 
We have identified 

a 60 year old lady with C/j deficiency associated with a lupus-like 
syndrome, (Her C3 is normal). We do not believe that the C4 has been 
consumed as part of a disease related immune prcocess. Rather, we think 
that absent C4 in this patient may represent a true congenital deficiency. 

We also identified a patient with hereditary angioedema. In the past 
this disease was often attended by a fatal outcome. Danazol, an impeded 
androgen, has recently been shown to provide prophylaxis against recurrent 
episodes. On danazol, our patient is doing extremely well. 

52 
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Conclusions: Our laboratory has continued to provide useful and necessary 
information in the management of an heterogeneous group of diseases. 
Also patients Identified as having complement abnormalities provide 
valuable teaching devices for our fellows and housestaff. 

Funding Requirements, FY-78: None 

Type of Report: Final 

Publication: Selective IgA Deficiency and P;Z Deficiency Associated 
with Recurrent Sinopulmonary Infections, Emphysema, and Bronchiectasis. 
Casterline, Charlotte. L., and Richard Evans, COL MC, (Has been accepted 
in CHEST, in press). 

; 
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Work Unit No.: 3111 

Title of Project: Quantitative Serum IgE in Human Infections, Inrnune 
Deficiency States and Diseases with Impaired Cellular 
Imnunity. 

Investigators: 

Principal: Richard Evans III, OOL MC 

Associate: Laurie J. EhuLth, MD 

Objectives: To study the role of IgE responses in atopic and nonatopic 
states with emphasis on a possible association between 
elevated or decreased levels of serum IgE and allergic 
disease states, infections, immune deficiency states, and 
impaired cellular ininune responses. 

Technical Approach: 

Progress & Results: 

Serum samples from a patient population described 
above are collected. These are then analyzed for 
IgE content losing a direct radioimnunoassay. The 
mean IgE levels in noimal adult sera within our 
laboratory with this assay is 20 I.U./ml with a 
S.D. of 43 I.U./ml. 

In the past year we have tested 1104 sera for total 
IgE. Patients studied have included hypersensitiv- 
ity lung diseases, insect sting allergy, imnune 
deficiency (primary and acquired), idiopathic 
eosinophilia, and occupational asthma. 

The Principal Investigator is chairman of a new 
comittee of the American Academy of Allergy estab- 
lished to evaluate the current status of standard- 
ization of in vitro testP In allergy. The first 
test evaluated was quarr      of total IgE by 
radioinmunoassay, Thi^       ry was one of twelve 
medical center facility       U.S. who cooperated 
in this study. Lyophil     aiown sera were studied 
in replicate on the same u.ry and on separate days. 
These laboratories tested the unknown samples using 
their own method and a separate kit method. In a 
similar manner, unknown samples were sent to ten 
conmercial laboratories in the U.S.A. for measure- 
ment of variance in the quantitation of total serum 
IgE by these laboratories. The results were as 
follows: 

f' r L u J 4 
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Variance in IgE Tests 

Tnboratory 
True 
Value Range 

Confidence     Coefficient 
Limits of Variation 

Research 
own method 
kit method 

lU/ml 
200 
200 

lU/ml 
135-473 
133-330 

lU/ml                  % 
60-340                 35 
89-311                 28 

Ocnmercial 
own method 
own method 

200 
500 

130-530 
130-640 

58-342                  36 
293-707               21 

Conclusions: 

TTie variance found was considered excessive. In an 
approach to resolution of this problem, this labora- 
tory is cooperating in the collection and testing of 
a reference IgE standard. The samples will be lyophi- 
lized by the Bureau of Biologies, F.D.A. and distribu- 
tion to cooperating research laboratories will be by 
the NIAID, NIH. The true value of the standard will 
be deteimined by the cooperating laboratories of which 
this laboratory is a mentoer. 

Finally, a new more sensitive method utilizing a 
double antibody technique is under investigation. 
Successful establishment of this method will lower the 
sensitivity of the test to program quantities. This 
will enable the quantitation of in vitro synthesis of 
IgE by human lymphocytes. 

This has been a productive protocol resulting in a nuirber of 
presentations cited in previous progress reports as well as the 
one below. The protocol should now be terminated on 1 May 1979. 
The more sensitive assay can be supported after that date by 
Work Unit No.  M " 
with Dr. Donna Schuster as Principal Investigator. Total serum 
IgE measurement for patient diagnosis can be obtained through 
the Clinical Pathology Service or the Allergy teaching service. 

Funds Utilized, FY-78: $7,000.00 

Funding Requirements, FY^: None 

Presentation; Variance in the Quantitation of Total Serum IgE in Research 
and Comercial Laboratories. Ccnrmittee on Standardization 
of In Vitro Tests, Richard Evans III, M.D., Chairman. 
Presented to the American Academy of Allergy, Phoenix, 
Arizona, March 1978. 

Type of Report: Terminated 
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Work Unit No.: 3113 

Title of Project: Synovial Fluid in Rheumatic Disease 

Investigators: 

Principal: Oliver J. Lawless, MD, COL, MC 

Associate: John A. Bolce, CDR, MC, USN 

Objective: Patients with rheumatic diseases often present joint 
effusions as part of their symptom complex. Classically synovianalysis 
has differentiated these Into four categories: 

1) Non-inflammatory fluid characterized by a low white blood cell 
count and good mucin clot, as exemplified by degenerative joint disease 
(DJD). 

2) An inflammatory fluid with elevated white blood cell count and 
poor mucin clot as found In rheumatoid arthritis (RA). 

3) A crystal-associated fluid found with gout and pseudogout. 

4) A turbid fluid with extreme white blood cell count, mucin clot 
poor, and low glucose, characteristic of Infection. 

As can be seen by the accompanying tabulated results, these categories 
are broad and allow considerable overlapping. Nonetheless, the 
differential diagnosis can be narrowed significantly in most cases, 
and in trauma, crystal-induced arthritis and infection. It can often 
be established. This study, therefore will be of aid in the current 
diagnosis and management of patients seen in the Rheumatology and 
Clinical Immunology Service and other services in WRAMC. 

Technical Approach: At the time of aspiration, synovial fluid is 
collected in appropriate containers for the determination of clarity, 
color, viscosity, mucin clot, total white blood cell count, differential 
cell count, protein, albumin, gamma globulin, glucose, complement (C3, 
C4, CH50), inclusions, crystals, culture and gram stain. A portion of 
the sample is stored for future analysis. As results are obtained, a 
formal assessment is made of the sample and whether they are consistent 
with the diagnosis. An appendix shows an example of the work sheet 
used. 

or 
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Progress and Results:  Synovlanalysis has been carried out on 
several hundred samples from a variety of causes of arthritis.  These 
data have been correlated and are summarized in Table 1 insert. 

Correlation of these findings with longitudinal clinical studies of the 
course of the individual diseases will await assignment of new fellow 
to complete this part of the study and will be on a separate or new 
protocol. 

Conclusions: 

(1) No single test, such as the total white blood cell count, 
can be used to establish a definitive diagnosis of any type of 
arthritis. 

(2) The combination of tests used in this study may likewise not 
establish the cause of arthritis. However, the combination of tests 
used enables the number of differential diagnoses to be reduced to 
a few. The laboratory findings can invariably establish a clinical 
diagnosis of a definitive nature when they are considered together 
with the clinical findings. 

(3) A total white blood cell count above 50,000, while typical 
of septic arthritis, can be present in other diseases, e.g., crystal- 
induced synovltis, JRA, RA and Reiter's Syndrome.  This finding 
mandates the use of a polarizing microscope, appropriate cultures and 
other tests to avoid Inappropriate treatment. 

(4) Serologles and complement levels, while having a low incidence 
of posltlvity and while never completely diagnostic, may produce 
Important clues to the consideration of connective tissue diseases that 
may be considered pertinent on clinical grounds alone. 

(5) Inclusions, as seen in leukocytes by light microscopy, are 
significantly more abundant in RA than in other conditions. 

(6) A larger number of fluid analyses are required in several 
categories in order to produce statistically relevant comparisons. 

Type of Report: Terminated 

Date of Report: 25 April 1979 
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Work Unit No.:    3117 

Title of Project Evaluation and Study of Patients with Primary and 
Secondary Inmunodeficiency Diseases 

Principal Investigators: Arnold I. Levinson, M.D, 
Richard D. deShazo, MAJ MC 

Objective:    To study patients with recurrent infection for evidence of 
Inmunodeficiency using new laboratory techniques. 

Technical Approach: Over the past year this protocol provided the lab- 
oratory resources for study of over 20 patients 
referred for evaluation of iximune deficiency from 
both the pediatric and medical services at Walter 
Reed Amy Medical Center as well as from other 
medical facilities.    The workups included evalua- 
tion of both humoral and cellular inmunity as well 
as neutrophil function and included the following: 
1. Humoral Inmunity 

Ja)   Quantitative iirmunoglobulins determined 
by radial inmunodiffusion 

(b) B cell rosettes (EAC's) using sheep RBC's, 
rabbit anti sheep IgM and mouse C5 deficient sera 
as source of complement 

.(c) Surface Iirmunoglobulins on B cells utiliz- 
ing (F(ab')2) fragment goat antihuman polyvalent- 
imnunoglobulin (IgG, IgM, IgA) 
2. Cellular Inmunity 

(a) Skin reactivity was evaluated with the use 
of intradermal skin tests with SKSD, mumps, tricho- 
phyton, Candida and PPD, 

(b) DNCB sensitization and rechallenge 
(c) Mitogen as well as specific antigen pro- 

liferative studies involving cell cultures of pa- 
tients lymphocytes with Con A, PHA, SKSD and Candida. 

(d) Mixed lymphocyte cultures were done with 
allogenic cells. 

(e) T cell rosettes (E rosette) were determined 
with the use of sheep RBC's. 
3. Complement components (C3, C4) were also deter- 
mined utilizing radial iirmunodiffusion techniques. 
4. Neutrophil function was evaluated through the 
use of Rebuck skin windows, chemiluminescence and 
chemotaxis. 

L .,—.*. mmig^i 
—— ^■.-—.- - ^ .-.. ^....... ,  

38j 



""■■ "'" "• "-"—I  

Progress & Results: 

Conclusion: 

To date eleven of the above patients evaluated have 
been found to have aberrant Imnune function.    Tbese 
include one patient with partial DiGeorge Syndrome, 
two patients with conmon variable hypoganmaglobulin- 
emia, one with hyper IgE syndrome, four IgA defi- 
ciency patients as well as two patients with prob- 
able congenital conplement deficiencies. 

This protocol has provided for a broad based imnunologic lab- 
oratory approach to the evaluation of patients with primary 
and secondary Iranunodeficiency diseases.    Several of the 
techniques have recently become more standard and less inves- 
tigative.    This protocol should now be terminated.    A subse- 
quent appropriately more specific follow-up to this study 
has been submitted and approved. 

Rinds Utilized, Fy-78:    $6,175.00 

Funding Requirements, FY-79:   None 

Publications: Millunchick, E., Levinson, A.I., deShazo, R. and Ruymann, F. 
Coexistent Congenital Aganmaglobulinemia and Chromosomal 
Aberration.    Submitted J. of Peds. 

Presentations: 1. Regulatory Defects in Imnune Deficiencies by 
Dr. Levinson at Children's Hospital, September 1978. 
2. Aspects of Imnune Deficiency in Man by Dr. Levinson 
at Washington Hospital Center Seminar, February 1978. 
3. Lymphocyte Subpopulations - Seminar - Levinson and 
Fauci - American Academy of Allergy, March, 1978. 

Type of Report:    Final 
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Work Unit No.:    3123 

Title of Project: Study Immune Mechanisms in Systemic Lupus 
Erythematosus 

Investigators: 

Principal:    Oliver J. Lawless,  Colonel, MC 

Associate:     Bernard H.  Berne,  PhD, MD 

Objective:    To simultaneously assess  the function of the phagocytlc 
T & B components of the immune system in the production of the 
symptoms of acute Lupus, and to compare these findings with those 
found during inactivity or remission of  the disease. 

Technical Approach:    Lupus is an antigen induced disease,  the 
major responsible antigen being double stranded DNA.    The modulation 
of phagocytic, T & B cell function by antigen,  antibody,  and antigen 
antibody complex has pertinence not only to Lupus but to all 
infectious diseases where antigen persistence plays a role, but also 
to the mechanisms of transplantation,  and tumour rejection.     Lupus 
patients are unique in that the DNA antigen,  and antibody systems can 
be isolated,  purified,  and tested in an vitro system on the cells of 
the patient without potential injury to him.     Identification of  the 
modulation mechanism in Lupus would have direct importance to host 
resistance to infection, and to transplant  and tumour rejection,  all 
of which are major thrusts of military research. 

Inflammation in Systemic Lupus is caused by immune complexes. 
Patients with acute disease frequently have local deposition of com- 
plexes,  high levels of free DNA,  anti DNA,   and elevated anti DNA 
levels after treatment of serum with anti DNAse.    They also have 
elevated levels of proteins and immunoglobulins,  reduced levels of 
complement C3,  CA,  and CH50 and depressed T cell function.    Rheumatoid 
factors are frequently found also.     It is our hypothesis that  com- 
plexes are deposited because of  ineffective clearance by the phagocytic 
system.    The mechanism for clearance of  these complexes has not been 
directly defined in Systemic Lupus Erythematosus.     It is our proposal 
to study the role of DNA ag, anti DNA antibody,  and DNA-anti DNA 
complexes and rheumatoid factor on phagocytic, J & B^ cell function in 
acute active,   and inactive Systemic Lupus  Erythematosus  (SLE). 
Immune complexes incite an inflammatory reaction at the site of their 
deposition eg.   kidney,  skin,  lung,   etc.     Clearance of complexes  from 
the circulation is by the RE system - monocytes and polys,  of peri- 
pheral blood,   and by fixed and wandering RE cells of parenchmal 
organs eg.   liver,  kidney,  etc. 
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Phagocytic clearance has not been measured in SLE.  All assays for 
functional activity of phagocytes depend upon indirect assays such as 
NBT test, iodine incorporation into protein and clearance studies 
using radio labelled macro-aggregated proteins.  Clearance of DNA 
anti DNA complexes with radioactively labelled DNA would provide us 
with information more specifically relatable to phagocytic function 
in this disease. 

T^ lymphocyte number and function have been shown to be reduced in 
acute untreated SLE. The mechanism responsible for this has not 
been defined.  Three potential explanations for this phenomenon can 
be proposed (1) the presence of lymphocytotoxic factors, (2) the 
presence of blocking factors that are not cytotoxic, (3) the pre- 
sence of immune complexes that "alter" lymphocyte re-activity, (A) the 
presence of antibody against T^ cell receptors in SLE sera. Funda- 
mental to the understanding of blocking or enhancing factors on the 
T lymphocyte is definition of the role of complexes of DNA anti-DNA 
made up in antigen excess, equivalence and antibody excess, on these 
cells as we have shown that depending upon the Ag-Ab ratio of these 
complexes serum containing these complexes can be either enhancing 
or blocking to Ag and PHA induced T cell responses. 

HLA profiles have been recently linked with a high statistical 
significance to certain diseases considered to be immunologically 
induced. HLA profiles in SLE have been reported to yield variable 
results. It is to be noted however that SLE serum can display 
blocking factor activity, in relation to lymphocyte function and HLA 
expression.  Culture and washing of peripheral blood lymphocytes of 
SLE patients for twenty-four hours may yield additional HLA antigens 
not detectable at time zero. The relationship of this finding to 
the presence of DNA-anti DNA complexes needs further definition and 
confirmation. Antigen, and mitogen induced T^ cell responses result 
in lymphocytic blast transformation and lymphokine production in 
tissue culture, Lymphokines have shown to have specific effects on 
polys, and monocytes as well as other lymphocytes. If T_ cell 
responses are diminished by reason of cytotoxic factors or blocking 
factors then theoretically mediator release from T^ cells would be 
suppressed, and accordingly loss of T effect on poly and monocyte 
would be expected, a phenomenon that could contribute to decrease 
in phagocytic function and clearance of complexes. 

The practical application of this project is as follows.  If one 
can show that complexes present in serum are responsible for 
suppression of T^ cell directly and poly and monocyte indirectly 
then two potential treatment approaches are virtually free of 
toxicity.  (1) Plasmapharesis for removal of complexes, 
(2) transfer factor therapy, made from the patient himself during 
the non-acute and "suppressed" phase of this disease with a view to 
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..s. (a)  removing the blocker,   (b) boosting the deficient cell systf* 
responsible for defective clearance of  complexes. 

B2 microglobulin has been shown to be   (1)  produced by celK 
including T^ cells and monocytes in tissue culture,   (2)  to >»* J»*ta- 
bolized by tubular epithelium cells of  the kidney,   (3)   t<  *» Vvgh 
in the serum of patients with severe renal disease,  and   *)  -vi^^ii ic 
patients, and to be (5) high in the urine of patients f*«.I«*kiig 
transplantation.     It has furthermore been shown to be fcj»vl4c öo 
the C3 domain on the H chain of IgG molecule and to be tl^pty  li«M»*^ 
to the HLA antigen bound on the surface membrane of T^ lwrt,^cyt«=i. 

It is theoretically possible therefore that serum levels oi  %<^ will 
be altered in SLE,  and urinary levels may be altered prior  i 
evidence of clinical activity of the disease.     Epstein hat. that 
free light chains  in an effect to identify  if these measurements 
afford earlier recognition of exacerbation of SLE.    Within this 
overall project the following individual projects and protocols are 
proposed: 

Phagocytic Function 

.14 (1) Development of in vitro phagocytic assay using ClH labelled 
DNA anti DNA complexes of fixed molar ratios and peripheral 
blood monocytes and polys, 

(2) Measurement of effect of Ag  (DNA) Ab   (anti DNA) C1, and 
Rheumatoid Factor on this assay system, 

(3) Measurement of effect of lymphokines on this assay,  from 
normal,  and active and inactive SLE patients lymphocytes, 

(4) Measurement of effect of lymphotoxic serum on this assay. 

Lymphocyte T Function 

(1) DH to battery of Ags, 

(2) Enumeration of 1^ & jJ cell numbers by RoseLLe and surface 
staining technique, 

(3) Measurement of T cell response to Ag, MLC, PHA, PWM, DNA 
and DNA anti DNA complexes,   in different molar ratios, 

(4) Measurement of the effect of Ag - Ab complexes in different 
molar ratios on the kinetics of T cell responses in normal 
and SLE patients in response to Ag and PHA and PWM, 

(5) Measurement HLA profile of SLE  patients  and  the influence 
of time,  Ag and Ab complex on this profile. 
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(6) Measurement of lymphokine production in SLE lymphocytes 
and the effect on macrophage migration inhibition and 
leukocyte migration inhibition. 

B Cell Function 

(1) Measurement of IgG, A, M, D and E levels, 

(2) Measurement of antinuclear antibodies by FANA, and DNA 
binding technique, 

(3) Measurement of C3 and CH50 complement levels. 

Immune Complexes (IC) Detection 

Immune complexes will be detected by a solid phase sandwich 
radioassay using labelled Clq, a part of the first component 
of complement.  Clq, a protein with a molecular weight of 
600,000 can bind and precipitate with IC, although existing 
tests utilizing this reaction are generally either cumbersome 
or insensitive, th.ey have been shown to be useful in documenting 
the rise in IC during exacerbations of SLE. 

While several polyanions (DNA, Heparin, Endotoxin, etc.) are 
known to also bind to Clq, the specificity of the reaction with 

' IC appears sufficient to enable this to form a sensitive assay 
for IC, as increased binding correlates with disease activity 
in SLE. Improvements in methodology such as the radioassay 
proposed here will allow an assessment of the actual effects of 
non-specific binding on the assay for IC. 

Urine Proteins 

Measurement of urinary light chain excretion, and B2 micro- 
globulin excretion in the urines of quiescent and active Lupus 
patients. 

Progress and Results; 

T Cell Function 

We previoi'   identified on this protocol that lymphocytes of acute 
SLE patir      e functionally depressed in response to the antigen 
SKSD and      s PHA and ConA, and further that this suppression 
was increa   by the presence of acute SLE plasma compared to 
control plasma.  We now have attempted to characterize the nature 
of this lymphocyte suppression by further characterization of SLE 
acute plasma. 
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A fundamental question exists as to whether the imparied lymphocyte 
responsiveness In SLE patients Is due to an intrinsic deficiency at 
the T cell level or to an acquired defect in T cells due to circulating 
humoral factors present during the acute phase of this disease. In 
an attempt to answer this question, sera was taken from 9 SLE patients 
and were characterized in regard to the following paraneters: 
1) FANA posltlvity; 2) DNA binding %;  3) DNA binding capacity; 
A) C3; 5) C4; 6) Clq; 7) CIC (that is circulating imcune complexes as 
measured by Clq binding assay for CIC). Lymphocytes were taken from 
a normal donor who-se responsiveness to SKSD, PHA, ConA, PWM were 
evaluated in the presence of normal serum versus 9 SLE sera both in 
the presence and absence of 1 and 10 ug of DNA added to each culture. 
All cultures were set up in quadriplicate and the means and standard 
deviation calculated.  Statistical analysis was by Student T test. 
An antigen binding capacity of 10 ug/ml was chosen to divide the 
SLE sera Into high and low binders. The results show as in Table 
1 that for the 9 SLE sera only the SKSD responses were significantly 
suppressed below the control serum levels.  However, all responses 
were suppressed when tested against the high binder group sera. Added 
DNA caused further suppression. 

TABLE I. 

Control Serum SLE Group (9) High Binde rs (4) 
Mean CPM SD Mean CPM P Mean CPM P 

SKSD 6,339 + 495 2,501 .001 1,691 •.001  1 
1 ug DNA 7,269 + 240 2,381 .001 1,448 .001  i 

10 ug DNA 1,858 + 77 955 .001 628 .001  I 
PHA 29,997 + 2,368 24,597 NS 20,595 .1 

1 ug DNA 27,916 rf 1,273 22,454 NS 10,067 .025 
10 ug DNA 25,789 + 1,061 17,825 NS 11,481 .001 
Cou 19,824 + 267 14,389 NS 12,162 .01  ! 
1 ug DNA 21,241 + 791 13,591 .05 9,111 .001 

10 ug DNA 15,111 + 430 8,731 .05 4,863 .001 \ 
PWM 15,079 + 579 14,414 NS 10,880 NS   f 

1 ug DNA 17,548 + 265 12,494 NS 8,341 .01    ! 
10 ug DNA 9,168 + 315 8,228 NS 4.716 .01   \ 

None of the SLE sera were cytotoxic for a panel of lymphocytes 
using both rabbit and human complement. These data suggest an 
extrinsic mechanism for lymphocyte suppression in SLE. These sera 
were further studied for cytotoxicity against the control cells in t': 
presence of rabbit complement, guinea pig complement, and normal hum 
serum as a source of human co'npleir.ent using the Terasaki assay for 
cytotoxicity. No cytotcxicity was found using the guinea pig or normal 
human serum complement. Thus the suppression activity of the SIE serun 
can not be considered to be on the basis of cyrotoxic antibodies.  In 
an attempt to ask the question as to whether these 9 sera altered the 
E Rosette cells of the lymphocyte donor used in the ly-phocyte trans- 
formation study the following experiment was set up. 

i 
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Control lymphocytes were isolated from the same donor washed by 4 
times and then incubated either with the autologous normal control 
serum or 9 different lupus sera, and followed by four further 
washings prior to performing an E Rosettlng procedure.  The results 
were that the total E Rosettes of the normal control lymphocytes 
In the presence of normal serum was 67%. The mean number of E 
rosettes in the presence of the 9 different SLE serums yielded 
results of 57% total E Rosettes. Thus there was a 10% reduction 
in the number of total E Rosettes following incubation of normal 
cells with the SLE sera. Thus in summary serum from active SLE 
patients can cause suppression of SKSD, PHA, ConA, LT of normal 
cells, but fail to suppress pokeweed mitogen PWM stimulation. 
Suppression is increased by the addition of added DNA.  This 
suppression does not appear to be on the basis of lymphocytoxic 
antibody. The SLE sera have the ability to suppress the total 
number of E Rosettes that is T cells-as well as to functionally 
impair these cells. Our results suggest that all of the abnormali- 
ties defined to be present in acute SLE cells can be induced in 
normal lymphocytes by acute SLE sera. The data suggest indirectly 
that this suppression of number and function of T cells maybe 
related to immune complexes of DNA anti DNA. However, other inter- 
pretations are possible particularly in relation to lymphocytotoxic 
antibody. Further studies are in progress in an attempt to clearly 
define the nature of the serum suppressing factor and will be the 
subject of a pending separate protocol on evaluation of the role of 
pNA anti DNA complexes on lymphocyte transformation. 

Immune Complexes in SLE, Sjogi-en's Syndrome and other rheumatic 
diseases. 

As part of this project, we developed an assay for immune complexes 
(IC) using the precipitation of Clq (the first component of comple- 
ment) in the presence of polyethylene glycol (PEG).  In this assay, 
Clq is labelled vith 125-1 and reacted with IC, which binds to it. 
The complex of IC and Clq precipitates upon addition of 2.5% PEG. 

The mixture is then centrifuged and the supernatant is removed. 
The amount of 125-1 that is measurable in the precipitate reflects 
the quantity of IC originally added. 

We found only traces of IC in 38 of 40 nürmal sera tested. Elevated 
amounts were present in two, perhaps because of concurrent disease 
or artificacts induced by freezing and thawing.  (We found that we 
could only obtain reliable results when we froze and thawed serum 
only once). 

Marked elevations occurred in some, but not all, SLE patients.  In 
general, there was a correlation with disease activity (especially 
with renal disease).  In some instances, Clq binding activities 
correlate better with clinical activity than did measurements of 
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anti-DNA antibody levels.  In others, however, Cln binding tended to 
remain elevated after clinical remission occurn       relation 
of DNA binding and Clq binding in SLE remains !y. 

Elevated Clq levels were found in other autolnui.      irders. In 
rheumatoid arthritis, levels were often very high, aad correlated 
well with rheumatoid factor (RF) levels. In a study of 10 patients, 
the highest RF levels occurred in patients with high apparent IC 
levels. Since RF if often found complexed as IC, such a finding is 
not suprislng, although it Is at variance with some reports in the 
literature using similar IC assays. These studies showed a poor 
correlation between IC and RF levels, and suggest that our assay 
may be performed In a better manner. 

We also found IC elevations in post-renal transplant patients and 
in chronic active hepatitis.  In Sjogren's Syndrome (SS) an autoimmune 
disease characterized by the sicca syndrome of dry eyes and dry mouth, 
we found frequent lncreas3S in Clq binding. 

Of the 18 SS patients tested, 10 had the sicca complex alone (SC), 5 
were associated with rheumatoid arthritis (RA) and 3 with mixed 
connective tissue disease (MCTD). The sera of 42 apparently normal 
blood donors and laboratory personnel were used as controls. Nine 
patients with RA and 19 with systemic lupus erythematosus (SLE) were 
also studied. 

All sera were checked for rheumatoid factor (RF) and fluorescent 
antinuciear antibody (FANA) positivity. We defined positive sera in 
the Clq assay as those having a percentage of Clq precipitated that 
was greater than 2 standard deviations above the mean of at least 
10 "normal" controls tested simultaneously. 

The results showed that 12/18 (67%) of SS patients haf' positive 
tests for IC compared with 2/42 (5%) of "normal" controls.  In SLE, 
63% were positive, as were 77% in RA. IC levels correlated closely 
with RF levels as determined by bentonite flocculation in RA. 

Of those patients with SC alone, 5/10 (50%) had a positive IC test 
compared with 4/5 (80%) with both SS and RA and 3/3 (100%) with SS 
and MCTD. Of the 10 SC patients 4 had a positive RF and one had a 
positive FANA. Two of the 10 patients with SC alone had negative 
RF tests; one of these was FANA positive and both were IC positive. 

These data show that circulating immune complexes are commonly found 
in SS patients and can be detected in the absence of RF, suggesting 
a possible role for immune complexes other than RF in this disease. 
However, when RF is present in patients with RA or SS or both, IC 
levels correlate closely with those of RF.  It is therefore probable 
that RF is a major contributor to IC levels detected by the Clq 
binding assay when it is present. 
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Studies on IC in SLE and Sjogren's syndrome continue in progress. 
Clarification of the antigens and antibodies involved in IC formation 
remains an important goal in this area, as does the definition of the 
association of clinical parameters and IC levels.  Since several 
different IC assays are used by different investigators, there are 
few extensive published studies using f.ny single test.  Thus, many 
of our studies represent original investigations and lead to new 
avenues of research in this area. 

Type of Report: Terminal 
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Work Unit No.:     3138 

Title of Project;     Immunologie Mechanisms of Cutaneous Reactions to 
Inhalant Antigens 

Principal Ivestigators: 

Richard D. deShazo, M.D. 

Objectives:       To determine the pathophysiologic mechanism of delayed in 
time dermal reactions to antigen as a model for similar reaction in 
other allergic disease. 

Technical Approach:    See original  protocol and 1978 addentum. 

Progress & Results:     We have determined that these reactions are IgE 
dependent and histamine independent.    They result from activation of the 
co. gulation system by IgE dependent mechanisms.    This is a new and 
previously unreported finding. 

Conclusions:       A partial explanation for the pathophysiology of these 
reactions has been discovered. 

Funds Utilized. FY-1978:    $1380.0 

Funding Requiremets, FY-1978: 

Personnel - Presently available 

Equipment - Presently available 

Supplies   - $1000.00 

Stipends for patients: $1000.00 

Consultant and processing of tissue: $1200.00 

Travel: 
Total 

$ 600.00 
$3800.00 

Publications:   The Late Cutanous Reaction   J. Allergy Clin.  Immunl 
61:  186-187, 1978. 
The Late Cutaneous Reaction.    J.   Immunol   (In Press) 

Type of Report:    Interim 
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Work Unit No.:    3139 

Title of Project:    Immunologie Function of Human Tonsil and Adenoid 
Cells 

Investigators: 

Principal:    Arnold I. Levinson, MAJ MC 

Associates:    Michael Johns, MAJ MC 
Carol Marcks, MS 

Objective:    This study was designed to investigate, in comparative 
fashion, immunologic function of human tonsil, adenoid, and blood lymphocytes, 

Technical Approach:    The technical  approach has previously been described 
in detail in our original protocol. 

Progress and Results:    In the first phase of this study, lymphoid 
populations in the tonsil and adenoids were determined.    In contrast to 
the blood, tonsils and adenoids are primarily B-cell organs.      We next 
examined the proliferative responses of tonsil, adenoid and blood lymphocytes. 
In general, all three tissues responded to the same peak doeses of the 
mitogens Concanacallin A (Con A) and Phytohemagglutinia (PHA).    Similar 
responses were noted to the antigen, Candida.    In contrast, the peak 
response to the antigen, SKSD, occurred at a lower concentration in both 
tonsil  and adenoid tissue than the peripheral blood lymphocytes. 

Kinetic studies indicate that the peak response to PHA occurs later in 
tonsil  and adenoid cells than blood  (5 days versus 3 days).    The peak 
response to Con A occurs at the same time in all three tissues (3 days). 

Conclusions:      These preliminary studies have provided information on 
the lymphoid constitutents of tonsils and adenoid tissue.    Functional 
assessment indicates that mitogen and antigen reactive cells are present, 
although the kinetics of their response differ from that of blood lymphocytes. 
It is likely that this difference is due to the smaller number of T-cells 
in the tonsils and adenoids.    Future studies on purified populations of 
T-cells from tonsil, adenoid and blood will  investigate this possibility. 
Lumphocytes reactive to SKSD, an antigenic determinant of the streptococcal 
organism, were found in tonsil  and adenoid tissue. Thus, patients with 
recurrent tonsillitis have cells reactive to the specific infecting 
organism at the focus of infection as well as in their peripheral  blood. 

Funding Requirements, FY-78:    None 

Publications:    In progress 

Type of Report:    Final 
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Work Unit No. 3140 

Title of Project: Hyposensitization: Long Term Sequelae 

Investigators: 

Principal:   Arnold I. Levinson, MÄJ MC 

Associates:   Richard Surrrners, KTC MC 
Mark Stein, LTC MC 
Richard Evans, CCL MC 

Cbjective: This study was undertaken to determine if long-term hyposen- 
sitization causes late sequelae, particularly those reflect- 
ing aberrant imnunologic responses. 

Technical ^)proach: 

Progress and Results: 

Conclusion: 

Atopic individuals receiving five or more years of 
hyposensitization with allergenic extracts were 
selected for this study. Atopic volunteers not on 
hyposensitization served as controls. Ilie following 
studies were performed using standard techniques: 
quantitative inmunoglobulins, rheumatoid factor by 
latex fixation, Coombs' test, fluorescentantinuclear 
factor, C3 and C4, cryoglobulins, and E and EAC 
rosettes, and the Clq precipitation assay for 
circulating mrnune complexes. 

This study was completed in 41 patients on long 
term hyposensitization therapy and 22 control 
volunteers. The study was extended for one more 
year in 17-78 and the E and EAC rosettes and the 
CLq precipitin assays were completed. 

The treatment and control groups were conparable 
in age, sex and duration of atopic illness. There 
was no sign or symptom of lyraphoproliferative or 
ixrmune complex disorder. There were no significant 
differences between the study and control groups on 
SMA-12, hematologic or urinalysis testing. There 
were no significant differences between groups in 
any of the tests mentioned above. 

Atopic individuals receiving five or more years of hyposen- 
sitization with allergenic extracts showed no increased auto- 
imnune, collagen vascular, or lymphoproliferative disease. 
In addition, chronic hyposensitization did not have adverse 
effects on imnunologic reactivity as asse;."-ed by a number of 
irrmune parameters. Particularly noteworthy was the absence 
of iimune ccmplexes in the serum of patients undergoing long- 
term hyposensitization. This study represents the first 
systematic investigation of potential adverse effects of 
long-term hyposensitIzatIon. 

1 Ü 
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Funds Utilized. Fy-78:   $10,005.00 

Rinding Requirements, rY-79:   None 

Publications:    Levinson, A.I., Simmers, R.J., lawley, T.J., Evans III, R., 
and Frank, M.M.: Evaluation of the adverse effects of long- 
tem hyposensitization.   J. Allergy Clin. Immmol. 
62:109, 1978. 

Type of Report:   Final 
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Work Unit No: 3141 

Title: A Multiclinic Long Term Comparative Efficacy and Safety Study 
of Albuterol Versus Isoproterenol Nebulizer Solution (by Hand-Bulb Nebu- 
lization) in the Treatment of Reversible Obstructive Airway Disease in 
Adults. 

Investigators: 
Principal: 
Associate: 

Richard W. Muss, M.D., MAJ, MC 
Richard Evans, M,D., COL, NC 
Richard Summers, M.D., LTC, MC 

Objectives: 1, To determine the efficacy, safety and tolerance of 
albuterol nebulizer solution when administered by hand-bulb nebulization for 
six months in patients with reversible airway disease. Clinical efficacy 
and safety will be monitored. 
2. To determine the spectrum and frequency of side effects which may be 
associated with chronic treatment with albuterol nebulizer solution de- 
livered by hand-bulb nebulization. 
3. To determine whether the magnitude and duration of bronchodilation is 
maintained when albuterol nebulizer solution delivered by hand-bulb nebu- 
lization is used regularly for six months. 
4. To compare the effects of albuterol with those of isoproterenol nebu- 
lizer solution. 

Technical Approach: the patient comes to the clinic in the morning having 
taken none of his medications. He then administers ten inhalations of the 
drug (either albuterol or isoproterenol). Observations are made over the 
next six hours to include heart rate and blood pressure and pulmonary 
function tests. A lead II rhythym strip is obtained and chest auscultation 
is periodically done. 

Progress and Results: this study was terminated 29 Sep 1977 and Clinical 
Investigation Committee was so advised. 14 patients participated in the 
study. There were no reports of any adverse effects of the drugs on any 
of the patients. Albuterol was found to be a significantly better broncho- 
dilator in terms of airway response and duration of effect than isopro- 
terenol . 

Conclusions; in this study albuterol was found to be a significantly 
better bronchodilator than isoproterenol. 

Publications: none. An abstract of this paper was presented in September 
1978 to the Annual Meeting of Military Allergists in Denver, Colorado. 
This is to be published in the proceedings of that meeting. 

Type of Report: terminated. 
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Work Unit No.:    3143 

Title of Project; Biologic (Skin Testing) Potency of Allergenic 
Extract Reference Preparations. 

Investigators; Richard Evans, 00L MC 
Harold Baer, Ph.D. 

Cbjectives;   To establish a biologic potency for comparison with 
in vitro potency testing of four different allergenic 
extracts, prepared by the FDA, Bureau of Biologies, 
and intended for use as US reference standards. 

Technical Approach: Allergenic extracts of short ragweed, Timothy 
grass, white oak tree and birch tree, prepared 
and lyophilized by FDA, are resuspended in 
buffer diluted and used for serial titration 
skin testing in allergic volunteers.    In addi- 
tion, whole blood is drawn from the volunteers 
and tested for in vitro antigen induced leuko- 
cyte histamine release and serum specific IgE 
antibody by the RAST procedure. 

Progress and Results;    Serial titration skin testing with these ex- 
tracts has been perforned as follcws: 

48 ragweed pollen sensitive patients 
45 Timothy grass pollen sensitive patients 

9 oak pollen sensitive patients 
12- birch pollen sensitive patients 

This data has provided for a biologic potency 
characterized of these extracts which are to be 
used as F.D.A. reference standards.    In addition, 
these standards have been used as a basis for 
oanparison of coimercially prepared extracts. 
This testing was performed by iso-electric 
focusing, leukocyte histamine release and in- 
direct RAST assay. 

Conclusions: This project is new completed.    The results have and will 
continue to contribute significant information toward 
providing a means for standardization of allergenic 
extracts. 

Presentaticns: 
Abstract #165 EVALUATION CF POLLEN EXTRACTS USING ISO- 
ELECTRIC FOCUSING.    Martha C. Anderson, M.S., Harold Baer, 
Ph. D., and Richard Evans, M.D., American Academy of 
Allergy, Phoenix, Arizona, March 1978. 
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Workshop "Standardization of Allergenic Extracts," 
conducted by Richard Evans, M.D., Anerican Academy of 
Allergy, Phoenix, Arizona, March 1978. 

Presentation by Richard Evans, M.D. to Pulmonary- 
Allergy Symposium, Denver, Colorado, Septenber 1977. 

Type of Report; Terminated. 
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Vfork Unit No.; 3144 

Title of Project; Neurqphysiologic, Inrunologic and Biochendcal Aspects 
of Bronchial Asthma 

Investigators; 

Principal; 

Associates: 

Richard Evans III, CQL MC 

Laxorie Smith, M.D. 
Richard Surmers, LTC MC 

Objectives; To characterize a group of atopic asthmatics by their alpha 
and beta adrenergic as well as cholinergic responses, look- 
ing in particular for a cholinergic inbalance. 

Technical Approach; 

Progress & Results; 

All patients will have extensive initial allergy 
workup including skin testing to inhalant allergens 
and an antigen bronchial challenge. The following 
tests will be performed at NIH: 

1) Oral aspirin challenge 
2) Eccrine sweat responses to saline mscholyl 

and prppranolol 
3) Cutaneous blood flow by means of Xenon dis- 

appearance from an injected site 
4) Pupillomstry to measure pupil responses to 

Carbachol and Phenylephrine 
5) Respcnse of cyclic nucleotides to intravenous 

injections of very low doses of isuprel 
The follcwing tests will be performed at WRAMC 

Allergy Clinic; 
1) Mecholyl bronchial challenge with air and He/02 
2) Histamine brcnchial challenge with air and He/02 

Note; Certain equipment must be expanded and modified. 

During the previous year we studied 16 mill allergic 
asthmatic patients with methacholine 1 i-onchial chal- 
lenges, eccrine sweat responses to nethacholine, cu- 
taneous blood flew responses to phenylephrine injec- 
tions, pupillcmetry responses to carbachol and phenyl- 
ephrine and IV injection of small incremented doses 
of isoproterenol. 

In addition 7 ncrral controls were studied with 
all of the above teszs  and a total of 31 normal con- 
trols received sons corbination of the above tests 
but not all. 
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Craiclusicns: 

A new finding is that asthnaticg show ocnsist- 
ently more sensitivity in threshold response to 
alpha adrenergic agents than normal controls. Fur- 
ther analysis of the data shows an inverse relation- 
ship between beta adrenergic sensitivity and cholin- 
ergic sensitivity as measured by methacholine chal- 
lenge, and a direct relationship between alpha 
adrenergic sensitivity and cholinergic sensitivity 
in asthmatic patients. 

1) Asthmatics demcns träte an array of autoncmic nervous 
system abnornalities which separate them as a group fran 
the nonasthmatic population. These abnomelities Include: 

Beta adrenergic unrespcnsiveness 
Alpha adrenergic hyperresponsiveness 
Cholinergic hyperresponsiveness 

2) As a group the degree of cholinergic hyperresponsive- 
ness is inversely related to the degree of beta adrenergic 
responsiveness. 

3) TSie degree of cholinergic hyperresponsiveness is 
directly related to the degree of alpha adrenergic respon- 
siveness. 

4) An additional item of equipment, Collins spiranetry 
micrqprooessor is needed to achieve the necessary accuracy 
for helium-oxygen spircmetry measurements of small airway 
function. 

5) This project merits high priority for continued 
funding. 

Funds Utilized, FY-78! $500.00 

Funding Requirements, Fy-79; 

Personnel; 
EquipmentT 
Supplies; 

Travel: 
Other: 

Publications; 

None 
Microprocessor for Collins spircneter 
Mouthpieces 
Methacholine 
Graph Paper 
Other consumables 

Reprints and publication costs 

$100.00 
250.00 
200.00 
450.00 

$2500.00 

1000.00 
600.00 
750.00 

$4850.00 

1) Abstract: Alpha and beta adrenergic responses 
in asthma. J. H. Shelhamer, D. D. Metcalfe, L. J. Smith, 
R. Evans, D, Reingold, M. Kaliner, Am. Rev. Resp. Dis. 
117, 80, 1978. 
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2) Alpha adraiergic hyperresponsiveness in asthma: 
Analysis of vascular and pupillary responses. NEJM, in 

press. 3) An abstract "The Array of autonomic ab/iontalities 
in Bronchial Asthma" has been accepted for presentation 
by Dr. Smith to the American Acadeny of Allergy, March 

1979. 

Type of Report: Interim 
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Work Unit No. :  3145 

Title of Project; A Fluorescent Test for Extractable Nuclear 
Antigen 

estigators; 

Principal:  Paul A. Wehrle, CPT, MC 

Associate:  Oliver J. Lawless, COL, MC 

Objectives; To establish a rapid reliable fluorescent assay for 
the diagnosis of mixed connective tissue disease. 

Medical Application; At present the diagnosis of mixed connective 
tissue disease (MCTD) necessitates serologic confirmation by a 
hemagglutination test for extractable nuclear antigen (ENA). This 
test is difficult to perform due to the need to extract pure ENA 
from crude calf thymus tissue. A fluorescent test will avoid the 
need for calf thymus tissue. KB cells, another source of ENA, 
moreover, can be purchased commercially and stored frozen until 
needed. The availability of a fluorescent assay would make this 
diagnostic test readily available to all facilities instead of 
only the few centers which now perform the hemagglutination test. 

Status; Mixed Connective Tissue Disease is characterized clini- 
cally by features of systemic lupus erythematosus, scleroderma, 
and polymyositis. Renal involvement is minimal and steroid response 
is usually excellent. It is characterized serologically by high 
titered, speckled patterned fluorescent antinuclear antibody (FANA), 
a hemagglutinating antibody to ENA, and a low incidence of antibody 
to native deoxyribonucleic acid (DNA). The ENA has shown pre- 
viously to consist of two separate components. A ribonucleoprotein 
(RNP) which is sensitive to ribonuclease (RN-ase) digestion; and a 
second, resistant to RN-ase, which has identity with the SM anti- 
gen commonly found in Systemic Lupus Erythematosus (SLE). 

Plan: We propose to perform the FANA test utilizing KB cells on 
the sera of all clinic patients which have a positive FANA in a 
speckled pattern by the standard mouse liver method. These will 
be from patients with SLE, scleroderma, and MCTD.  After treatment 
with RN-ase, the test will be repeated to determine the change in 
titer when compared with pre-treatment assays. 
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(A) PATIENT SELECTION;  Patients will be selected who exhibit the 
clinical characteristics of MCTD as defined by Sharp. 

(B) CONTROLS:  Sera will be obtained from the following groups: 
1) Normals: No evidence of a connective tissue disease. 
2) SLE Patients:  a) Those with positive FANA in speckled 

pattern, 
b) Those with FANA in other (solid, rim, 

nucleolar, cytoplasmic) pattern. 
3) Patients with speckled pattern FANA and a connective 

tissue disease other than MCTD, i.e., Scleroderma, Sjogren's. 

Progress and Results: This test was run on 10 controls, 24 MCTD 
patients, 14 SLE, 3 Scleroderma and 1 Rheumatoid Arthritis. Results 
of the cont      lies are as follows: 10/10 were positive by the 
KB cell te       the serum was undiluted; 2/10 were positive by the 
1:10 dilut       /10 was positive at a 1:20 dilution. Positive 
tests theri      re defined at a titer of 1:40 or greater by the 
KB fluoresceuL cell test. 

Following KB cell treatment with either 4 or 30 mg% of RNAse, all 
control tests became negative.  All control sera were likewise 
negative by the mouse liver technique of fluorescent antinuclear 
antibody testing. 

"RNAse Digestion of KB cells 

In a preliminary experiment, a positive KB FANA at a titer of 1:20,480 
was reduced to 1:640 following 4 mg% of RNAse treatment. This was 
further reduced to a titer of 1:20 following usage of 30 mg% of 
RNAse. The concentration of RNAse used for the remainder of the 
experiment was 30 mg%. 

MCTD Results 

Of the 24 MCTD patients run on a FANA by the mouse liver technique 
20/24 revealed a speckled pattern. Tested by the KB FANA all 24 had 
positive speckled patterns. The mean titer of the 24 positive 
MCTD sera was 1:11,820 with a range from 1:20 to 1:40,960.  Following 
RNAse treatment of the KB cell both by 4 and 30 mg% RNAse all 24 
reduced.  In )3/24 tests 30 mg% RNAse treatment reduced the titer 
of positivity below that reached by treatment with 4 mg%. Eight 
were unchanged, while 3 caused an increased titer by a single 
dilution which was probably not significant. Mean titer of the 
entire group following treatment with 30 mg of RNAse was reduced 
from a mean pre-RNAse titer of 1:11,820 to a post-RNAse titer of 
1:1,000. The range varied from 0 staining to a maximum titer of 
1:2,560. The results of the total ENA, RNP and SM run by Dr. Sharp's 
laboratory were as follows: 

___________     ,r .-„ - - ..*^**ätmmitiämium&iiä .__   
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All of the 24 samples tested yielded a positive ENA test by a 
hemagglutination technique, measurement of SM antibody was negative 
in 8 of these samples while RNP was present in all. In 5 of these 
8 Sra negative samples RNAse treatment totally eliminated a positive 
KB FANA, while in 3 the positive FANA was not totally eliminatfJ, 
however reductions were marked from 1:10,240 to 1:320 in 2 samples, 
and a reduction from 1:20,000 to 1:640 in one sample. In the 
remaining 16, complete elimination of the positive KB test was not 
possible. We plan to retest those 3 patients sera who showed 
discordance between the absence of Sm and total elimination of the 
KB FANA by increasing the percentage of RNAse or the duration of 
treatment and retesting them to investigate if total elimination 
can take place. 

Summary and Conclusions; RNAse treatment of the KB cell FANA appears 
to be a promising method to detect ENA and specifically the RNP 
fraction of ENA. Currently Sm and RNP tests are detected by immuno- 
diffusion and hemagglutination. Availability of a single fluorescent 
antibody test that provides titers, patterns, including elimination 
of the speckled pattern as a method for detecting RNP would make 
this latter test available to clinical laboratories with fluorescent 
microscopic capabilities and would thus expand the clinical definition 
of those patients with mixed connective tissue disease. 

Funding; We wish to request continued funding of this project for 
the following reasons: 

1) To increase the numbers of those MCTD patients with Sm 
negativity. 

2) We currently have a contract with Dr. Sharp to perform ENA and 
Sm on patients with MCTD. 

3) We will thus be able to further correlate our results with 
Dr. Sharps measuring ENA, RNP, Sm. 

Funding Requirements: 

Personnel: 
Equipment: None 
Supplies:  (Consumable) 

KB Cell Slides 
Publications: 
Travel: 

Type of Report: Interim 

$750.00 

500.00 
500.00 
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Work Unit No.; 3146 

Title of Project; Imnunotherapy Kit Potency Persistence 

Investigators; 

Richard J. Suhitiers, M.D. LTC MC Principal; 

Associates; Richard Evans III, M.D. 00L MC 
Terry V. Guilbert, MAT MSC 

Objective; The study is designed to deterndne the persistence of 
biological potency of allergy extracts during shipment 
and use. 

Technical approach; RAST (Radioallergosorbent Test) will be pei> 
formed to d'termine potency persistence. 

Progress & Results: The extracts have been shipped and returned. 
Aliquots are being taken at intervals and 
final results should be available in four 
mcnths. 

Conclusicns; No conclusions can be made until all results are in. 

Funds Utilized, FY-78; $500 of estimated total cost of protocol 

Funding Requiremsnts, FY-79; 

Personnel; One GS-7 technician, currently employed, 2 weeks/year 
EquipnentT No new equipment is required 
Supplies:  Consurnnable - needles, syringes and 

RAST testing $3700.00 
Travel:   None 

Total   $3700.00 

Publications; None 

Type of Report: Interim 
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Mbrk Unit No.; 3147 

Title of Project; Hynienqptera Venon Safety and Efficacy Evaluation as 
Allergen Imrnunotherapy in Insect Sting Allergic Patients 

Investigators; 

Principal: Daniel A. Ramirez, MAJ MC 

Associate: Richard Evans III, 00L MC 

Cbjective; To establish the safety and effectiveness of hymenoptera 
venon preparations in the prevention of anaphylactic reactions 
following hymenqptera stings. 

Technical approach; 

Progress & Results: 

Patients with a history of having systemic reactions 
follcwing a hymenqptera sting are evaluated by skin 
testing using a skin test titration technique fron 
10"^ ug/ml up to 1 ug/fril. Concordant venom RAST 
titers are also obtained. Routine chemistries, CBC 
with sediinentation rate, urinalysis, C3, C4, FANA, 
and venon specific titers of IgE and IgG will be 
follcwed every 3 months. 

A total of 75 patients have been evaluated by skin 
testing for inclusicn into the study. The lyqphilized 
reagents used were as follows: 
1. Honey Bee Venom Lot No. DA 2358 
2. , Polistes Wasp Venom Lot No. DD 6555 
3. ' Yellow Hornet Venon Lot No. DA 4877 
4. Yellow Jacket Venon Lot No. DD 6377 
5. White Faced Hornet lot No. DD 6556 
6. And also for treatment Mixed Vespid (White Faced 
Hornet, Yellow Hornet, Yellow Jacket) Lot No. DD 6379 

All these allergenic extracts have expiration 
dates of April 1981 and are manufactured by Pharmacia 
Laboratories, Division of Pharmacia Inc., Piscataway, 
New Jersey 08854. 

Fran these 75 patients, 24 have been selected for 
venom inminotherapy. Nine patients have so far reached 
a dose of venon of 40 ug or greater. No patients have 
experienced systemic reactions, though 2 patients have 
had large local reactions which have required a reduc- 
tion of their dose. No abnormalities of the laboratory 
parameters have thus far been detected. The specific 
IgE and IgG antibody titers will be performed in the 
spring of 1979 utilizing a radioinmmoassay. 
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Conclusions; Hymenoptera Venom extracts have so far been shown to be 
safe In use for imrunotherapy. The demonstration of 
efficacy in preventing anaphylactic reactions in sensitive 
patients awaits elective sting challenges in the spring 
of 1979. 

Funds Utilized, FY-78: None 

Rmding Requirements, FY-79: 

Supplies: (syringes, and radioinnunoassay materials) 

550.00 
1000.00 
150.00 
900.00 

Travel; 

Syringes 
Radioisotopes 
Rabbit antihutnan IgE F(c) 
Goat antirabbit sera 
Rabbit antihuman IgG F(c) 

(presentation at National meeting) 
$2700.00 

500.00 
$3200.00 

Type of Report: Annual Progress Report, Interim. 

Presentation: 1. An abstract for presentation by Dr. Ramirez of part 
of these data regarding diagnosis has been accepted for 
the scientific section of the American Acadeny of Allergy 
Tieetlng in March 1979. 
2, An abstract for presentation by Dr. Evans of part of 
these data regarding treatment has been accepted for a 
scientific workshop of the American Acadeny of Allergy 
meeting in March 1979. 
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Work Unit No.: 3148 

Title of Project; The histologic evaluation of Diffuse Lung Disease 
in Sjogren's Syndrome by Transbronchial Lung Biopsy. 

Investigators; 

Principal: Robert R. Tucker, MAJ, MC 
Kenneth Hunt, COL, MC 

Associate: Oliver J. Lawless, COL, MC 

Objectives;  (A) To evaluate the microscopic pulmonary changes 
found by transbronchial lung biopsy of patients 
with proven Sjogren's. 

(B) To evaluate therapeutic response to Sjogren's 
pulmonary disease to steroids and/or immuno- 
suppressive agents and to correlate this response 
with histologic abnormalities. 

(C) To determine the incidence of Sjogren's Syndrome 
in a population of patients with idiopathic 
pulmonary fibrosis by screening patients with 
diffuse interstitial lung disease with serologic 
studies, Schirmer's testing, and if appropriate, 
lip biopsy. 

Medical Application;  In the past, the diagnosis of pulmonary 
disease in patients with Sjogren's Syndrome has been made either on 
the basis of open lung biopsy or on the basis of the clinical and 
roentgenographic presentation.  Evaluation of these patients with 
the procedures of transbronchial lung biopsy (TBBX) via the 
fiberoptic bronchoscope has not been reported. This procedure has 
much less morbidity than the open thoracotomy technique; its 
drawback, however, is in the small size of specimens provided. 
Nevertheless, a small specimen provides a more rational basis for 
therapeutic decision than does no tissue at all.  It is anticipated 
that this study will define the role of TBBX in the diagnosis of 
Sjogren's pulmonary disease and that it will, in addition, provide 
a rational basis for therapy.  The second aim of this study Is to 
Identify any patients presenting with idiopathic pulmonary fibrosis 
who have Sjogren's Syndrome as its etiology. 
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Status; Pulmonary manifestations of Sjogren's Syndrome are divided 
into two main groups: (1) bronchitis sicca, and (2) parenchymal or 
pleural based disease.    After Shearn  (1),   the latter is comprised of 
(a) pulmonary infections  (bronchitis,  pneumonia, bronchiectasis), 
(b) fibrosing alveolitis,   (c) pleurisy with or without effusion,  and, 
(d) nodular parenchymal disease. 

Strimlan's recent review of  the pulmonary manifestations of Sjogren's 
Syndrome has shown abnormalities to be present in 9% of cases.     They 
have found no way of differentiating between diffuse interstitial 
fibrosis,   lymphocytic interstitial pneumonitis,  and malignant 
lymphoma by the roentgenographic appearance. 

Transbronchial lung biopsy has been described as a safe, accurate 
technique of arriving at a tissue diagnosis  in diffuse lung disease. 
This technique has been recently introduced,  and has not previously 
been used to assess or follow patients with Sjogren's Syndrome.     By 
making an early histologic diagnosis in cases of Sjogren's Syndrome, 
it is anticipated that therapy be planned more rationally and that 
prognosis might be determined more accurately. 

Plan:     The patients,  offered the opportunity of entering this study, 
will come from two sources.    The first group will consist of persons 
with biopsy proven Sjogren's Syndrome evaluated through the WRAMC 
Rheumatology Clinic on an inpatient or outpatient basis. 

Sjogren's diagnosis will be made on the basis of keratoconjunctivitis, 
symptoms of xerostomia, and positive sicca.    Kerato-conjunctivitis 
will be defined with Schirmer test,  utilizing topical ophthalmic 
anesthesis, with less than 5 millimeters of wetting interpreted as 
positive.     Evaluation of filamentary keratitis will be evaluated by 
1% Rose Bengal staining of the interpalpebral area and further confirmed 
by slit lamp examination.    These tests will be done by the Ophthalmology 
Department WRAMC.    Xerostomic and positive Sicca will be further defined 
by labial lip biopsy, where minor salivary glands are removed and 
graded after Greenspan.     (Where 0 would be defined as acinary cells 
free of round cell infiltration,  to 4 with the presence of more than 
one focus of  fifty or more round cells per Amm of section). 

Sjogren's will be considered a definite diagnosis with objective 
evidence of keratoconjunctivitis sicca and changes on lip biopsy. 
Serologie studies will include rheumatoid  factor  (latex fixation with 
Bentonnite flocculation titer),  serum protein electrophoresis, 
quantitative imraunoglobulins, FANA,  C3,  C4, Westergren erythrocyte 
sedimentation rates,  urinalysis,  and serum electrolytes.    Skin testing 
for anergy will be conducted by the outpatient Allergy Department, 
WRAMC, with tests to include,  intermediate PPD,  and SKSD  (1:50), 
monilia,   and mumps. 
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All those having diffuse pulmonary infiltrates on routine chest x-ray, 
will be offered the opportunity of participating in this study.     All 
will have pulmonary function testing performed to include pre and post 
bronchodilator spirometry diffusion,  arterial blood gases,   flow volume 
loop,   closing volume, airway resistance and conductance determination 
by plethysraography, static compliance,  and exercise testing. 

The second group will consist of patients evaluated by the WRAMC 
Pulmonary Clinic on an inpatient or outpatient basis with the diagnosis 
of idiopathic pulmonary fibrosis.     These patients will undergo an 
evaluation to include the serologic testing noted above,  Schirmer's 
test,  and labial lip and TBBX if Indicated. 

Progress and Results;    This protocol remains active however,  to date 
only 2 patients who fulfilled the study criteria were seen in the 
clinic during the past year.     Both underwent biopsy. 

Following biopsy both were placed on corticesteroids.    One patient 
with inflammatory Infiltrates showed significant improvement in 
symptoms and pulmonary function tests following steroid treatment. 
The other patient failed to improve following steroid treatment.    His 
biopsy revealed fibrosis. 

While the above results are interesting, they are too small to draw 
any conclusions at this time.     It is planned to continue this protocol 
for another year to obtain at least  10-12 patients.    Dr.  Timmons will 
be replaced by Dr.  R.  Tucker.     Dr.   Torrington will be replaced by 
Dr. K.  Hunt.    Dr. Lawless continues as associate investigator on the 
protocol. 

Funding Requirements: 

Publication costs $500.00 
: 
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Work Unit No.;    3149 

Title of Project;    Investigation of Bmunologic Urbalance in Atopic 
Dermatitis 

Investigators; 

Principal;      Donna lynn Schuster, MPJ MC 

Associate;      Richard Evans III, COL :•£ 

Consxiltant;    Arnold I. Levinsc«, KID 
University of Pennsylvania, PhiladOnhia, Pennsylvania 

Cbjective;    The purpose of this study is to determine the presence of a 
possible inmunologic irtbalance in atopic dermatitis, partic- 
ularly in regard to suppressor T cell function as wall as 
to study the regulation of IgE in this patient population. 

Technical Approach:    IVgo types of assays were used for measuring sup- 
pressor cell dysfunction.    In the first assay 
mononuclear cells obtained fron the atopic der- 
matitis patients and fron the matched nonatopic 
control subjects were cultured in vitro with 
Con A for twenty-four hours.    The capacity of 
these Con A activated cells to suppress the pro- 
liferative response of three different honologous 
cell populations in ooculture experiments was 
determined.    In the second assay, mononuclear 
cells from the same atopic dermatitis patients 
and control subjects were stimulated with varying 
doses of mitogen at day 0 and after twenty-four 
hours of preculture.    In this system, increased 
proliferative response of precultured cells as 
ccnpared with 0 hour cells has previously been 
shewn in normal subjects to represent loss of 
suppressor cell function in vitro.   The lack of 
such an increase inplies aberrant SC function. 

In addition to the above two assays, we are 
currently using standard resetting techniques to 
characterize lymphocyte subpqpulations in patients 
with atopic dermatitis and elevated IgE. 

In man, T gamma cells have been shown to suppress 
differentiation of B lynphocytes.    Conversely, T mu 
may provide helper function.    In this group of 
experimsnts OKRBC sensitized with either rabbit IgM 
or rabbit IgG anti-OXRBC are used in a resetting 
procedure to identify T rau or T gamna respectively. 
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Progress & Results; 

Conclusicans: 

In addition to looking at T subpopulations we 
are also planning to set up a double radiointnuno- 
assay for IgE in order to measure lew level IgE 
supematants of ooculturts of lynphocyte subpopu- 
lations in our patient pcpulation as well as in 
control groups.    This assay will help us further 
dissect the regulation of IgE in atopic dermatitis. 
Rsagents for this assay will be obtained from the 
University of Maine.   Although this route is expen- 
sive, these reagents are very difficult to manufac- 
ture locally.    The reagents from the University of 
Maine are of proven high quality. 

The data from the first assay showed no significant 
difference in Con A activated suppressor cell func- 
tion when coitpared with that of control subjects. 
In the second assay, twenty-four hour precultured 
cells of AD patients and control subjects both 
showed an increased proliferative response to mito- 
gen when cenpared with respective 0 hour cultures. 

To date, our data of T subpopulations in our 
patient population indicate that the absolute as 
well as the relative nurrbers of T gamna cells are 
markedly reduced whereas the total lynphocytes as 
well as T mu cells were conparable to the control 
group. 

Suppressor cell function as tested in the first two assays 
appears normal in AD patients with elevated IgE.    It should 
be enphasized that these assays neasured the capacity of AD 
patients' cells to suppress proliferative responses only. 
Ws are planning to look directly at the modulation of IgE 
itself. 

In addition, we have found an irrbalance in T cell sub- 
populations in our patients with atopic dermatitis and 
elevated IgE.    It remains to be determined if this aberra- 
tion is a marker for the elevated IgE or for the disease 
state itself. 

Funds Utilized, FY-VS:    $4380.00 

Personnel; 
Equipment: 

Supplies; 

Travel; 

20 hours of GS9 technician time per week x 52 weeks 
Glassware, culture plates, pipettes, 

plastic tubes, etc. $3000.00 
Culture media $2500.00 
Radio isotopes 2500.00 
Reagents for equipment 

(coulter counter C02) 2000.00 
Specific irtmune antisera and rabbit 

sera (anti FC, anti IgE FC, anti 
rabbit IgG) 5000.00    12000.00 

600.00 
$15600.00 
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Publications: Schuster, D.L., Pierson, D., Bongiovanni, B., and 
LevinsOTi, A.I.:   Suppressor cell function in atcpic 
dermatitis associated with hyper IgE, J. Allergy Clin. 
ütmunol. 61:143, 1978 (abst.). 

Schuster, D.L., Pierson, D., Bongiovanni, B. and 
Levinson, A.I.: Suppressor cell function in atopic 
dermatitis associated with elevated IgE, J. Allergy 
Clin. Intnunol.   (in press). 

Type of Report;    Interim. 
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Work Unit No.:    3150 

Title of Project: 

Investigators: 

Principal: 

Associates: 

Comparison ot Two Licensed Conmercially Available Short 
Ragweed Extracts Differing in Their Ability to meet the 
Bureau of Biologies (BOB) Proposed Criteria of Potency 

Richard Evans, MD, 00L MC 

Objective: 

Paul C. Turkeltaub, MD 
Harold Baer, PhD 
FDA, NIH, Bethesda, MD 

To evaluate the ability of new Bureau of Biologies (PDA) potency 
standards to identify potent allergenic extracts. 

Technical Approach: 

Progress and Results: 

Conclusion: 

Patients with ragweed hayfever will be matched and di- 
vided into tvra groups and assigned one of two licensed 
short ragweed extracts differing in potency according 
to BOB criteria. The patients will be placed on stan- 
dard imnunotherapy and followed through the ragweed 
pollen season with daily symptom index scores. 

This protocol is combined protocol with BOB, FDA, 
HEW, Bethesda, MD, and the NIH. No suitable patient 
volunteers were found at this medical center in 
Fy-78. One of the investigators. Dr. Turkeltaub, 
has obtained the necessary patient population for 
the study at the NIAID, NIH health clinic. 

Since no V/RAMC patients have been entered into this protocol , 
the WRAMC approval should be terminated. 

Funds Utilized, FY-78: None 

Funding Requirements, 1^-79: None 

TVpe of Report: Final 
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Wbric Unit No.; 3151 

Title of Project; Allergic Disease Center Study of Hymenoptera Insect 
Venom as an Agent for Diagnosis 

Investigators; 

Principal; Daniel A. Ramirez, MAJ MC 

Associate; Richard Evans III, COL MC 

Cbjective; To establish the effectiveness of hymenoptera venons as skin 
testing agents in making the diagnosis of insect sting allergy 

Technical approach: 

Progress & Results; 

Patients with a history of allergic reactions to 
hymenoptera stings are skin tested with the carner- 
cially available whole body extracts and with insect 
venoms using a skin test titration of 10~3 ug/ml up 
to 1 ug/ml. In addition to the oonparisan between 
whole body extract and venom skin testing, the skin 
testing will be ccnpared to the venom RAST. 

Patients were skin tested with lyqphilized venoms of 
Honey Bees, Yellcw Jacket, Hornet, White Faced Hornet 
and Wasp. These are provided by the NIAID, NIH. 
Catalog was A(631-> 635)-902-585, received Movenber 
1978.  ' 

So far 5 patients have been skin tested with these 
agents. 4/5 have had positive skin tests to at least 
one of the venoms. 

Conclusions; No firm conclusions can be drawn yet. 

Funds Utilized, FY-78; None 

Funding Requirements, FY-79; 

Supplies:  (syringes, etc.) 
Travel; (presentation of paper) 

$300.00 
600.00 

$900.00 

Publications; None 

Type of Report; Annual Progress Report, Interim. 
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Work Unit No.; ?>52 

Title of Project: Factors Affecting Theophylllne-Half-Llfe 

Investigators: 

Principal:  Paul F. Walker, MAJ MC 

Associates; Rodolfo Bonglovannl, 1LT MSC 
Richard Evans III, 00L MC 

Objective: Detennine variations of biologic half-life of Theophylline 
connparing values obtained following intravenous infusion of 
Theophylline in normal volunteers and asthmatics under various 
clinical states and treatment programs. 

Technical Approach: 
A. Population of non-asthmatic "normal" volunteers (6) 

will be given a single intravenous dose of aminopnyllin 
(5 mg/kg) by rapid infusion (5 min). Blood samples will be 
obtained Immediately prior to the infusion and at 0, 5, 10, 15, 
30, 45, 60, 90, 120, 240, 360, 48^. minutes following infusion 
of aminophyllin. 

B. A population of known reversible asthmatics (15) will be 
studied under the conditions stated above in section A. Pul- 
monary function testxng will also be obtained inmedlately prior 
to the infusion and at one hour following completion of the 
infusion, and six hours following completion of the infusion. 
These asthmatics will be studied under Plan A under the follow- 
ing conditions: 

1. Acute onset dyspnea and bronchospasm, not reversible 
by epinephrine. 

a. Aninophylline 5 mg/kg in rapid infusion 
Solu-medrol 2 mg/kg IV Push 
Bronkosol 0.5 mg/2.5 mg NS by inhalation 

b. Blood samples obtained as in Plan A 
c. Pulmonary functions obtained as in Section B. 

2. Clinically stable, on outpatient theophylline, 
corticosteroids, either alupent or terbutaline orally 

3. Clinically stable on theophylline, corticosteroids 
4. Clinically stable on theophylline, terbutaline/ 

alupent. 
5. Clinically stable on outpatient theophylline alone. 

C. In sections 2-5, patients will be given 5 mg/kg amino- 
phyllin in a rapid intravenous infusion with blood samples 
and pulmonary function studies obtained as previously 
described. 
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Progress & Results: To date:   Pharmoklnetic studies have been carried 
out on six nonnal volunteers on three separate 
occasions manifesting no significant difference 
in clearances, TJ alpha, and TJ beta in a given 
individual from day to day. 

A total of 16 pharmokinetic studies have been 
performed.    Ten patients have been studied.    Eight 
of the ten studied under conditions of acute asthma 
with follow-up studies obtained under one of the 
previously-mentioned treatment programs. 

In all cases so studied, there is a difference In 
the rate of clearance and in the T£ beta of at least 
two hours; the results found in individuals in acute 
asthma being shorter than results in these individuals 
when disease is quiescant. 

Pharmakinetic studies have not been completed for 
the other categories to date due to limitations deter- 
mined by difficulties in obtaining optimal control of 
the disease state, and due to problems with ccmplianoe 
in the case of several of the participants. 

Cbnclusions: 
"  '      ^"      A.   There appears to be a significant affect on the clear- 

ance and T^ beta of theophylline that is determined by the 
activity of the basic disease process. 

B. There are indications that clearance and TJ beta of 
theophylline may be significantly prolonged by the use either 
of corticosteroids, beta-stimulating agents, or both. 

C. There appears to be no significant difference in the 
the clearance TJ alpha, and TJ beta of theophylline in 
healthy individuals on a day-to-day basis. 

D. Study should be continued to further examine and docu- 
ment these preliminary findings and to determine the effect 
multiple-drug therapy on the biologic clearance and half-life 
of theophylline. 

Funds Utilized, rY-78:    $        .00 

Funding Requirements, rY-79: 

Personnel:   4 hrs/wk technician time 
Supplies:     Syringes 

IV set ups 
Drugs 
HPLC CIS columns 

Travel: 
Other: Computer time 

$ 250.00 
1500.00 
250.00 
750.00    $2750.00 

500.00 
500.00 

$3750.00 

Publicat ions:   None 

Type of Report:    Interim 
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Work Unit No.:      3154 

Title of Project:    Evaluation of prostaglandin producing supressor cells 
in cancer patients.   WRAMC #7802. 

Investigators: 

Principal: Richard D. deShazo, MAJ MC 

Co Investigators: Archie Brown, MAJ MC 
Daniel Kimball, LTC MC 
H. Blum, M.D. 

Objectives: To determine the presence of these suppressor cells in 
patients with cancer and explore their response to prostaglandin synthetase inhibitors. 

Technical Approval: See original protocol 

Progress and Results: This protocol was approved in its final form only 
recently. Work on it began in August. 5 normal controls have been 
studies and the methodology for the technique perfected. Patients are 
now being fed into the study. 

Conclusions: None 

Funding Requirements: FY-79 

Personal - presently available 

Equipment - presently available 

Supplies - $7966.0 

Travel -  $500.00 

Other   $ 300.00 (serum indomethsin levels by commercial 
laboratory) 

Publications - None 

Type of Report: Interim 
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Work Unit No.:    4106 

Title of Project:    Post-Operative Treatment of Women with Resectable Ovarian 
Cancer with Radiotherapy Alkeran or No Further Treatment. 

Investigators: 

Principal:    Robert C. Park,  COL, MC 

Associate:    Johannes Blom, MD and William Neglla, MAJ, MC 

Objectives:    To determine the best postoperative approach to treatment of 
patients with Stage IÄ and IB ovarian cancer. 

Technical Approach:    Postoperative patients with ovarian cancer, Stage IA and 
IB which Is totally removed at surgery, will be treated 
with either radiotherapy, chemotherapy or no further 
treatment. 

Progress & Results:    Nineteen patients have been ontared from Walter Reed and 
168 from the entire GOG.    This protocol closed 17 March 1978, 
and is currently in press for publication. 

Conclusions:    There is no statistical difference in the response or survival of 
the three arms. 

Funding Requirements:    No local funds are required since this protocol is funded 
through the GOG. 

Type of Report:    Completed 
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Work Unit No.:    4113 

Title of Project:    Cooperative Gynecologlc-Cncology Group 

Investigators: 

Principal:    Robert C. Park,  COL, MC 

Associate:    Paul B. Heller, MAJ, MC; Roger Lee, LTC, MC; William Neglia, MAJ, MC; 
Jeffrey Weisbaum, MAJ, MC;  Johannes Blom, MD 

Objectives:    The Walter Reed section of Gynecologic Oncology is involved with the 
nationally organized Gynecologic Oncology Group, which contains 47 
of the major medical centers in the country who are interested in 
the area of Gynecologic tumor treatment.    The GOG is recognized and 
funded through  the National Cancer Institute. 

Progress & Results:    WRAMC is active in 18 protocols involving treatment of ovarian 
carcinoma,  cervical  carcinoma,  adenocarcinoma of the endo- 
metrium, and uterine sarcona.    To date,  over 700 patients 
have been registered in this group from WRAMC, and 160 have 
been placed in specific protocol studies. 

Funding Requirements:    No local funding is requested as this group is supported by 
a grant from the National Cancer Institute. 

Type of Report:    Interim. 
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Work Unit No.: 4116   Interim Report 

Title of Project! 

Investigator: 

Associate: 

Objectives: 

The Evaluation of Fetal Systolic Time Intervals and 
Beat to Beat Interval Variations in Fetal Heart Rate 
as Early Indicators of Fetal Maturity and Fetal Dis- 
tress. 

Henry Klapholz, MAJ, MC 

Frank C. Miller, LTC, MC and Helen Skiba, RN 

To determine how the systolic time intervals of the 
fetus may be predictive of early fetal distress in the 
antepartum and intrapartum period. The establishment 
of normal values of pre-ejection period and the manner 
in which it varies with rate, gestational age and con- 
ditions of asphyxia will be determined. 

Technical Approach: 
This will be done by external heart monitoring and doing 
fetal heart ultrasonography to intergrate these factors 
on a multiple channel recorder along with maternal heart 
beat and maternal blood pressure to evaluate the Impact 
of these various factors. 

Progress & Results: 

Conclusions: 

Additional patients were studied in whom fetal distress 
was noted both by abnormal fetal heart rate patterns and 
Ph below 7.20. Again, the wide normal variance of the 
PEP was noted and there were differences noted in the 
asphyxiated vs. the non-asphyxiated group. The normal 
range of the FED (60-80) was reported in the AFD-ACOG 
meeting in New Orleans, October 19/7. 

This technique does not lead itself to discriminating 
an asphyxiated from a non-asphyxiated fetus. 

Funding Requirements: 
None further, 
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Work Unit No.:  4124 Interim Report 

Title of Project:  Fetal Intensive Care Monitoring in a Long-Range 
Continuing Project. 

Investigators: 

Principal: 

Associates: 

Objectives: 

James Haddock, LTC, MC 

Norman Neches, LTC, MC 
Henry Klapholz, M.D. 

The objective of this research is to evaluate the 
usefulness of fetal monitoring and labor in detecting 
early fetal distress and abnormal fetal heart rate 
patterns. Beginning 1 July 1974 an increased effort 
was made to monitor all labor (where feasible) utili- 
zing electronic clinical fetal monitoring equipment. 
A work sheet is completed on each patient and all the 
FHR tracing are being reviewed. To date the clinical 
correlations between normal FHR and good 1 & 5 minute 
Apgar scores has been excellent.  Currently work is 
being done to develop and test a standard code sheet 
which may be utilized with a computer. 

Progress & Results: 
(New development) The Hewlett Packard 5600-A OB-GYN 
Research Computer is being Installed. A new protocol 
has been submitted requesting funding to develop an 
"automated system using our high speed digital computer 
with analogue to digital converter that will: 

1. detect abnormalities of Fetal heart rate 
2. quantify them and 
3. provide a summary at the completion of the labor. 

The criteria of what constitutes fetal distress and an 
algorithm to optimally summarize such large quantities 
of data need to be developed. 

Funding Requirements: 
It is expected that as this project advances a clinical 
research secretary will be required to collect and process! 
the accumulated data. The services of a computer programn 
(FORTRAN) will be required on a half time basis to augment 
the Programming talent in the Department of OB-GYN. 
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Work Unit No.: 4126 

Title of Project: The Clinical Evaluation of a Rapid Method for 
Presurgical Cleansing of the Hands. 

Investigators: 

Principal: Frank C. Miller, LTC, MC 

Associates: Lawrence Decker, MAJ, MC, John Read, MAJ, MC 
Arthur Gross, COL, DC and Duane Cutright, COL, DC 

Objectives: To compare the effectiveness of a 90 second pulsed 
jet hand and forearm wash with a standard 10 minute 
presurgical scrub. 

Progress & Results: 
This project has been terminated. Results were pre- 
sented as noted last interim report. 
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Work Unit No.: A129 Interim Report 

Title of Project: Antepartum Fetal Evaluation of Noise Evoked Fetal 
Heart Rate Response as an Indicator of Fetal Well 
Being. 

Investigators: 

Principal: James Haddock, MAJ, MC 

Associates:     Henry Klapholz, M.D., MAJ, MC 

Objectives: To study the evoked heart rate patterns after the 
fetus is subjected to intrauterine sound stimula- 
tion at various intensities and relate the heart 
rate pattern response to fetal outcome. 

Progress and Results: Fetuses were subjected to intrauterine sound stimu- 
lation at various intensities to pulsed sine-wave 
sound.  Fetal heart rate reactivity as Indicated by 
acceleration in fetal heart rate after exposure to 
sound was correlated to eventual fetal outcome. 
These fetuses were also subjected to the standard 
oxytocin challenge test and the results of these 
tests were compared to the fetal sound reaction 
pattern. 

It was found that all fetuses that exhibited reactive 
sound stimulation patterns has negative oxytocin chal- 

1  lenge tests. All these fetuses delivered in good con- 
dition. Those fetuses that did not appear to react to 
sound did well in general but a few had positive oxy- 
tocin challenge tests.  It was concluded that a posi- 
tive sound stimulation test may obviate the need for a 
formal oxytocin challenge test although more patients 
would have to studies to assure this with greater cer- 
tainty. 

This study will continue in an attempt to build up a 
larger volume patients since the importance of a nega- 
tive oxytocin challenge test is still primary in the 
management of high risk patients.  It is anticipated 
that fetal heart rate variability will be subject to 
analysis in the future. A protocol is being submitted 
for the development of the techniques for this. When 
this is developed, in cases where variability is poor 
suggesting compromise, it is a reasonable postulate 
that stimulus of the fetus through these noise arousal 
techniques will correct poor variability associated 
with fetal sleep and not that associated with compro- 
mise.  This is to be tested. 
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Funding: No further funds this year. 

Presentations:  (1) Armed Forces District Meeting of the American College 
of OB-GYN, Las Vegas, Nevada, September 1976. 

(2) Published AJ03-GYN  March 1978 
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Work Unit No; 4132 

Title of Project; Prophylactic Antibiotics in Cesarean Section 

Investigator; Patrick Duff, M.D., Major, MC 

Objective; The purpose of the study was to evaluate the efficacy of 
prophylactic antibiotics in reducing infection-related morbidity asso- 
ciated with cesarean section. 

Results; The study is complete. The results of the protocol demonstrate 
a statistically sigaiflcant reduction in infection-related morbidity in 
patients who received a short perioperative course of antibiotics. 

Conclusions; The experimental data and literature review support the use 
of prophylactic antibiotics in all patients undergoing repeat or primary 
cesarean section. 

Funding Requirements; Travel expenses for author to present paper at 
future scientific meeting. 

Type of Report: Complete. 

Publications;  (1) The paper will be presented at the AFD-ACOG meeting in 
Washington, D.C. in October, 1978. 

(2) The paper will be submitted for publication to the 
Journal of Obstetrics and Gynecology. 
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Work Unit No.: A134 

Title of Project: Treatment of Women With Cervical Cancer Stage IIB, IIIB, IVA, 
and or Ferlaortlc Nodes with Radiotherapy Alone Versus Radio- 
therapy Plus Immunotherapy (Intravenous C-Parvum) Phase II 

Investigators: 

Principal: Robert C. Park, COL, MC 

Associates: Roger Lee, LTC, MC; Paul B. Heller, MAJ, MC; William Neglla, MAJ, MC 

Objectives: Radiotherapy Is the standard treatment for patients with advanced 
cervical carcinoma. The goal of this project Is to determine If the 
addition of Immunotherapy will enhance the radiation response rate. 

Technical Approach: Patients are randomized to one of the two treatment regimens. 

Progress & Results: To date, 77 patients have been entered in this GOG protocol. 

Conclusions: No conclusions can be reached at this time, however, no marked 
adverse reactions have been found In the combination treatment arm. 

Funding Requirements: No local funds are necessary as this is a GOG funded protocol. 

Type of Report: Interim 

1  tVA 
 .  -   



HMWMM 

Work Unit No.: A135 

Title of Project: A Randomized Comparison of Melphalan Alone Versus Adrlamycin 
and Cyclophosphanlde Versus Hexamethylenamlne and Melphalan 
In Patients With Ovarian Adenocarcinoma: Suboptinal Stage 111, 
Stage IV, and Recurrent Equivalent to Stage III and IV (Phase 3) 

Investigators: 

Principal: Robert C. Park, COL, MC 

Associate: Roger Lee, LTC, MC; Paul B. Heller, MAJ, MC; Jeffrey Weisbaum, MAJ, MC, 
Johannes Blom, MD 

Objectives: Single alkalatlng chemotherapy agents produce a 30% response rate in 
patients with epithelial ovarian cancer.  The objective of this study 
Is to determine if adding Adrlamycin or Hexamethylenamlne will enhance 
the response rate. 

Technical Approach: 

Progress and Results: 

Patients are randomized to one of the three treatment arms. 
1) Alkeran; 2) Alkeran plus Hexamethylenamlne; 3) Cytoxan 
plus Adrlamycin. 

A total of 259 patients have been entered into this protocol 
from the entire GOG; 1A from Walter Reed. It is too early 
for specific statistical analysis; however, at the present 
time, there is no difference in overall response rate, but 
there is a marked difference in complete response for both 
combination arms. Hexamethylenamlne is an investlgational 
drug - to date there have been no adverse reactions observed 
in any of the Walter Reed patients. 

Conclusions: None 

Funding Requirements: No local funds are required in this protocol since it is 
funded through GOG. 

Type of Report:  Interim 
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Work Unite No.:  A136 

Title of Project: A Randomized Comparison of Melphalan Alone Versus Melphalan 
Therapy Plus Immunotherapy In the Treatment of Women with 
Stage III (Optimal) Epithelial Carcinoma of the Ovary. 

Investigators: 

Principal: Robert C. Park, COL, MC 

Associate: Roger Lee, LTC, MC; Paul B. Heller, MAJ, MC; Johannes Blom, MD 

Objectives: Melphalan alone produces a 307 response rate In patients with epi- 
thelial cancer. The objective of this study Is to determine if the 
additional of immunotherapy will enhance the response rate. 

Technical Approach: Patients with optimal Stage III epithelial ovarian carcinoma 
are randomized to one of two treatment regimens. Regimen 
#1 is Alkeran alone and Regimen 02  is Alkeran plus C-Parvum. 

Progress & Results: To date, 69 patients have been entered in this GOG protocol. 
No statistical differences in the two treatment regimens are 
noted at the present time. In addition, no severe reactions 
have been noted In either treatment arm. 

Conclusions: None 

Funding Requirements: No local funds are required In this protocol since it is 
funded through the GOG. 

Type of Report: Interim       » 
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Work Unit No.:  A137 

Title of Project: A Randomized Comparison of Pelvic and Abdominal Radiation 
Therapy Versus Pelvic Radiation and Melphalan Versus Melphalan 
Alone In Stage II Carcinoma of the Ovary (Phase III) 

Investigators: 

Principal: Robert C. Park, COL, MC 

Associate: Roger Lee, LTC, MC; Paul B. Heller, MAJ, MC; William Neglla, MAJ, MC; 
Johannes Blom, MD 

Objectives: The standard treatment for patients with Stage II ovarian carcinoma 
has been postoperative Irradiation. Recent data supports that single 
alkylatlng chemotherapy Is equally effective. The objective of this 
study Is to determine If radiation alone, chemotherapy alone, or com- 
binations of the two arc the best treatment methods for this disease. 

Technical Approach: Patients are randomized to one of the three treatment arms. 

Progress & Results: This protocol accrues patients from GOG, RTOG, and ECOG. 
To date, 36 patients have been entered. It Is too early 
for a statistical analysis. 

Conclusions: None at present. 

Funding Requirements: No local funds are necessary as this Is a GOG funded protocol. 

Type of Report:  Interim 
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Work Unit No.  4138 

Title of Project; Diagnosis and Treatment of Intrauterine 
Abnormalities Using the Hysteroscope 

Investigator:  Thomas A. Klein, LTC, MC 

Objectives; To evaluate the feasibility of using the hystefoscope 
in in-patients and out-patients to establish a valid diagnosis in 
cases of abnormal uterine bleeding and habitual abortion. 

Technical Approach; Hysteroscopy was to accompany all cases re- 
quiring diagnostic D & C in patients under 40 years of age. Re- 
sults of hysteroscopically obtained biopsy were to be compared 
to results of conventional curettage. Logistics and patient ac- 
ceptance of outpatient hysteroscopy were to be evaluated by 
questionnaire. 

Progress and Results; The protocol has not been activated because 
of logistical problems and lack of availability of appropriate 
equipment. 

Conclusions; None at present 

Funds Utilized. FY-78; None 

Funding Requirements. FY-79; None anticipated at present 

Type of Report; Interim 
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Work Unit No.: 4.1.39 

Title of Project: A Randomized Comparison of melphalan, 5FU and Megase Versus 

Adrlamycln, Cytoxan, 5FU and Megase In Che Treatment of Patient! 
With Primary Stage III, Primary Stage IV, Recurrent or Residual] 
Endometrlal Carcinoma (Phase III) 

Investigators: 

Principal: Robert C. Park, COL, MC 

Associate: Johannes Blom, MD; Roger Lee, LTC, MC; Paul B. Heller, MAJ, MC 

Objectives: To determine the eff cacy of multi-drug preparations In the treatment 
of high-risk endometrlal carcinoma and to see If one of two programs, 
previously shown by palate studies, Is superior. 

Technical Approach: Patients with advanced or recurrent endometrlal carcinoma 
are randomized to one of two treatment regimens. 

Progress & Results: To date, 164 patients have been entered In this GOG protocol. 
No statistical differences, as yet, are shown. 

Conclusions: None 

Funding Requirements: No local funds are required In this protocol since It is 
GOG sponsored. 

Type  of Report: Interim 
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Work Unit No.: 4140 

Title of Project: A Clinical-Pathologic Study of Stage I and II Carcinoma of the 
Endonetrium. 

Investigators: 

Principal: Robert C. Park, COL, MC 

Associate: Paul B, Heller, MAJ, MC; Roger Lee, LTC, MC; Jeffrey Welsbaum, MAJ, MC 

Objectives: To determine the incidence of pelvic and aortic lymph node metastasis 
and the relationship of these node metastasis to other important 
prognostic factors in patients with adenocarclnoma of the endonetrium. 

Technical Approach: All patient with Stage I and II adenocarclnoma of the endo- 
metrlum who are medically and surgically fit, have primary 
surgery to Include TAH-BSO and pelvic and aortic lymph node 
sampling. The patients then are placed on additional therapy 
depending on the pathologic findings. 

Progress & Results: 201 patients are entered in this GOG study; 11 from Walter 
Reed. The study is too early for statistical analysis. 

C onclusions: None 

Funding Requirements: No local funds are necessary as this is a GOG funded protocol. 

Type of Report: Interim 
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Work Unit No.: 4141 

Title of Project: A Randomized Study of Adrlamycln as an Adjuvant After Surgery 
and Radiation Therapy in Pctients with High Risk Endometrial 
Carcinoma, Stage I and Occult Stage II. 

Investigator: 

Principal: Robert C. Park, COX,, MC 

Associate: Roger Lee, LTÜ, MC; Paul B. Heller, MAJ, MC; William Neglia, MAT, MC; 
Johannes Blom, MD; Jeffrey Weisbaum, MAJ, MC 

Objectives: To study the differences in morbidity in patient survival as functions 
of the various tumor growth patterns in patients with poor-risk endo- 
metrial carcinoma. 

Technical Approach: Patients are selected for this protocol by extent of disease 
determined at surgery. Those who have a greater than 1/2 
myometrial invasioi. or extra uterine spread all receive 
radiation therapy.  Following this, there is randotnlzatlon 
to Adrlamycln or no further treatment. 

Progress & Results: To date, 15 patients have been entered in this GOG study; 
1 from Walter Reed.  It is too early to give any statlsMcal 
analysis. 

Conclusions: None 

Funding Requirements: No local funds are required in this protocol since it is 
funded through GOG. 

Type of Report:  Interim. 
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WORK UNIT #: 

TITLE: 

INVESTIGATORS: 

PROGRESS & RESULTS: 

4501 

Clinical  Evaluation of Fluorescence Scanning of the 
Thyroid with Americium 241 Source 

* Merrill C.  Johnson,   COL MC 
* Robert J.  Corcoran,  LTC MC 

In addition to the patients with untreated Graves' disease reported 
in fiscal year 1977, we have encountered a number of patients with this 
disease who were under treatment.    Patients on medical therapy longer 
than six months who were euthyroid averaged 3.3 mg.   thyroidal  iodine. 
In five patients persistently hypertViyroid after the same length of 
medical treatment,   the average was  17.3 mg.    Six months after treatment 
with radioactive  iodine   (131-1),   five patients  were  found  to be euthyroid 
and  their thyroidal iodine content averaged 1.7 mg.    Four patients were 
hypothyroid and on thyroid hormone leplacement.     In this group,  glandular 
iodine was either nondetectable or present  in traro. amounts.    One patient 
was  still hyperthyroid six months after treatment with radioactive   Iodine 
and  in this  individual,  the thyroidal iodine content was 17.0 mg.    Seven 
patients with primary hypothyroidism and no history of previous treat- 
ment were seen.    They were similar to patients  rendered typothyroid  after 
radioactive  iodine therapy  in that none had more than trace amounts of 
thyroidal iodine. i 

CONCLUSION: 

Although the clinical  role of fluorescence  iodine quantification 
remains  to be fully established,   the technique  provides  information 
not otherwise available on an important parameter of thyroid status. 

FUNDS REQUESTED: 

PUBLICATIONS: 

TYPE OF  REPORT: 

(FY 79) $1,500.00 

(FY 78)  Solitary Autonomous Thyroid Nodules: 
Comparison of Fluorescent and Pertechnetate 
Imaging. J Nuc Med, 18:1064-1068, 1977. 

Quantitative Thyroid Fluorescent Scanning: Tech- 
nique and Clinical Experience. Am J Roentgenology, 
130:517-522, 1978. 

Discordant Imaging of a Thyroid Nodule with 131-1 
and 99m-Tc: Concordance of 131-1 and Fluorescent 
Scans.  Radiology, 128:705-706, 1978. 

Interim 

*Principal  investigator has been replaced by Robert J.  Kaminski,  MAJ MC 
and  the Associate  investigator by Isamu Y.  Kang,  LTC MC. 

: 
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WORK UNIT #:    4502 

TITLE OF PROJECT:    Plasma Angiotensin Levels and Response to Antihypertensive 
Therapy in Essential Hypertension 

INVESTIGATORS      :    Robert J. Corcoran, LTC, MC 
Jules Bedynek,  COL, MC 
Robert J. Kaminski, MAJ, MC 

PROGRESS & RESULTS:    This project was terminated on retirement of the principal 
investigator.    See previous report for results. 

TYPE OF  REPORT :    FINAL 
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WORK UNIT #: 

TITLE OF PROJECT: 

INVESTIGATORS: 

PROGRESS AND RESULTS: 

4514 

111. 

TYPE. OF REPORT: 

Clinical Evaluation of   Indium DTPA 

Merrill C. Johnson, COL, MC 
Robert J. Corcoran, LTC, MC 

A total of 12 radiocistemograms were performed on 
11 patients during the past year. After review and 
correlation with clinical, pathological and radio- 
graphic findings, there were 7 positive results, 
4 normal and 1 unsatisfactory. 

Since the inception of this study, a total of 48 
patients have been studied with 34 positives, 15 
negatives, 4 unsatisfactory and 1 suspicious. 
There were no known false positives or false 
negatives. There were no cases of adverse reactions. 

CONCLUSIONS: Radioclsternograms continue to be the 
study of choice in evaluating CSF dynamics and are 
of particular value in the diagnosis of CSF leaks 
and in evaluating shunt potency. 

INTERIM. 
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WORK UNIT #: 

TITLE OF  PROJECT: 

INVESTIGATOR: 

PROGRESS AND RESULTS; 

TYPE OF  REPORT: 

4515 

Broad Clinical Evaluation of 99m Technetium Labeled 
Stannous Glucoheptonate as a Diagnostic Agent for 
Studying the Kidney. 

Merrill C.  Johnson,  COL, MC 

Since the Annual Report for 1977,   there were an 
additional 21 patients studied using the radiopharmaceutica] 
99m Technetium Glucoheptonate for the detection of renal 
parenchymal abnormalities. 

A total of 30 patients have been studied under this 
protocol and while  the correlation with other diagnostic 
modalities appeared excellent,  the small number of 
patients studied precludes an adequate assessment of 
this material as a diagnostic aide in evaluation of 
renal abnormalities. 

In February 1978,   this radiopharmaceutical was released 
by the FDA for general diagnostic use and consequently 
this project was terminated as of that date. 

CONCLUSION: 99m Technetium Glucoheptonate appears to 
be an excellent agent for the radionuclide evaluation 
of renal parenchymal abnormalities. 

FINAL. 
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WORK UNIT #: 

TITLE OF PROJECT: 

INVESTIGATORS: 

4518 

Clinical Evaluation of 99irfrc Electrolytically Labeled 
Human Serum Albumin 

Merrill C.  Johnson,  COL, MC 
Robert J. Corcoran,  LTC, MC 

PROGRESS AND RESULTS:    This project was terminated on the retirement of the 
principal investigator.    See previous report for results. 

TYPE OF  REPORT: FINAL 
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WORK UNIT #: 

TITLE OF  PROJECT! 

4519 

Study of Thallium Chloride Tl-201 for Myocardial 
Imaging in Acute Infarction and/or Ischemia 

INVESTIGATORS: Merrill C.  Johnson,  COL, MC 
Robert J.  Corcoran, LTC, MC 

PROGRESS AND RESULTS:    Thallium-201 has been released by the FDA for routine 
clinical use.    This project was terminated since the 
release of the isotope coincided with its  initial use 
at WRAMC. 

TYPE OF REPORT: FINAL. 
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Work Unit No, :4601 

Title of Project   : Participation in the National Cooperative 
Study of Early Hodgkin's Disease 

Investigators   : 

Principal  Investigator  : George B.  Hutchison, M. D.    Project 
coordinator at Harvard School of Public Health. 

Associate Investigator  : Johannes  Blom, M. D. and William 
Neglia, M. D.  at Walter Reed Army Medical Center. 
29 associate investigators at other collaborating centers, 

Objectives : To determine the effects on survival, disease extension, and 
complications of therapy of differing irradiation volumes in treatment of 
early staged    Hodgkin's disease. 

Technical Approach  : This clinical  trial study was randomized and 
prospective,  comparing localized irradiation to clinically involved region 
with extended field irradiation to clinically involved region plus regions 
suspected of being sites of sub-clinical disease. 

Progress and Results   : An interim report was distributed February,   1978. 
Localized recurrences have appeared in significantly greater frequency in 
patients receiving localized treatment  than in those given extended field 
therapy.    Extensions to extra-nodal  sites on the same side of the diaphragm 
as the initial disease are also more frequent with localized treatment, but 
the excess  is smaller, and transdiaphragmatic extensions are only slightly 
reduced by extended field therapy.     There is no significant survival 
difference between the two therapy groups for the total collaboration,  and 
for the Walter Reed series there is a non-significant reduction in mortality 
in the group given localized therapy. 
Entry of patients  into this study was terminated in 1971 at Walter Reed 
and in 1973 for the entire collaboration.    At a meeting of all participating 
institutions held in Chicago, July,   1976,   it was decided that  follow-up of 
10 years  or more might be needed to conclude the  study.    The survival   of 
both groups is substantially better than projected in 1967, at the outset 
of the study and based on reports  available at that time. 

Conclusions   :  To date,  comparison of localized fields with extended fields 
in therapy of early Hodgkin's disease has not shown a clear superiority of 
either technique within 10 years of follow-up.    The study suggests that 
extensions  following extended 7icld therapy may routinely carry a poor 
prognosis but  that  local exrensions  following  local field therapy may be 
followed by cure in a substantial  proportion of cases. 

L 
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Publications   : 

1. Hutchison, G. B.    Progress report.    Hodgkin's Clinical Trial,  1972. 
National Cancer Institute Monograph No.   36:387-393.    1973. 

2. Nickson, J. J.  and Hutchison, G.  B.    Hodgkin's disease clinical 
trial.    Sixth National Cancer Conf.  Proc.  1968.    Pages 77-81. 
Lippincott Philadelphia.    1970. 

3. Nickson, J.J. and Hutchison,    G.  B. Extensions of disease, 
complications of therapy, and deaths in localized Hodgkin's disease; 
preliminary report of a clinical trial. Am. J. Roentg., Rad. Th., 
Nuc. Med.   114:    564-573.    1972. 

4. A collaborative study.    Report prepared by Hutchison, G.B.  on 
behalf of Steering Committee.    Survival  and complications of radiotherapy 
following involved and extended field therapy of Hodgkin's disease, 
stages 1 and 2.    Cancer 38:288-305.    1976. 

Funding requirements  : 

Authorized FY 78:      $760 

FY 79: 

Travel   :  $750 
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HARVARD UNIVERSITY 
SCHOOL OF PUBLIC HEALTH 

DEPARTMENT OF EPIDEMIOLOGY 

677 Huntington Avenue 
'Boston, ^Massachusetts 02115 

(6/7) 7p-io5o 

October 12, 1978 

Dr. William J. Neglia 
Chief, Radiation Therapy 
Department of Radiology 
Walter Reed General Hospital 
Washington, D. C, 20012 

Dear Dr. Neglia, 

Enclosed is a progress report which you may use for the 

purposes of the Clinical Investigation Committee. I hope this 

is in order and contains the information you need. 

Best regards to you. 

Sincerely, 

George B. Hutchison 
Professor of Epidemiology 

End.     Progress report 

GBH/lm 
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WORK UNIT NO:     5501 

TITLE OF PROJECT:    Incidence of Hemolytlc Disease of the newborn due to 
ABO Incompatibility  (ABO/HDN at Walter Reed Army Medical Center. 

INVESTIGATORS:     Bobby F.  Chaney,  CPT, MSC 
Ronald C. Vura,  CPT.USAF.BSC 

OBJECTIVES:    To determine retrospectively,   through    the investigation 
of patient statistics, medical records and laboratory data,  the incidence 
of ABO/HDN at WRAMC.    Further to compare this incidence with that re- 
ported at National Naval Medical Center,  Bethesda and in the    literature. 

TECHNICAL APPROACH:    The pediatric log book of births for the period 
1 Sept 72-31 Dec 76 was correlated with the Blood Bank's serology re- 
sults for the same period. 

PROGRESS AND RESULTS:    Clinical and Serological results for 2500 births 
have been recorded from WRAMC and compared with siniliar results  for 
32A1 births recorded at NNMC,  Bethesda. 

CONCLUSIONS:     See attached student paper.   (Incl.   2) 

FUNDS UTILIZED FY 77:    NONE 

FUNDING REQUIREMENTS FY 78:    NOXE 

PUBLICATIONS:     Attached  Student Paper submitted  to Education Supervisor 
for grade. 

TYPE OF REPORT:     FINAL 
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Work Unit No.;     6017 

Title of Project:     Clinical  Studies  in Thermometry 

Investigators: 
i ü 

Principal:  Lewis B. Harden, LTC MC 

Associates:  Robert Mesrobian, CPT 
Doreen Roberts, RN 
Virginia Leaper, LPN 

Objectives:  To obtain data for the evaluation of routine procedures 
used in thermometry as presently practiced on pediatric outpatients. 
Specifically we are asking, "Can axillary temperatures be used in 
patients up to age 4 without loss of accuracy when compared to the 
rectal temperature?" A single use chemical thermometer is also being 
tested for accuracy at both axillary and rectal sites. 

Technical Approach:  A crossover design allows each patient to act as 
their own control while comparing axillary and rectal measurements. A 
rectal temperature taken at 3 minutes with a glass reference thermo- 
meter serves as the standard for comparison of values.  Axillary 
temperatures with a glass reference thermometer and both axillary and 
rectal measurements with the single use thermometer are then analyzed 
for variation from the standard. 

Presentation:  "Thermometry, Does the Axilla Measure Up?" was 
presented at the Tri-Service Pediatric Seminar, San Francisco, 
California, in March 1978, by Doreen Roberts, RN. 

If data is published in future, we will present to Clinical 
Investigation Service. 

Type of Report :  Termination 
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Work Unit No, 6018 

PROJECT TITLE; 

INVESTIGATORS: 

26 October 1978 

Newborn Host Defenses: I Developmental Aspects of Newborn 
Neutrophil Chemotaxis 

Principal     Alan D. Mease 
Associate     Frederick B. Ruymann 

OBJECTIVES:  This project is designed to confirm and characterize the cellular 
chemotactic defect of the newborn neutrophil and to correlate this decrease with 
gestational age and birth weight.   Do preterm infants have a more severe decrease in 
neutrophil chemotaxis than term infants ? 

51 
TECHNICAL APPROACH:  The Cr    labelled technique of Gallin is being used to measure 
neutrophil chemotaxis in cord blood specimens of infants of various gestational ages 
and birth weights. 

51 
PROGRESS AND RESULTS:  The technique of Cr     neutrophil chemotaxis has been 
learned in the laboratory of John Gallin and applied to the study of neutrophils from the 
cord blood of 16 term infants.   These studies were done in his laboratory by the 
principal investigator (ADM) and have confirmed the existence of decreased chemotaxis. 
These studies found no evidence of a serum   inhibitor to chemotaxis in cord blood serum 
indicating that decreased newborn neutrophil chemotaxis is due to an intrinsic cellular 
difference.   These results were reported in last years progress report and no new 
chemotactic studies have been done.   Most of this year was spent in getting the laboratory 
in the NMTF set up to do Cr    labelled chemotaxis with regard to appropriate equipment, 
supplies etc.   We have just received our first shipment of Cr     and plan to continue to 
do these studies of neutrophil chemotaxis. 

Since the chemotactic studies have been done in Gallin's laboratory we have gained 
additional experience in working with newborn neutrophils.   Preliminary studies suggest 
that the viability of the newborn neutrophil in vitro may be decreased.   Therefore Gallin's 
technique will be modified to measure chemotaxis over shorter incubation times using micro- 
pore filters with larger pore size. 

We have also done preliminary sizing studies of newborn neutrophils which suggest 
that they are smaller than adult neutrophils. 

These observations suggest the modification of incubation time and filter pore size 
may have important implications in the measurement of newborn neutrophil chemotaxis. 
Such studies are planned as well as continued studies of chemotaxis than cord blood of 
infants of various gestational ages. 
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CONCLUSIONS:  Newborn neutrophil chemotaxis is decreased as measured by the 
chromium labelled technique of (JJallin but the nature of the decreased measured 
chemotaxis need further studies in which the technique is modified.    No data Is yet 
available regarding changes in measured chemotaxis with gestational age but this 
will be obtained throughout the coming year. 

FUND UTILIZED,    FY-78 

FUNDING REQUIREMENTS   FY-YÖ 

$2500 

Personnel Doris Burgess civilian 16hrs/wk 1 yr 
Equipment 
Supplies 
Travel 

none 
$1500 

500 

Publications: Newsletter, Section on Military Pediatrics, American Academy of 
Pediatrics, page 3, May 1978. 

Presentations: Identification of a newborn neutrophil membrane abnormality using 
PHA-induced neutrophil aggregation. Uniformed Services Pediatric Seminar, San 
Francisco, California, March 1978. 

Type of Report:       Interim 
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Work Unit N, 6021 

Title of Project: The Role of Leutinizing Hormone Releasing 
Hormone (LHRH) in Evaluation of the K/po- 
-halaraic Pituitary Gonadal Axis in Children 

3-     Principal Investigator:    LTC Chandra M. Tiwary, MC 

U.     Objective:    To develop a test for assessing hypothalamic- 
hypophyseal gonadal axis in children which can 
be used on an outpatient basis. 

5.    Progress and Results:     The measurement of hormones for the protocol was 
assigned to Hazelton Laboratories, the contractual approval with laboratory 
was intimated to me in April 1978 and the clinical studies were started 
(the LHRH supply arrived in March/April 19T8).     Twenty-two children have 
been studied.    Serum samples have been analysed on eleven of these children. 
The samples on the other 11 children are in storage and will be analysed on 
the release of funds. 

Preliminary analysis of the data on the 11 children  suffering from a variety 
of disorders  follows: 

I.    The LH response to LHRH was minimal in premature adrenarche  (2 out 
of 2 cases), moderate in premature thelarche   (l out of 1 case), and 
marked in precocious puberty (2 out of 2 cases). 

1 

II. The FSH response to LHRH was not different between patients with 
premature adrenarche and precocious puberty. The FSH response in 
the single case of premature thelarche was very narked. 

III. Patients with hypogonadism (2 cases) had shown minimal LH response 
to LHRH although FSH response (probably a function of age) is moderate. 

IV. One girl (SS) exhibited the highest FSH (215 mlu/nl) and LH (90 mlu/ml) 
response to LHRH ten years ago this girl had recieved cancer chemo- 
therapy and irradiation to pelvic area for a rhabdomyosarcoma. This 
treatment probably damaged her ovaries. 

V. A few children showed a rise in serum gonadatropin which was more 
marked following the third injection of LHRH than after the first 
injection.  This indicates that a poor response after the first 
of LHRH does not necessarily indicate a pituitary lesion. The 
disparity in gonadotropin response following first and third injection 
of LHRH might indicate a hypothalamic disturbance. 

fnftYiihliilrtMi   
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Confirmation of the above findings on a large sample is required and would 
(a) help in early differentiation and diagnosis of a child with rrecocious 
puberty from that with premature adrenarche or premature thelarche; decision 
regarding appropriate therapeutic intervention can also be made early; (b) 
provide a harmless and simple means of differentiating hypothelamic from 
pituitary lesion; (c) detect; minor gonadal lesions. 

Request for minor addition to the protocol: We are measuring serum 
gonadotropins in 6 samples which are taken 0', 30', 60', 90', 120', and 
2^0* , after the injection of LHRH. We would like to measure the serum 
gonadotropins in an additional pooled sample collected from aliquots (-arJ.) 
taken from each of the 5 (excluding the 0' sample) serum samples.  If a 
good correlation between the level of serum gonadotropins in this additional 
(pool) sample and the mean of the individual samples is found, it will 
suggest that one measurement of serum gonadotropin will appropriately show 
the LHRH response. This will decrease sample analysis cost by 80%.    A 
preliminary report from the laboratory of Dr. Santen (Ann. Int. Med. 1978:82:512-3) 
suggests that in adults the serum pool LH and FSH measurements give a very 
good estimate of gonadotropin status even though the LH and FSH levels are 
rapidly changing after LHRH stimulation. They reported highly significant 
correlation for both LH (r =.988 and FSH) (r =.98*1) when mean and pool 
measurements of the incremental increase after LHRH are compared. 

8. Extra cost of the addendum to the protocol: The cost of gonadotropin analysis 
of the,additional sample per subject will be $26.00. The total cost per subject 
will'increase from $28^.00 (original cost) to $310.00. This represents an 
increase of 5-6%. 

9. Funds requested for FY 1979:  Sample analysis:  $310.00 per subject, {ih 
samples for LH, FSH and h  samples for testosterone and estrogen measurement), 
x 1+0 subjects $12,1+00.00 

Pipets, tubes, etc 200.00 
Preparetion of paper etc 150.00 
Presentation of paper travel etc 600.00  

TOTAL 13,350.00 

10.    Funds  requested for FY 1978:     110 samples analysed for LH and FSH,  and 80 for 
testosterone and estrogen     $2,723.00 

Funds not used 9,177-00 

11.    Publication - Hone 

.12.    Travel - None 

13. Type of Report:  Interim 
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Work Unit No.   6023 

TITLE:   Newborn Host Defenses 11.    Studies of the Newborn Neutrophil Membrane 
Using Lectins as Molecular Probes. 

INVESTIGATORS: Principal   -  Alan D. Mease 
Associate  -  Gerald W. Fischer 

Askold Mosijczuk (until 7/78) 
Frederick B. Ruymann 

OBJECTIVE: Experimental evidence suggests that the binding of chemotactic factors 
to the cell membrane precedes and is essential to the initiation of directional movement. 
Directional movement of the newborn neutrophil is impaired despite normal random 
movement.   The membrane of the newborn neutrophil is less deformable than that of 
the adult neutrophil membrane.   These observations suggest that the etiology of the 
newborn neutrophil's decreased chemotactic responsiveness might be unique membrane 
properties which effect the binding of chemotactic factors to the cell membrane.   The 
objective of this project is to investigate the membrane properties of the newborn 
neutrophil using the plant lectin PHA which binds to specific oligosaccharide receptors 
on the cell membrane and forms cross bridges between cells thus producing aggregation. 

TECHNICAL APPROACH 

PHA-induced aggregation of adult and newborn neutrophils is being investigated using 
standard aggregometry techniques.   See methods section of enclosed paper and abstracts 
for details of techniques and experimental design. 

PROGRESS AND RESULTS 

Our studies to date demonstrate that newborn neutrophils have impaired PHA-induced 
aggregation suggesting membrane properties which differ from adult neutrophils. 
These differnces have not previously been reported and may have functional implications. 
See Results section of enclosed paper for details. 

The biochemical nature and function implications of these abnormalities remains to 
be determined.   In an attempt to find morphologic clues to these abnormalities of the 
newborn neutrophil Cytologie studies were done.   In the absence of Ca and Mg the 
mean percentage of newborn neutrophils with membrane projections was less than that 
of adult neutrophils.   Ca and Mg reduced membrane projection in adult neutrophils to 
newborn levels.   These findings suggest that newborn neutrophils have an inability to 
undergo conformational membrane changes in response to alterations in Ca and Mg 
balance.    Since membrane regulation of Ca and Mg flux is important in chemotaxis, 
a newborn neutrophil membrane abnormality affecting this flux may be related to 
decreased newborn neutrophil chemotaxis. 

i*-^'  yj^™^^^-|j|^^gj^^g^y«^^^gji^k|^ 
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In an attempt to determine the biochemical nature of this abnormality and more 
specifically to evaluate the role microtubular function, the effect of the antitubulin, 
vinblastine (VBL) or lectin-induced neutrophil aggregation was studied.   VBL decreased 
adult PHA-induced aggregation to newborn levels suggesting impairment in 
microtubular function could explain unique newborn neutrophil membrane characteristics. 

CONCLUSION 

Unique membrane characteristics of the newborn neutrophil have been documented 
and preliminary evidence suggests the possibility of these being due to microtubular 
dysfunction. 

Funds Utilized FY-78 excluding tech $6500 

Funding Requirement FY-79 

Personnel  Doris Burgess 
Equipment   -   None 
Supplies 
Travel 

Civ. tech.   8 hr/wk 1 yr 

$2500 
500 

Publications 

Mease AD, Fischer GW, Mosijczuk AD, Ruymann FB, Landes D.   Identification of 
a neutrophil membrane difference between adult and newborn cells using a lectin-lnduced 
assay.   Pediatric Research 12:483, 1978 (Abstract) 

Mease AD, Burgess DT, Fisdier GW, Ruymann FB.   Decreased hypocalcemic and 
hypomagnesernic blebbing of newborn neutrophils.   Pediatric Research 12:483, 1978 
(Abstract) 

Mease AD, Fischer GW, Ruymann FB.   Decreased phytohemagglutinin-induced 
aggregation of human newborn neutrophils.   (Submitted to Pediatric Research) 

Presentations 

Identification of a newborn neutrophil membrane abnormality using PHA-induced 
neutrophil aggregation.   Uniformed Services Pediatric Seminar.   San Francisco, 
California.   March 1978.   This paper won the Ogden Bruton Award for Military Pediatric 
Research. 

Identification of Newborn neutrophil membrane differences between adult and newborn 
cells using a lectin-induced aggregation assay.   Society for Pedi atric Research. 
New York City, New York, April 1978.    POSTER SESSION. 

Typo of Report:   Interim 
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Work Unit No. 6024 

TITLE:  Newborn Host Defenses III:   Phagocytosis and Killing of Group B Streptococci 

INVESTIGATORS:   Principal     Alan D. Mease 
Associates   Gerald Fischer 

George Lowell 
Frederick Ruymann 
James Bass 

OBJECTIVES: The purpose of this project is to establish a reproducible bacteriocidal 
assay for Group B Streptococci and evaluate the ability of cord blood neutrophil to kill 
Group B Streptococci. 

TECHNICAL APPROACH:  See materials and methods section in enclosed article. 
Neutrophils isolated from cord blood will be studies and their ability to kill Group B 
Streptococci compared to adult neutrophil in each experimental condition. 

PROGRESS & RESULTS:  The technique has been worked out using five different strains 
of streptococci and is reproducible   At present we are just beginning to study newborn 
neutrophils with this assay. 

CONCLUSION: A reliable neutrophil opsonophagocytic bactericidal assay has been worked 
out and will be applied to the study of newborn neutrophils. 

FUND Utilized,   FY-78 

Funding Requirements, FY-79 

Personnel  Doris Burgess civilian tech   8hr/wk I yr 
Equipment 
Supplies 
Travel 

$2000 

none 
$1000 

500 

Publications:  Fischer GW, Lowell GH,   Crumrine MH, Bass JW.   Demonstration of 
opsonic activity and in vivo protection against group B Streptococci Type HI by 
Streptococcus pneumoniae type 14 antisera.   J. Exp. Med. 148:776-786, 1978. 

Type of Report:     Interim 
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1. Work Unit Number 6025 

2. Title of the Project: 

3. Investigators: 

Role of surface tension measurement of amniotic 
fluid lipid extract in prediction of development 
of RDS in neonates. 

Principal: Chandra M. Tiwary, M.D., LTC, MC 
Associates: Richard D. Landes, M.D. , LTC, MC 

James B. Haddock, M.D., MAJ, MC 

Objective: To measure surface tension of amniotic fluid lipid extract 
prior to and during labor, and to correlate it with thesubsequent develop- 
ment of RDS in newborn. 

Progress and Rerults: I am collecting the clinical data of amniotic 
fluid. We have in storage about 75 sample, these will be analysed 
when the apparatus for the surface tension determination becomes 
available. The apparatus is expected to be receive in December 1978. 
I shall start measurement of the surface tension of the stored and 
cufren't samples. 

Funds utilized - FY 1978: 

Personnel 
Equipment 
Supplies 
Travel 
Other 
Fund not used 

Chandra M. Tiwary 
None 
$653.00 

. None 
None 
6,597.00 

Funds requested FY 1979 
Personnel 
Equipment 
Supplies 
Travel 
Paper, Preparation, Publication and reprints 

Type of Report:  Interim 

$6,750.00 
250.00 
600.00 
150.00 

TOTAL   $7,750.00 

ifc 
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1.  Work Unit Number 6026 

* 

2. Title of the Project: Tracheal Aspirate surface tension as prognostic 
indicator in infants with Respiratory Distress 
Syndrome (RDS) 

3.  Investigators; 
Principal: Chandra M. Tiwary, M.D. , MC, LTC 

Associate: Richard D. Landes, M.D. , MC, LTC 

k.    Objective: To measure the surface tension of the lipid extract of 
tracheal aspirate at various periods and to use this data in evalua- 
ting the prognosis of newborn with respiratory distress syndrome (RDS). 

5. Progress and Results: The apparetus for measurement of the surface 
tension has not been received (according to the supplier. There has 
been a manufacturing delay). We hope to receive the apparetus in 
December 1978 and start the study . 

We can not store the tracheal aspirate (it is likely to be contaminated) 
because of its alteration by the bacteria or fungus. This may alter 
the surface tenpicn property of the fluid. 

Funds utilized - FY 1978: 

Personnel 
Equipment 
Supplies 
Travel 
Other 
Funds not used 

Chandra M. Tiwary 
None 
None 

' None 
None 

Funds requested FY 1979: 

Personnel 
Equipment 
Supplies 
Travel 
Paper, Preparation, Publication and reprints 

Type of Report:  Interim 

Chandra ]■'..  Tiwary 

$650.00 
600.00 
150.00 

$1,1+00.00 
TOTAL 
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Work Unit No.:  710r 

Title of Project;  Stuu    t-EP Responses in Pediatric Epileptic 
Patients before and after Withdrawal of Anticonvul- 
sants. 

Investigator:  Archer D. Huott, COL MC 

Objectives:  To develop technique for prediction of favorable 
prognosis regarding pediatric epiletic patients after anticonvulsant 
drug withdrawl. 

Technical Approach:This study is essentially a comparison of a child's 

prior CEP's before and after withdrawal of anticonvulsant drugs in 
those epileptic patients meeting the following criteria: 

a) Onset of idiopathic epilepsy afebrile seizures below the age 

of 12. 

b) Freedom of minor or major seizures for a 

period of two years. 

c) Normal awake EEC with sleep, hyperventilation, and auditory 
and stroboscopic activation. 

It is felt that by such a study those patients who will eventually 
relapse will be detected early enough to reinstitute therapy and 
prevent the resumption of clinical seizures. 

Progress and Results:  Continued technical problems necessitate 

termination of project.  If resumed in the future, new protocol will 
be submitted. 

«6 
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Work Unit No.: 7109 

Title of Project;  The Application of Somatosensory Spinal Evoked 
Response in Spinal Cord Pathology. 

Investigator:  Archer D. Huott, COL MC 

Objectives:  To correlate clinical evoked level of lesion with finding 
at operation.  Also, to obtain normative data. 

Technical Approach: 

Progress & Results: 

Somatosensory input in the form of electrical 
shocks to the nerves of the leg and pickup of 
these potentials over the spinal cord at various 
levels and also over the saraatosensory cortex. 
This analysis utilizes computer technology. 

Continued technical problems necessitate termina- 
tion of this project. Future protocols will be 
submitted if felt indicated. 
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Work Unit No.:     7111 

Title;     Interruption of Maintenance Neuroleptlc Therapy. 

Investigators;     R.  Harlan Bridenbaugh, LTC, MC 

Objective;     To detemiae the Immediate and  long tern results of Inter- 
rupting maintenance neuroleptlc therapy,   to compare three and txi/elve 
week schedules  for tapering neuroleptlc  therapy,  and to determine the 
relationship between serum prolactin and clinical status during 
reduction of neuroleptlc therapy. 

Technical Approach;     Systematic evaluation of patient's mental status 
and psychosoclal functioning by standardized rating scales.    Monitoring 
of serum prolactin  levels during tapering and after discontinuance of 
maintenance neuroleptlc therapy. 

Progress and Results;    Three (3)  patients have been entered in the 
project and have completed the required series of blood tests  and 
psychosoclal evaluations.     Serum prolactin levels were perfomed on 
blood samples  that had been kept   frozen at -70° C.    All values obtained 
were within the normal range. 

Conclusions:     Patients entered into the project  thus  far have apparently 
been on maintenance neuroleptlc medication in doses  that arc too  low 
to raise serum prolactin levels.     Clinical imnllcations at  this point 
cannot be made because only a snail number of patients have been studed. 
Many  factors have made it difficult  to obtain patient entry thus   far. 
It is expected that  two more years will be required to obtain adequate 
patient material. 

Funds  Utilized,  FY-78;     18 serum prolactin measurements -  $72.00 

Funding Requested,   FY-79:     None. 

Publications;     None. 

Type  of Report;     Interim. 
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WORK UNIT NO:  7151 

TITLE OF PROJECT: Cognitive Components of Interpersonal Functioning In 
Brain Damaged Adults 

PRINCIPLE INVESTIGATOR: David H. Edwin, Graduate Student 
Psychology Department, University of Maryland 

OBJECTIVES:  The purpose of this study Is to develop a psychometric tool for 
assessing the cognitive components of Interpersonal functioning which may be 
Impaired In brain damaged adults. Specifically, the alms of the research are 
threefold: 

1. To develop an alternative scoring system for the Picture Arrangement 
subtest of the Wechsler Adult Intelligence Scale (a standardized test of 
intelligence) that will identify and differentiate cognitive processes believed 
to be basic to Interpersonal functioning. 

2. To understand the nature of impairment In social cognition by comparing 
brain damaged and non brain damaged populations. 

3. To compare and discriminate between different kinds of difficulties 
In social cognition evidenced by stroke patients with right hemisphere brain 
damage as contrasted with patients with left hemisphere brain damage. 

PROGRESS AND RESULTS: Project has been terminated because of lack of subjects 
who meec criteria for study. 

CONCLUSIONS:  None. 

FUNDS UTILIZED (FY-77): None. 

FUNDS REQUESTED (FY-78):  None. 

PUBLICATIONS (FY-77): None. 

TYPE OF REPORT: Final 
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\;ork Unit No.:  7212 

TltJLe/ RBC Llthlun Concentration and Clinical Correlates. 

Investigators: R. Harlan Bridenbaugh, LTC, MC 
James C. Hunter, CPT, MC 
Joan L. Wamble, MAJ, MC 

Objective;  To establish WRAMC norms for RBC lithium concentration, 
and to determine clinical correlates (treatment respon e, side effects) 
of RBC lithium concentration and RBC to plasma ratios. 

Technical Approach; N/A. RBC lithium analyses were discontinued 
in May 1977. 

Progress and Results; N/A. 

Conclusions; There have been a numb^^ of negative reports recently 
published in the psychiatric literature.  The Principal Investigator 
is terminating this project as it is very unlikely to yield clinically 
useful information. 

Funds Utilized. FY-78; None, 

Funding Requested, FY-79; None. 

Publications: None. 

Type of Report; Terminated. 
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Work Unit No.;    7214 

Title:     Pre- and Post-Discharge Assessnent of Psychiatric Patients 

Investigators; Donald '.7.   Morgan, COL, MC 
R.  Harlan Bridenbaugh,  LTC,  MC 
Emmanuel Cassimatis,   MAJ,  MC 
Charles R.  Privltera,   MAJ, MC 

Objective;    To establish, within the Psychiatry Service, URAMC,  a 
structured method of assessing pre- and post-discharge levels of 
psychosocial functionof psychiatric patients seen by a Medical 
Evaluation Board (MEB) ;   to compare pre-dlscharga morbidity v/ith post- 
discharge  function of psychiatric patients seen by an MEB;  and to 
systematize the MEB procedure in order that training and education 
goals can be met. 

Technical Approach;     From Jan  77 to Aug 77,  200 consecutive natients 
seen by an MEB were entered into the study.    Baseline psychological 
and demographic data v/ere obtained V7hlle still  on an innatlent status. 
Patients have been  followed every three months by mailed questionnaires 
to monitor emotional and social-vocational functioning. 

Progress  and Results;    The return rate  for the questionnaires has been 
approximately 85%.     Three patients have committed suicide.    A wide 
range of outcomes are thus  far apparent with about one-third of the 
group experiencing rehospitalization  thus   far.     More detailed assess- 
ment will be carried out  in the next  6-9 months. 

Conclusions;    It is  feasible to follow patients by mail questionnaire. 
We will plan,  at  this  point,  to continue  follow-up  for  three years 
from the time of discharge. 

Funds Utilized,  17-78;    None. 

Funding Requested,  FY-79:     $ 500.00 

Publications,  FY-78;    None. 

Type of Report;     Interim. 
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Work Unit No.;     7215 

Tille of Project;    Neuroendocrlne Correlates in Depressive Disorders 

Investigators;    R. Harlan Brldenbaugh,  LTC, MC 
Charles  R. Poling, LTC, MC 
Robert L.   Sack, M.D., Department of Psychiatry, 

Stanford University Medical Center 

Objectives;    To determine aerial MHPG excretion in patients being 
treated for depressive disorder, to determine correlations between 
diagnosis/treatment and MHPG excretion in depressive disorder,  and 
to assess hypothalamo-pituitary-adrenal (HPA)  axis function in 
depressive disorder. 

Technical Approach;    N/A. 

Progress and Results;    No patients have been entered into this project 
because investigators have been involved with other, higher priority 
work.     Protocol is being terminated at this point. 

Conclusions;    N/A. 

Funds Ultlized,  FY-78:     None. 

Fundinp. Reo vies tod,  FY-? T :     N one. 

Publications,  FY-73;    None. 

Tyne of Report;    Teminated. 
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Work Unit No.:     7217 

Title:     Management of Impairment of Accomnodation Secondary to 
Psychotropic Medication 

Investigators; R.  Harlan Brldenbaugh,  LTC,  MC 
Richard J.  Sapolis, JIAJ, ANC 
Daniel  L.  LaDuke,  CPT,  ANC 
Mary Barbara Papineau, CPT, ANC 

Objective:     To determine  the incidence  of impairment of accommodatio 
secondary to the anticholinergic action of neuroleptics,  tricycllc 
antidepressants,  and anti-Parkinson agents;   tc evaluate the effective- 
ness of optical management of such impairment  secondary to the above 
psychotropic agents;  and to examine the relationship between dosage 
and degree of impairment of accommodation. 

Technical Approach:    Patients  receiving psychotropic agents that have 
anticholinergic action are evaluated by means of a near vision reading 
card.     If blurring of vision is noted at or inside a comfortable 
reading distance  (16" - 20'),  then patient is  tried on + diopter eye- 
glasses in increasing increments of +0.5 diopter.     Final strength of 
glasses dispensed is determined by patient choice alone.    Level of 
medication is recorded and monitored and patients arc re-evaluated 
at weekly intervals. 

Progress  and Results:    "ineteen  (19)  patients have been  formally 
entered into the project and a la^^ number of oatients   (over 30  thus 
far) have been issued eyeglasses Sut not entered into the study.    Screen- 
ing was  completed in June 1978 oi: Ward 108 on all patients receiving 
psychotropics with anticholir.ergic effect.     Two -thirds of all patients 
showed evidence of impairment of accommodation. 

Conclusions:    Blurring of vision from the anticholinergic action of 
certain psychotropic agents is very prevalent on an acute treatment 
psychlatic ward.    The immediate management  is  the same as  for presbyopia, 
i.e.,  the application of + diopter reading glasses. 

Funds Utiili2edtFY-78:     None. 

Funding Requested,   FY-79:     $800.00 

Publications,   FY-78:    None, 

Type of Report:     Interim. 
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Project No.:   8001 

Principal Investigator:    Jane G. Coffiin 

Title of Thesis;    The Fffcct  of a Diet Conlrollec!  In Gluten,  I^c'o-r., 
Fat mcl RcGidue on Kalebsorption f-yndrorr.?  In Or.'^':/.), 
Faticnt.':  Rcceivine Abdoriiino-I'elv.vc: Radiation 

Jane Goscelin Coffin, Master of Science,   1977 

Thesis directed by:    Eleanor R.  V/illiaras,  Ph.D. 
Associate Professor 
Department  of Yooi, Nutrition and  Institution 
Administration 

and 
ITielma S.  Arnold, Maj.,  Fn.D. 
Assistant  Professor 
School of Nursing 
University of Maryland 
Chief,  Departtr.ent of Nutrition 
VJalter Reed Army Institute of ljursing 
Clinical Instructor 
Departraent  of Biochemistry 
Uniformed University of Health Sciencea 

The effect of a diet restricted in gluten,  lactose,  fat 

and residue on ma labs orpt ion was  determined using tv.'o groups  of 

oncology patients  receiving abdomino-pelvic radiation for various 

malignancies.     One group follov/ed the special diet,  and the other 

the standard hospital diet.     The diet was designed to reduce 

malabsorptlon in patients during radiotherapy.    There were statistically 

significant differences between groups  in B-carotene and D-xylo?e 

absorption,  indicating that the test group,  which had followed the 

special diet throughout radiotherapy, was better able to absorb 

B-carotene and D-xylose than the control group.    V7hile the occurrence 

of abnormal stools and vomiting did not significantly differ between 

groups,  the amount of nausea experienced by the control group was 

U4 
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significantly gvc&tcr.    ninoo entl'HarrUeal orients were intcvmlttently 

used in both groups;, ar,Gesnrr.ent of overall abnormal stool incidence 

van  difficult. When data were v.ljusted for radiation dosage received, 

it was observed that the test (;roup piainta"Jn:'3 a steady weight state 

regardless of radiation dosage. The control group, on the other hand, 

showed a tendency toward weight gain when radiation dosage was low, 

but as dosage increased, weight loss increased in a direct linear 

proportion. 

Type of Report: Completed 
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Work Unit   No:      8027 

Title  of  Projects: Clinical Evaluation of Freeze-dried  Bone 
Allographs  in the Treatment of Severe 
Periodontal  Osseous Defects 

Investigators: 

Principal:     Ronald L,  Van Swol,   D.D.S. 
Commander,   Dental Activities,   WRAMC 

Associate:     All  Residents  and  Staff assigned to the  Perio- 
dontia Service 

Objectives: To evaluate the effectiveness of  freeze-dried 
human bone allographs   in the treatment  of  perio- 
dontal  osseous defects. 

Technical Approach;     Consenting patients with  large,   severe 
periodontal  osseous defects  will  be  treated,   using freeze-dried 
human bone  allographs.     Full  thickness  buccal  and lingual   flaps 
are developed  in the  surgical  area,   all  granulation tissue  is 
removed  from the defect,   the  root   surface  is cleaned,   and  the 
osseous defect  filled with the  allograph material.    The  flaps 
are then repositioned and sutured  to place.     The surgical 
field   is then covered with periodontal dressing and postopera- 
tive  instructions given.    The  patient   is  seen  in one week  for 
suture  removal  and  periodontal dressing change.    At  the two 
weeks  postoperative  time  frame,   the dressing  is removed  and 
home care   instructions are given.     The  patient  is then  seen 
every  3  months for clinical  and   radiographic  re-evaluation 
of the  grafted  area.     At one  year  postoperatively,   the  area 
is  re-entered  for  final evaluation  and  further grafting,   if 
needed. 

Progress  and Results:     During FY 78,   6  severe  periodontal 
osseous defects were  grafted.     No complications were encountered 
in any of  the cases,   and good documentation was acquired   in 
all  instances. 

Conclusions:     During FY 78,   we grafted 6  periodontal  osseous 
defects.     Our overall   response  has  been of  greater than 60% 
osseous   regeneration,   which  has   been very gratifying  to  the 
principal   investigator.    The use  of   this type  of grafting 
material   is  now accepted  by Periodontics  as  a  non-experi- 
mental  established  material  which   may be  used  to treat   severe 
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osseous defects. 

Funding  Requirements,   FY 78:   None,   the personnel,   equipment 
and  staff   (D.D.S.)  of  the Periodontia Service,   Department of 
Dentistry,  Walter Reed Army Medical Center were utilized. 

Publications:     None 

Type of  Report:     Completed 
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Work Unit No. 8029 

Title of Project; The Effect of Patient Applied Fluoride on Dental 
Bacterial Plaque and Gingivitis: I. Toothbrush 

Delivery. 

Principal Investigators:  Ronald F. Godat, MAJ DC 
Ronald L. Van Swol, COL DC 
Dental Activities, WRAMC 

Objective:  The objective of this study is to determine whether a 
fluoride preparation can significantly reduce the amount of bts*:   rial 
plaque and the severity of gingivitis when applied to the teeti. caily 
by patients. 

Technical Approach:  Fluoridated dental preparations are currently in 
wide use and have been shown to significantly reduce the incidence of 
dental decay.  Little attention, however, has been drawn to the 
ability of some of these compounds, notably stannous and amine 
fluorides, to effectively reduce dental plaque and gingivitis. 

Past studies have been unable to demonstrate a correlation between the 
use of fluoride dentifrice and the reduction of dental plaque or 
gingivitis in patients.  It is suspected that these fluoride 
applications have little effect on plaque for the following reasons. 

a. None contain amine fluorides. 

b. The stannous fluoride containing dentifrices not only have a 

very low concentration of the fluoride solution, but have it in an 
unstable aqueous solution.  Therefore, the concentration of available 
fluorides in commercial dentifrices is often much lower than the 
manufacturer claims. 

Conversely, stannous fluoride compounds available to dentists for 
topical application may reduce dental plaque and gingivitis because: 

a. They are sold in nonaqueous solutions which are chemically 
stable. 

b. Stannous fluoride has been shown to reduce or prevent bacterial 
colonization of enamel. 

c. It has been a clinical observation at WRAM^ Dental Clinic that 
patients in the Head and Neck Cancer Radiation Program who begin the 
daily self-application of a 0.4% Stannous Fluoride Gel preparation 
have a decreased severity of gingivitis and reduced dental plaque. 

^46 
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Conclusions: The 
in the process of 
submitted foi- publicat 

Type of Report!  Completed 

research project was completed in June 1978 and is 
in the process of being revised for the last time prior to being 
_..!._-•— • - £oni  fj0 fuj-ther funding is necessary. 
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Work Unit No.:   8050 

Title of Project;  Immunity to Measles in a Military Population. 

Investigators: 

Principal;  Leslie B. Altstatt, COL MC 

Associate Investigators;  Carlos C. Daughaday, Joel M. Dalrytnple, 
James C. Burke, and Richard Evans 

Objectives; 

a)  To determine the susceptibility of certain active duty 

personnel to measles,  b)  To learn more of the basic mechanisms of 
acquired immunity. 

Type of Report:  Termination 

Unforseen obstacles have precluded implementation of this 
protocol.  Termination of the protocol is appropriate. 

— .     



•    ' •o.«<r~>' ■       ' '■"■'• '■" '' '-"'^""'"-» '•«*WI« ,,.mm>nm«. i —»-   p. I IIIILIMUUIRIMB 

.Jt 
Work Unit No:    9009 

Title of Project: Abnormalities of B6 Metabolism and Glycogen 
Metabolism in Hodgkin's Disease 

Investigators; 

Principal: 

Associate: 

LTC Michael  J. Haut, MD, MC 
LTC John A. Kark, MD, MC 

  Johannes Blom, MD 
LTC Jeffrey R. Berenberg, MD, MC 
MAJ Salvatore Scialla, MD, MC 
COL Robert W. Muir, MD MC 

Objectives:    B6 and glycogen metabolism are being investigated in 
tissues of patients with Hodgkin's disease in order to answer two 
questions: (1) Are the diminished levels of vitamin B6 coenzyme in 
Hodgkin's disease due to alterations in the enzymes regulating B6 
metabolism?   If so, in what tissues is B6 metabolism altered?   (2) 
Does the deficiency of coenzyme 86 contribute to muscle weakness by 
decreasing the activity of muscle glycogen phosphorylase, a B6- 
containing enzyme. 

During the past three years, we have concentrated almost 
entirely on the B6 metabolism aspects of this study, and are 
particularly interested in what controls plasma B6 levels in these 
patients. 

Technical Approach:    Our initial studies showed that some patients 
with Hodgkin's disease or other malignancies had lower plasma B6 
levels than control  subjects, but had increased capability for red 
cell conversion of precursors to pyridoxal-5-phosphate under optimal 
conditions.    To examine this apparently paradoxical  phenomenon, we 
have concentrated our efforts for the past three years on develop- 
ment of methods to examine B6 and glycogen metabolism in detail  in 
isolated subpopulations of both developing and mature blood cells, 
and in numerous other tissues (particularly lymph nodes, liver, 
spleen, and muscle). 

During the past year, we have concentrated primarily on 
isolating subpopulations of blood cell  precursors from the bone 
marrow.    The technique which appears to suit our needs most satis- 
factorily so far uses velocity sedimentation at unit velocity. 1,2 

In this technique, bone marrow cells (or cells from another tissue, 
such as spleen, tonsil, or lymph node) are disaggregated, washed, 
and centrifuged at less than 4000 x g for 10 minutes, and 
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resuspended in phosphate buffered saline (PBS) with 0.3? bovine 
serum albumin (BSA). Cell counts are adjusted to 5 x ICVml in 
order to prevent streaming on the separation column. A Sta-Put Cell 
Separator (Johns Scientific, Toronto) is employed, with its gradient 
generator system loaded with 600 ml Minimal Essential Medium (MEM) 
and 1% BSA in Bottle A, and 600 ml MEM with 2%  BSA in Bottle B. The 
top layer of 50 ml PBS with 0.3% BSA is first loaded into the 
column, followed by the previously prepared cell charge. A buffer 
gradient of 0.^, BSA in MEM is then introduced. After all air 
bubbles are removed, all clamps from the gradient generator bottles 
are opened, and the separator chamber is allowed to fill, lifting 
the cell layer off the bottom. After all the BSA solutions are 
instilled, sedimentation is permitted to continue for an additional 
3.5 to 4 hours. The column is then drained, discarding the cone 
volume, in fractions of 30 ml. Each fraction or pair of fractions 
is pooled, and then each pooled fraction is centrifuged and re- 
suspended in a total volume of 500 yl fetal calf serum and plated 
on slides for later histologic studies. The remainder of each 
pooled fraction is lysed with ultrasound, and biochemical studies 
are performed on the lysate. 

Other separation techniques, particularly elutriation, centri- 
fugation with PVP beads, and fluorescent activated cell sorting, 
will also be examined and compared to velocity sedimentation. 
Centrifugation with a Ficoll-Hypaque density gradient was shown not 
to be adequate for separation of bone marrow precursors, in a 
series of studies in our laboratory last year. 

Progress and Results 

1. Pilot studies (completed during FY 75) and other studies 
to define any gross abnormalitiesTn B6 metabolism 
in Hodgkin's patients 

Our pilot studies on this protocol, performed in FY 75, indi- 
cated that some but not all patients with Hodgkin's disease or 
other malignancies have lower plasma B6 levels than control subjects, 
and increased capability for red cell conversion of precursors to 
pyridoxal-5-phosphate under optimal conditions. Subsequent studies 
in our laboratory confirm our earlier observations, but indicate 
that, among hematologic malignancies, there is a spectrum of 
alterations in B6 metabolism. In our initial studies, we also 
found that patients with infectious mononucleosis have enzyme and 
PLP levels intermediate between those of patients with malignancies 
and controls. PLP levels per cell are not abnormal in either the 
RBC's or the lymphocytes, and the red cell levels appear to reflect 
the plasma levels. 
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2. Results of current efforts 

Subpopulatlons of bone marrow erythroid precursors have been 
successfully separated by unit gravity sedimentation.    These 
subpopulations are being examined in detail with regard to their 
metabolism of B6, glycogen, and purines. 

3. Planned studies during the next fiscal year 

A particularly promising technique which will allow us to 
approach more directly the analysis of B6 metabolism in Hodgkin's 
Disease is the use of isokinetic gradients to separate different 
types of cells from splenic, tonsilar, or lymph node tissue.3"9 One 
fraction which can be readily isolated by this technique is the one 
containing mononucleated Hodgkins cells and Reed-Sternberg cells.10 

Conclusions; None 

Funds Utilized. FY 78: None 

Funds Requested, FY 79; None 

Publications, FY 79; None 

Type of Report; Interim 
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Work Unit No. 9010 

Title of Project:    Vitamin B6 Metabolism in the Hematopoietic System 
of Patients Receiving Isoniazid and Patients with 
Sideroblastic Anemia 

Investigators: 

Principal:    LTC John A. Kark, MD MC 

Associate:    LTC Michael  J. Haut, MD MC 

Objectives:    To determine whether further knowledge of the alter- 
ations of vitamin B6 metabolism due to (1) isoniazid and (2) 
sideroblastic anemia would irr-rove the diagnosis and management of 
complications. 

Technical Approach:    New methods for measuring all  6 forms of 
vitamin B6 in biological tissues are being studied in our labora- 
tory. These methods include high performance liquid chromatography 
and thin layer chromatography. 

Progress and Results:    No new results have been obtained, pending 
the development of better technical methods. 

Conclusions:    No new conclusions have been reached, pending the 
application of new methods. 

Funds Utilized, FY-78':    None 

Funding Requested, FY-79:    None 

Publications, FY-7B:    Manuscripts in preparation 

Type of Report:    Interim 
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Work Unit No:    9012 

Title of Project: The Effect of Infectious Hepatitis on Erythroid 
Colony Formation in the Plasma Clot Culture 
Method. 

Investigators: 

Principal :    MAJ August Salvado, MD MC 

Associate:    MAJ William Butler, MD MC 
Nancy Josza 
LTC Jeffrey Berenberg, MD MC 

Objectives:    To determine whether the hepatitis virus which can 
cause abnormalities in all three cell lines in the injury in the 
stem cell population of the bone marrow. 

Technical Approach:    The plasma clot tissue culture technique for 
hematopoietic stem cells is used to determine colony growth of 
committed erythroid stem cells from the marrow of patients infected 
with hepatitis.    "Normal" control marrow is obtained as an extra 
aspirate from patients having bone marrow aspirates done as a 
staging workup for other malignancies & whose marrow ultimately 
shows no evidence of invasion by malignant cells. 

Progress & Results:    Delay is still  being encountered in the 
"acquisition of patients for the study.    The techniques of the 
plasma clot culture system are now fully developed to show human 
erythroid stem cells and as a matter of fact we have now cultured 
7-10 marrows from patients who would qualify as controls for the 
study.    Our studies with these individuals show 100-250 CFUE or 
late erythroid stem cells/105 nucleated marrow cells plated and SO- 
SO BFU-E or early erythroid stem cells/105 nucleated marrow cells 
plated.    These figures agree quite well with those in the liter- 
ature.    We will continue to acquire such control  data as patients 
become available and with the recently acquired cooperation of Dr 
William Butler and Dr. Jeffrey Berenberg who haVe agreed to help us 
on this study, we believe we will have much more success in locating 
hepatitis patients who qualify for the study. 

Conclusions:    Not applicable 

Funds Utilized FY-7B:    None 

Funding Requirements FY-79:    None 
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Publications: None 

Type of Report: Interim 
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Work Unit No: 

Title of Project: 

Investigators: 

Principal: 

Associate: 

9013 

The Carbohydrate Dependence of Platelet Surface 
Interactions in Hypercoagulable States 

MAO Salvatore Sei alia, MD MC 

LTC Michael J. Haut, MD 
MAJ Grant Taylor, MD MC 
LTC Jeffrey Berenberg, MD MC 

Objectives: To examine platelets and plasma from selected individuals 
with hypercoagulable states to determine if altered carbohydrate and/or 
carbohydrate synthesizing capacity is present. 

Technical Approach: 

1. Platelets and plasma are separated from blood drawn from 
controls and cancer patients. 

2. Coagulation profiles are performed on the plasma sample 
which includes a detailed analysis of Factor VIII complex. 

3. Detailed analysis of the Factor VIII complex includes a 
separation procedure by chromatography using agarose. Sialic Acid 
content of Factor VIII is determined by the Warren Method. 

14 4. Platelet surface sialyltransferase is determined by a C 
Sialic Acid incorporation assay with platelets as the enzyme source. 

5. Platelet surface sialic acid is determined by incubation with 
neuriminidase and subsequently the sialic acid assay by Warren. 

6. The above studies are correlated with platelet aggregation by a 
photometric method. 

Progress and Results:    A pilot study has demonstrated that our group of 
cancer patients has accelerated coagulation, increased factor VIII 
antigen and Ristocetin cofactor, and enhanced ADP included platelet 
aggregation platelet exojenous sialyltransferase activity was sign- 
ificantly increased in the cancer patients.    Our work this year is to 
clarify the mechanism of sialyltransferase activity and platelet 
function.    Also we are studying the interaction of platelet function 
and factor VIII sialic acid content. 
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Conclusions:    A group of cancer patients clinically prone to thrombosis 
demonstrated greater platelet aggregation and platelet sialyltransferase 
activity then normal controls. 

Funds Utilized, FY-78:    None 

Funds Requested, Fy-79:    None 

Publications:    Abstract Blood 50:282, 1977 

Manuscript submitted to Cancer Research 

Type of Report:    Interim 
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Work Unit No.:    9014 

Title of Project: Dengue Fever Virus and Human Monocyte 
Interactions 

Investigators: 

Principal :    MAJ Carlos C. Daughaday, MD MC 

Associate:    Walter Brandt, PhD 

Objectives:    The human monocytes has been identified as the cell 
in which Dengue fever virus replicates in vivo and in vitro.    The 
mechanisms which make monocytes permissive to virus replication 
are believed to be controlled by the receptors for virus on the 
surface of cell.    Other work has indicated that immune IgG complexed 
with the monocyte Fc receptor serves as the virus reception and is 
responsible for enhanced viral replication in vitro.    The objectives 
of this project are to characterize the relationship of Dengue 
fever virus replication in cultures of human monocytes to virus 
specific antisera and the status of the Fc receptor. 

Technical  Procedures:    Blood is obtained by venipuncture from 
normal  human volunteers and mononuclear cells separated using 
conventional  Ficoll Hypaque gradient centrifugation.    The monocytes 
are further purified by plastic adherence,    standard quantities of 
dengue fever virus are added to the cultures in the presence of 

and samples are removed daily to assay 
ime experiments the monocyte monolayers 
rior to innoculation in order to 
dhering to the monocytes.    The role 
vestigated by culturing virus innocu- 

^ence of F(ab )0 fragments of immune 

immune on normal  serum 
plaque forming units 
are pretreated with 
digest nonspecific 
of the Fc receptor w 
lated monolayers in 1 
IgG (prepared by Pepsin digestion) and commercial anti  human Fab, 

Progress and Results:    During the past two years we have success- 
fully prepared F(ab")2 fragments from both normal and Dengue 
immune serum.    The identity of the fragments was confirmed by 
Ouchterlong immunodiffusions and the viral  neutralization titer 
was 1:60.    Earlier experiments had shown that viral  replication 
did not occur in monocyte cultures from nonimmune donors unless 
small amounts of immune serum was added.    However, occasionally 
replication was observed in normal monocytes.    It was found that 
brief treatment of the monocyte monolayers with trypsin prevented 
replication in the presence of normal  serum and optimized the 
enhancing effect of immune serum.    These results suggest that 
small  amounts of nonspecific antibody adherent to the monocyte Fc 
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.Jt receptors are providing a receptor for the virus.   Addition of 
F(ab )- fragments of immune serum did not restore replication.    If 
the Fc receptor and the Fc portion of IgG are required for viral 
entry and replication into monocytes, one would expect that repli- 
cation could be restored by using a sandwich technique to bind the 
F(ab )2 fragments to the receptor.   We propose to test this prediction 
by adding F(ab )« fragments of immune IgG prepared in our labora- 
tory and commercially available anti human Fab. 

Funds Utilized, FY-78:    None 

Funds Requested, FY-79:   None 

Publications, FY-78:    None 

Type of Report:    Interim 
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Work Unit No;    9015 

Title of Project;    The Effect of Pyridoxine on Red Cell Metabolism 
of B6 and on the Oxygen-Affinity of Hemoglobin 

Investigators; 

Principal ;    LTC John A. Kark, MD MC 

Associate:    LTC Michael J. Haut, MD MC 

Objectives;   To determine changes in plasma and red cell vitamin B6 
metabolism and In the oxygen-affinity of hemoglobin in normal 
subjects who take pharmacologic doses of pyridoxine. 

Technical Approach;    Measurements will  be made of plasma and 
erythrocyte levels of B6 compounds, activities of erythrocyte 
enzymes involved in 86 metabolism, and oxygen-dissociation curves 
for intact erythrocytes, as outlined in the original application. 

Progress & Results; This protocol has not been active, pending the 
completion of modifications to the volunteer aggreement, which have 
been recently submitted. 

Conclusions;    None 

Funds Utilized,  FY-78;    None 

Funding Requested, FY-79;    None 

Publications, FY-78;    None 

Type of Report;    Interim 
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Work Unit No 901G 

Title of Project:    Investigation of Pyridoxine as a T^tt*iwt %r 
Sickle Hemoglobinopathies, 

Investigators: 

Principal; 

Associate; 

LTC John A Kark. MD, MC 

MAJ Milton P.  Kale, MD, MC 
OPT Peter G. Tarassoff, MD, MC 
Lawrence S. Lessin, MD 

Objectives:    To determine whether one of the Bg vitamers can be 
used for non-toxic prophylactic treatment to prevent the pathologic 
effects of HbS, including sickle trait. 

Technical Approach: 

1.    Pyridoxine at 30 yM concentration was found to have a 
small antisickling effect under restricted conditions.    Further 
investigations are being carried out to define the mechanism of 
this antisickling effect.    Cells from normal  individuals are being 
incubated with pyridoxine, varying the type of suspending medium 
and the length of incubation to determine how this membrane-mediated 
effect occurs. 

2. PYridoxal atl to 20 yM concentrat 
profound antisickling effect. Sickle cells 
were incubated and fixed under low oxygen, 
demonstrated profound inhibition of sicklin 
oxygen affinity by tonometry and by use of 
association curve analyzer (the "Hem-0-Scan 
most of this effect can be explained by sta 
i.e. by greatly increased oxygen affinity o 
cation of Hb by pyridoxal has been examined 
sing and now is being further characterized 
fluorescence spectra on peptide digests of 

Conclusions: 

ion was found to have a 
treated with pyridoxal 
Mn>-nhologic studies 

urements of 
co-Bowman oxygen 

nstrated that 
bilization of oxyHb, 
f modified Hb.   Modifi- 

by iso-electric focus- 
by absorption and 

isolated hemoglobin. 

1.    A small   but consistent antisickling effect of pyridoxine 
was confirmed since studies in FY-77, and the restricted conditions 
necessary to demonstrate this effect were defined.    These con- 
ditions could be relevant to the production of sickle crisis. 
Therefore, further investigation of the mechanism, to obtain an 
idea of clinical  relevance is indicated. 
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2.   Pyridoxal  has a profound antislckllng activity, probably 
greater than that of cyanate.    This activity Is probably due to the 
great Increase in oxygen affinity of pyridoxal-HbS.    At present 
pyridoxal appears to be the least toxic agent for use as an extra- 
corporeal carbamylating agent In the treatment of slckllng hemo- 
globlnopathles. 

Funds Utilized FY-78: None 

Funding Requested,  FY 79; None 

Publications: 

JA Kark, MP Kale, RG Tarassoff, M Woods, and LS Lessin:    Inhibition 
of erythrocyte slckllng In vitro by pyridoxal.    The Journal of 
Clinical Investigation 62:888-891, October, 1978. 

Type of Report: Interim 

(The initial studies are extremely promising, and further work Is 
in progress to define the properties of the observed antislckllng 
effects). 
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Work Unit No:    9017 

Title:    Treatment of Sickle Cell Anemia with Pyridoxine 

Investigators; 

Principal;    LTC John A. Kark, MD MC 

Associate:    MAJ Milton P. Kale, MD MC 
Lawrence S.  Lessin, MD 

Objectives;    To determine whether Ingestion of pyridoxine can 
reduce signs of in vivo sickling of erythrocytes in patients with 
sickle cell anemia. 

Technical Approach;    Levels of plasma and erythrocyte PLP, blood 
ISC's, rate of in vitro sickling under standard conditions, and 
the mean red cell  life span will be measured before, during, and 
after administration of pyridoxine. 

Progress & Results:    This protocol  has not been active pending 
approval  by the Human Investigation Board of George Washington 
University Medical Center, which was obtained and submitted, and 
alterations in the volunteer agreement, which were submitted 
recently. 

Recently demonstration of a more potent effect of the related 
form of vitamin B6, pyridoxal, might lead to an additional arm of 
this study, using pyridoxal instead of pyridoxine. 

Conclusions:    None 

Funds Utilized. FY-78:    None 

Funds Requested, FY-79;    None 

Publications. FY-78:    None 

Type of Report:    Interim 
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Work Unit  No.;    9018 

Title of Project;     De. Novo  Synthesis of Purlne Nucleotides   in Human 
Erythrocyte Precursors. 

Investigators: LTC Michael J.   Haut,  M.D., MC 
John Prichard,  M.S.   (GS-11) 
LTC Robert H.   Prall,  M.D., MC 
MAJ August  J.   Salvado,  M.D., MC 
CPT H.   Kyle Webster,  Ph.D., MSC 

Objectives;    We propose to study purine synthetic capability in human 
blood cells,   specifically the recticulocyte and members 
of the erythroblast series.     Initially,  levels of adenylo- 
succinate synthetase will be measured in both reticulocytes 
and bone marrow fractions.     Enzymes  utilized  earlier   in the 
pathway will be assayed  subsequently. 

Technical Approach; 

A. Enzyme Assays;- 
1.     Adenylosuccinate synthetase;     We have established  in our labor- 

atory a previously-published micromethod in which  IMP  and aspar- 
tic acid are permitted to react in the presence of magnesium ion 
and a regenerative  GTP source.     In the presence of  adenylosuccinate 
synthetase  (AS-synthetase) ,   the system generates  adenylosuccinate. 
In  reaction mixtures   in which  the enzyme source  includes AS-lyase, 
some production of AMP would be  anticipated.     The  activity of AS- 
synthetase is therefore    determined by the increased in AS 
concentration,   and,   if present,   the increase in AMP concentration. 
l^C-IMP is used as  the substrate.     Thin-layer chromatography 
using PEI plates  and a  formate gradient solvent phase  is employed 
to separate IMP and AMP  from AS.     Cut-out spots  are subjected to 
scintillation counting  for quantitation of  the reactant and pro- 
duct(s). 

2.   Incorporation of glycine  and  formate into purines:     Enzymes 
earlier in the sequence will be assayed using a basic  incubation 
system employing ■'• ^C-formate  and    ^C-glycine,   in associafion with 
thin-layer chromatography and  liquid scintillation  counting. 

B, Enzyme Sources; 
1. Rabbit muscle   (for methods  development):     The  rabbit muscle 

used  to develop our  assays  is obtained as  frozen muscle from 
the Pel-Freeze  Company. 

2. Human Reticulocytes;     Human reticulocytes  are obtained from 
patients with high  reticulocytosls.    We have been able  to get 
solutions  containing only reticulocytes  and mature  red blood 
cells by passing  freshly drawn blood through  a syringe filled 
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2. Measurement of AdSS activity In erythru.  , i ecarsors: 
experiments were performed to identify the number of cells 
necessary to render AdSS activity detectable by our assay 
technique.  A series of human marrow cell suspensions was 
prepared from 3 x 105 to 3 x 108 cells per ml in 10-fold 
increments.  Results of one such experiment are summarized 
in Table I. 

Cell Concentration Average Reaction Rate 

Negative control 

3 x 105 per mL 

3 x 106 per mL 

3 x 107 per mL 

3 x 108 per mL 

0 cpm/m 

0 cpm/m 

0 cpm/ra 

3.8 cpm/m (NS) 

19.2 cpm/m 

TABLE I 

The average reaction rate of 3.8 cpm/m achieved by 3 x 10 
cells per mL is not statistically significant.  A rate of 
19.2 cpm/m obtained with 3 x 10 cells per mL is highly 
significant, however, and represents the first demonstration 
of AdSS activity in human bone marrow cells.  Technical 
problems apparent in this procedure indicated that the efficien- 
cy of a assay was still relatively low. 

Additional studies were performed in which human whole marrow 
was assayed for adenylosuccinate synthetase, in concert with 
positive and negative controls.  In addition, an attempt was 
made to demonstrate activity enrichment after elimination of 
erythrocytes and mature granulocytes by Ficoll-Hypaque cell 
separation.  Results are summarized in Table II, for whole 
marrow. 

Product 0' 15' 30' 45' Averaü 

AdSA 269 A68 678 898 13.S -.pm/ir. 

AMP 113 171 2A0 324 4.7 :pm/m 

TABLE II 
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Production of AdSA at a rate of 13.9 cpm/ra is statistically 
significant by the criteria mentioned previously, as is the 
production of AMP at a rate of 4.7 cpm/m. However, no dis- 
cernable reaction rate for the production of either compound 
was obtained after Ficoll-Hypaque separation. Before and 
after cell counts disclosed that only half the cells loaded 
into the Ficoll-Hypaque system are retrieved, making its 
efficiency extremely low.  Therefore, a series of interim 
procedures were conducted in which the dependence of Chrom- 
atographie separation of pH was explored. We found an 
absolute requirement for close control of the pH at which 
the products are applied to the plates. Below pH 5.5 or a- 
bove 7.5, the migratory behavior of these nucleotides is 
erratic, despite the fact the pll of the solvent is 3.6. Our 
sonication procedure was improved to yield virtually complete 
cytolysis. Another experiment was conducted after these 
factors were controlled. In which we assayed both whole marrow, 
and marrow subjected to Ficoll-Hypaque separation.  Results 
for whole marrow, for the cells at the interface, and for 
the cells in the pellet are presented in Table III. 

Product 0' 15' 30' 45' Average 

AdSA-marrow 514 1848 3713 4986 99.4 cpm/m 

AdSA-lnter- 
face 481 1412 2263 3352 63.8 cpm/m 

AdSA-pellet 416 1094 1666 2143 38.3 cpm/m 

AMP-marrow 123 ■601 980 1319 26.6 cpm/m 

AMP-lnter- 
face 132 226 277 289 3.5 cpm/m (NS) 

AMP-pellet 143 171 174 174 0.7 cpm/m (NS) 

TABLE III 

In whole marrow, a reaction rate of 99.4 cpm/m was obtained 
for the production of AdSA, which represents a substantial im- 
provement in the efficiency of the assay. After Ficoll- Hypaque 
separation, a reaction rate of 63.8 cpm.m was obtained from the 
cells at the interface, and 38.3 from the the cells in the pel- 
let.  V/hen corrected for a cell loss factor of 50%, these 
reaction rates indicate Ficoll-Hypaque partitioning of AdSS 
activity by approximately 25%. While these figures achieve high 
statistical significancs relative to duplicate variation, the 
small amount of enrichment by cell separation is more than off- 

set by cell loss factors. 

(68 



—I—I '—'—"' 

with equal weights  of  alpha cellulose and raicrocrystalllne 
cellulose.    Demonstration of activity of  a  particular enzyme 
in  this combination of  cells,   and demonstration of   the  lack 
of the enzyme in purified mature erythrocytes,   would suggest 
that activity of   that  particular enzyme is  lost  as   the retic- 
ulocyte matures. 

3.    Human Bone Marrow;    Human bone marrow specimens  are obtained 
from ribs in  those patients undergoing rib  resection for  thor- 
acotomy  (see Human Use section below).    These  specimens  are 
additionally subjected  co  Ficoll/Hypaque density-gradient 
fractionation and/or velocity sedimentation at  unit gravity 
in order to obtain well-resolved cell-type  fractions.     In 
the Ficoll/Hypaque  technique,  separation of mature erthro- 
cytes and granulocytes from nucleated precursors and mono- 
cytes is achieved.     A suspension of  cells derived  from 
human marrow is mixed with Ficoll and Hypaque,   and centri- 
fuged at 400 g.     A band of  cells develops  at  the  interface 
between the Ficoll and the Hypaque,   containing  a preponder- 
ance of nucleated  cells.    A pellet of cells  develops at  the 
bottom of the tube consisting predominantly of mature red 
cells and granulotyes.    These are harvested separately, 
lysed with ultrasound and centrifuged.. Enzyme activity of 
the supernatant  is measured.     In the velocity sedimentation 
procedure,  cells  are  fractionated according  to  sedimentation 
rate at unit  gravity.     A suspension of bone narrow cells  is 
introduced into  a chamber along a gradient  of  fetal calf 
serum.     Sedimentation is permitted  to occur  in  a vibration- 
free,  cold environment,  after which  the fluid  column is 
examined histologically,  and lysed with ultrasound.     Enzyme 
activity is  then measured in the supernatant. 

Progress & Results; 
1.     Development of methodology specific for  the project. 

a.     Isolation of  erythrocyte precursors:     Isolation of retic- 
ulocytes was  accomplished by passing whole blood  through 
syringes  containing a mixture of  alpha  cellulose and micro- 
crystalline  cellulose.     In one patient with  a peripheral 
reticulocyte count of 27%,  a reticulocyte  stain of the cell 
mixture passing  through  this  "mini-column"  showed 27% 
reticulocytes  and  73% mature erythrocytes. 

Isolation of bone marrow erythroid precursors:     Human rib 
bone marrow obtained at operation was  separated by velocity 
sedimentation  into  18 discrete fractions,  which  showed en- 
richment  of several specific fractions with  erythroid 
precursors of  different mean ages.    Only  a  small number of 
the  fractions   contained  the majority of  the  precursors. 
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3. 

Tables II and  III have also  presented reaction  rates   for  the 
production of AMP.     The  fact  that AMP  is produced   in any  quan- 
tity indicates the presence of AdSL,  at least in whole marrow 
preparations.    Theoretically,   since every count  in AMP ought 
to have come from AdSA,  AMP counts could be added  to  those  in 
AdSA and would serve to  increase the apparent  reaction rates 
and  thus  the estimate of AdSS activity.     Since such  a manipu- 
lation of the data  is not  necessary to establish the presence 
of AdSS  in this tissue,  and  since the inclusion of AMP counts 
raises a number of additional questions,   the Increase  in AMP 
counts was ignored. 

Histologie examination  of  the cell fractions generated  by 
Ficoll-Hypaque was performed.     As suggested by the 1.5:1  ratio 
of counts between  interface and pellet cells,  the  technique does 
not achieve a definitive separation of nucleated cells,  but 
rather only a slight  enriching effect.    Despite this  small 
effect,   the technique may have some preparative value if cell 
loss  factors can be reduced. 

Demonstration of de novo  incorporation of glycine or  formate 
into purines;    A small but  significant incorporation of labeled 
glycine and formate into purines was shown in whole marrow. 
Since this pathway  is easier  to demonstrate in rapidly growing 
cells,  future studies will   include erythropoietin in  the assay 
medium,  and may even include a preincubation step.     By pre- 
incubating the marrow with erythropoietin and by utilizing 
several recent  improvements we have made  in our cell  lysis 
and  enzyme assay techniques,  we should be able to examine de 
novo  incorporation of  glycine and  formate  in isolated  eryth- 
roid  cells definitively  in  the near future. 

Conclusions: 

• 

So far, we can conclude that adenylosuccinate synthetase 
activity and ide novo incorporation of glycine and formate 
into purines are present in whole marrow.  During the 
coming year, we should be able to demonstrate the presence 
or absence of the above synthetic activities in isolated 
erythroblasts. 

Funds Utilized, FY-78: None 

Funds Requested, FY-79: None 

Publications, FY-78:  None 

Type of Report:  Interim 
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Project No.:   9025 

Title of Protocol: Functional Characterization of Human Intestinal Lymphocytes in 
Gastrointestinal Disorders. 

Principal Investigator: Robert H. Reid, MAJ MC, Chief, Immunology Section 
Dept of Gastroenterology, WRAIR p     i 

Sixteen subjects were studied in 1977 and four in 1978, all without 
complications.    This preliminary work has led to the following collaborative 
results which have been published as an abstract (1). 

Cytotoxic lymphocytes may mediate inflarrmatory bowel disease (IBD) 
but have not been demonstrated in normal or   IBD intestinal raucosa.    Therefore 
we have examined human intestinal mucosa for the presence of cytotoxic 
lymphocytes using a sequential dithiothreitol-EDTA-collagenase technique, 
we examined lymphocytes obtained from mucosa of 18 normal (uninvolved tissue 
from colon cancer patients) human colons and 1/f colons involved with IBD, 
all obtained at surgery.    The percentage of specimens with cytotoxic cells 
was as follows: 

Assay Targets 

ADCC Chick RBC 
Chang Line 

SCMC K562 Line 
Chang Line 

LICC Human RBC 

Nonwl IBD 

Unsep   moDepl Unsep     moDepl 

83^      V% 
20$      20^ 
W°     33$ 
31$      20$ 
81$    100$ 

100$       100$ 
30$          33$ 
17$          0$ 
25$          0$ 
91$        67$ 

ADCC and LICC activity persisted but SCMC decreased following G-10 macrophage 
depletion.    No striking difference in cytotoxic capability was noted between 
nomal and IBD intestinal cells.    Surface characteristics revealed 35-5 
+ 5-2 (mean + S.E.M.) E rosetting, 6.6 + 1.6 EA resetting, 13.?> + 2.8 SIg 
positive, and 10.8 + 1.6 esterase positive cells.   No difference in surface 
characteristics between unseparated IBD and normal intestinal mucosal mono- 
nuclear cells was noted.    These experiments demonstrate: 1) Fc-receptor 
bearing lymphocytes as well as T and B cells and macrophages are present 
in nonnal and IBD human intestinal mucosa.    2) Lymphocytes from both normal 
and IBD human intestinal mucosa mediate ADCC and LICC with red cells as 
targets.    3) Intestinal mononuclear cells occasionally mediate ADCC and 
SCMC with cell lines as targets.    4) No major difference in cytotoxic cap- 
abilities or surface characteristics between normal and IBD intestinal 
lymphocytes has been observed. 

Since no major differences were found in the lamina propria lymphocytes 
from normals and patients with IBD, the cellular regulation of their iirmun- 
ologlcal responsiviness nay be important. 

Interaction between gut associated lymphoid tissue (G.^LT) and systemic 
lymphocytes may be important in the local regulation of the intensity of 
the host immune response to foreign antigens.    We investig-'.ed the ability 
of the rabbit ileal  lamina propria (L?) nononuclc 
•'; rd : h z i ■•: |.ihagcs) i.' ;olatcd by collagen.-; se iirestion t: 

cells (lymphocytes 
:i n fl uenc e the ai itol omui 
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splenic lymphocyte response to PHA. Thymidine H uptake by 3^-0 splerdc 
lym^iocytes in replicate microcultures was inhibitedrapproxima^ely 25, 
50 and 75% by the addition of 0.3, 0.75 and 1.5 x ICr LP cells respectively 
in repetitive experiments. The suppression cannot be attributed to PHA 
binding by the LP cells since experiments which maintained the Lotal cell 
population constant (by reducing the splenic cells 5, 10 and 25p and adding 
back equal numbers of LP cells) also produced Inhibition at 15, 20 and 
90fo respectively in repetitive experiments. The suppression is blocked 
50-1009S by irradiating the LP cells with the macophage sparing dose of 
6,000 R. This suggests that the suppression is an effect of the LP lympho- ■ 
cytes. The above experiments were performed in normal adult New Zealand 
white rabbits. A similar suppression v/as seen using LP cells isolated 
from animals which had been hyperirrrranized with foreign proteins via a 
chronic ileal (Thiry-Vella) loop. However, suppression of splenic lymphocytes 
was not seen using LP cells isolated from germ free animals which had been 
reassociated with a defined, but limited, enteric flora. These latter 
observations suggest a relationship cf the suppressor effect to the degree 
of Intestinal imnunization. Suppression was not seen if Peyer's patch 
or mesenteric lymph node cells replaced the LP cells. These data demonstrate 
suppression of the splenic lymphocyte PHA response by the LP rnononuclear 
cells and suggest that the LP cells might prevent the systemic T lymphocytes 
from participating in an imnune mediated inflarrmatory response in the intestine 
of the noraial rabbit. These results are published as an abstract (2). 

A temporary technician was hired from 28 Dec 1977 to 30 July 1978 
to support the above work. The technician was trained to do surface character- 
istic detenninations and helped develope the animal model. This technican 
also carried-out the surface characteristic determinations on Dr. Sjogren's 
protocol and a collaborative study v.lth the University of Kentucky. Dr. 
Sjogren studied nine patients and thirteen normals all without complications. 
This study gave the following results which have been written into a paper 
to be submitted for publication (3). 

It has been proposed that cimetidine may adversely enhance cellular 
imnune function in patients being treated for duodenal ulcer disease. 
We therefore studied nine patients with duoaenal ulcer disease iirmediately 
prior to, after 2-3 weeks and after 6-8 weeks of cimetidine treatment. 
There were thirteen normal controls not taking cimetidine. Whole blood 
cimetidine and serum imnunoglobulin levels (IgG, IgA, and IgM) were determined. 
Peripheral blood lymphocytes obtained by ficoll hypaque separation were 
analyzed as to their surface characteristics, cytotoxic capabilities, and 
responsiveness to mitogens. Cytotoxic and mitogenic assays were performed 
in paired media, one containing the subject's own serum drawn sinrultaneously 
with the cells and the other containin fetal calf serum. Therapeutic-blood 
levels of cimetidine were present in all patients at the time of assays. 
Total white blood cell and mononuclear cell counts did not change in the 
interval studied. Although patient's granulocyte counts, which were rroderately 
elevated before cimetidine therapy, fell to within the normal range by 
68 weeks of therapy, no patient becar.e granulocytopenic. Surface character- 
istics (percent cells esterase positive; surface irnmunoglobulin positive; 

1 
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E rosette; EA rosette; and EAC rosette forming) did not change during the 
treatment period.    The ability of peripheral blood cells to mediate spontaneous 
cell mediated cytotoxicity of K-562 cells was markedly impaired in duodenal 
ulcer patients prior to treatment and returned to normal after 2-3 weeks 
of treatment.    The capacity of patient's peripheral blood cells to mediate 
antibody dependent cellular cytotoxicity to either chick RBC or K-562 cell 
line cells, or lectin induced cellular cytotoxicity to human RBC was not 
altered by cimetidine during the course of therapy.   Likewise, mitogenic 
responsiveness to PHA, Con A. and PWM remained urchanged in patients while 
treatment with cimetidine was being given.    Furthermore, there were no 
difference in any of the results between assays run in the patients own 
serum from that day in comparision to fetal calf serum.   Finally, serum 
inmunoglobulin levels did not change during cimetidine treatment. We conclude 
cimetidine therapy in vivo for up to eight weeks induces no marked enhance- 
ment or alteration oT general cellular inmune function. 

The collaborative study with the University of Kentucky had the following 
results which have been written into a paper to be submitted for publi- 
cation (4) • 

No consistent functional iirmunologic defect has been found in our 
studies of the mitogenic responses and cytotoxlc abilities of peripheral 
blood lymphocytes from three patients with Whipple's disease.    One patient 
was studied both during active disease and after therapy, whereas the other 
two were studied only after therapy.    All three patients had a decreased 
percentage of peripheral blood T lymphocytes; however, their mitogenic 
responses to phytohemagglutinin, conconavalin A and pokeweed mitogen were 
usually as vigorous as those of concurrently examined normal subjects. 
In addition, all three patients were able to produce cutaneous hypersensitivity 
responses.    Likewise,  cells from these patients usually produced antibody-depen- 
dent cell-mediated cytotoxicity at control levels, but spontaneous cell-mediated 
cytotoxicity was decreased in two convalescent patients.   No serum inhibitor 
could be demonstrated in those instances where patient mitogenicity cytotoxlc 
responses were lower than those of controls.    The present study indicates 
that if an irrraunologic defect exists in patients with Whipple's disease, 
its expression is not as broad or clearly delineated as earlier studies 
have suggested.    More detailed longitudinal studies of imnunologic functions 
in patients with Whipple's disease may help to clarify the nature of ijimun- 
ologic responses in these individuals. 

Dr. Sumner Kraft, Professor of Medicine and Immunology, the University 
of Chicago is an authority on inflarrmatory bowel disease.    Beginning 
1 July 1979. he will be spending a year's sabbatical leave on active duty 
in our laboratory.    He may want to be an investigator on this protocol 
at that time. 

1 
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Work Unit No: 

Title: 

Date: 

Investigators: 

9027 

Relationship of Vital Signs to Cardiac/Respiratory 
Arrest 

25 January 1978 

Principal:      Madeline L.  Bluemle, LTC, ANC 
Associate:      Elenore F. Sullivan, COL, AMC 

Objective: 

Technical Approach; 

Progress & Results: 

To identify and describe relationships of vital signs 
during the six hours preceding cardiac or respiratory 
arrest, as possible indicators of impending arrest. 

Review of charts of patients, age one and over who 
were identified as having had cardiac or respiratory 
arrest at Walter Reed Army Medical Center from January 
1975 to January 1977.    Cardiac or respiratory arrest 
had either to be diagnosed as such in the patient 
record, or had to meet the definition of having a 
sudden, abrupt onset of cessation of cardiac or respir- 
atory activity.    Temperature, pulse, respiration, and 
blood pressure were examined, for periods of six and 
24 hours preceding arrest, in terms of total variation; 
interrelationships; relationships to age, sex, and type 
of arrest; and changes in descriptive characteristics 
of respiratory and circulatory measurements.    If a 
patient had more than one arrest, each was treated as 
9 discrete event.    Data analysis was limited to de- 
scriptive statistics. 

Charts of 66 patients who experienced 88 arrests were 
examined.    Forty-three males had 73% of arrests; 23 
females had 27%.    Age ranged from 2-98 years, with a 
median of 53.    Fifty-four patients had only one ar- 
rest; 12 patients had from 2-5 arrests.    Cardiac ar- 
rests accounted for 68% of arrests, respiratory for 
10%, and mixed  (e.g., respiratory-> cardiac)  in the 
remaining 22%.    Diagnoses of all  but 7 patients were 
multiple, but over 70% of primary diagnoses were 
referrable to the gastrointestinal, pulmonary, or 
cardiovascular systems.    Complications prior to ar- 
rest were seen in the majority of patients, ranging 
from 0-7, with a mode of 3.    Medications capable of 
affecting one or more vital  signs were in use prior 
to all arrests,  ranging from 1-1^ per arrest, with an 
average of 5.7 and a mode of 4.    Antihypotensive drugs 
were in use prior to 40 arrests, antihypertensive 
prior to 7 arrests. 

________   
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Preliminary data collection revealed paucity of 
vital sign measurements during the 6-hour period 
pre-arrest in many cases. The data collection 
period was therefore extended to 24 hours pre- 
arrest. Preliminary analysis of data of 30 arrests, 
done to evaluate pulse pressure as a possible indicator 
of impending arrest, showed this method to be unfruit- 
ful. In its place, cumulative, or total variation in 
systolic and diastolic blood pressure, as well as other 
vital signs were calculated and appeared indicative of 
failure of compensatory hemodynamic responses. This, 
then, became the method for calculating change in vital 
signs. 

Types and cumulative changes in vital signs during the 
6 and 24 hours prior to arrest are presented in Tables 
1 and 2. Cumulative decrease in systolic and diastolic 
pressure, as individual components of blood pressure, 
occurred in both time frames in the majority of arrests. 
Mean changes were large, when compared to mean changes 
of cumulatively increased pressure. 

Cumulative decrease in total blood pressure, i.e., in 
both components of the same measurement, also occurred 
In the majority of arrests, but at lower percentages 
than for single components. If, however, incidence 
of cumulative decrease in total blood pressure is com- 
bined with its incidence in mixed blood pressure (i.e., 
decreased systolic or diastolic pressure with an in- 
crease or no change, or missing data in the other com- 
ponent), total incidence was 78% (61/88) during the 
6-hour .period and 76% (66/88) during the 24-hour period, 
a greater incidence than with either single component. 

Lower percentages of blood pressure change in the 6- 
hour period could be indicative of lower blood pressures 
which had stabilized to some degree in response to 
either intrinsic factors or to intravenous antihypo- 
tensive drugs being administered, which occurred prior 
to 46% of arrests. Lower mean change during the 6- 
hour period tends to support this interpretation. 
Higher mean change of cumulatively increased diastolic 
pressure during the 6-hour period could indicate in- 
crease in peripheral vascular resistance, possibly in 
response to dopamine or Levophed administration. 

Mean changes and ranges of cumulative increase of 
blood pressure, both as individual components or as 
total blood pressure, were smaller than cumulative 
decreased pressure. This could be indicativa of a 
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weak compensatory re 
arrests for which th 
indices, at least in 
mixed blood pressure 
stolic pressure also 
both time frames, wh 
showed it in the 24- 
of decreased systoli 
higher during the 6- 
cate greater instabi 

sponse, or simply reflect 
ere are few or no predictive 
regard to vital signs. In 

s, cumulative decrease in dia- 
showed the lower variations in 

ile decrease in systolic pressure 
hour period. However, mean change 
c pressure in the mixed group was 
hour period, which tends to indi- 
lity during this period. 

Cumulative decrease in pulse rate occurred in the 
majority of arrests during both time frames, but in a 
higher percentage during the 6-hour period. However, 
mean change was higher during the 24-hour period. As 
with lower mean change in blood pressure during the 
6-hour period, lower mean change in pulse rate could 
be indicative of a lower, but temporarily stable state. 
The higher percentage of arrests showing decreased 
pulse rate during the 6-hour period seemed to indicate 
greater instability in the total population with close- 
ness to time of arrest. 

Respiratory rate decreased in fewer than 50% of arrests 
in both time frames. However, respirations showed an 
increase in mean variation of decreased rate, as well 
as in percentage of arrests, during the 6-hour period, 
as compared with the 24-hour period. This also could 
be indicative of decreased capacity to respond appro- 
priately to hemodynamic changes. It could be argued 
t[iat, since patients were on respirators prior to 40 
arrests, such changes during the 6-hour period could 
be attributed to changes in respirator control. How- 
ever, recorded respiratory rates were quite variable 
and could not be correlated for most arrests with 
respiratory settings. It is quite possible that res- 
pirator settings were often adjusted but not recorded. 
In 55% of arrests of patients on respirators, respir- 
ations decreased during both time frames. 

The range of increased respiratory rate variation 
during the 6-hour period was noticeably smaller than 
for the 24-hour period, or for decreased rate variation 
in either time frame. This could indicate either de- 
creased responsiveness to homodynamic changes, or less 
need for compensation based on sufficient oxygenation. 
Oxygen therapy was provided prior to 87% of arrests. 

Temperatures cumulatively decreased in less than 40% 
of arrests and mean change was greater during the 

477 
'mitMaMIir■ r --—-■■'—-— ■—■■■■-■■ --  --^-     ■'■    ■ ■ -■■■--■■■ 

I mmMOt _^_>_1 mm 
.^HM^MMlta^M^^^ 

■ ■-...-. ^^.^■■.^^^ ji 



.,,.-».,..„— ■""■"■' mm 

6-hour period. The changes correlate with*greater 
decreased pulse and respiration rates during the 
6-hour period, with the exception of the higher 
mean change in decreased pulse during the 24-hour 
period. 

Interrelationships of cumulative changes of vital 
signs were examined for each arrest. Those which 
did not show expected compensatory response, such 
as an increase of pulse rate with a decrease in 
blood pressure, were considered inappropriate re- 
sponses. The summary presented in Figure 1 shows 
the cumulative variations in which blood pressure 
was falling (i.e., either systolic, diastolic, or 
both) without the expected rise in pulse rate and/or 
respiratory rate. Such inappropriate responses 
could be expected to result in decreased cardiac out- 
put, circulating volume, and respiratory exchange at 
both the alveolar and cellular levels. Including 
the myocardium. Hypoxia, hypercapnia, acidosis, and 
arrhythmia could result and terminate in arrest. The 
blood pressure:pulse relationship appeared to be the 
most sensitive of the three relationships as an indi- 
cator of significant change. 

Percentages of inappropriate responses increased with 
closeness to time of arrest in all groups. The great- 
est incidence of Inappropriate change was noted in the 
blood pressurerpulse relationship. The increase of 
inappropriate response with closeness to time of ar- 
rest corresponds with the Increase in percentage of 
decreased variation seen in the pulse rate (Table 2) 
from the 24 to the 6-hour period. 

Percentages of arrests by age, sex, and type of ar- 
rest in which Inappropriate vital sign responses oc- 
curred were compared with percentages in the total 
study population. Incidence of inappropriate blood 
pressurerpulse response by age was fairly similar to 
that of the total population. Incidence by type of 
arrest showed a much higher percentage of primarily 
cardiac arrest than In the total population. A 
noticeable difference from the total study population 
existed in regard to sex. In the total population, 
73%  of all arrests occurred in males, 27% in females. 
In arrests with inappropriate blood pressure:pulse 
response, 77%  occurred during the 24-hour period and 
75%  during the 6-hour period pre-arrest in males. 
Percentages were 23 (24 hours) and 25 (6 hours) in 
females. 

Vii    ^.   in ^,1   | - |       ji 
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Incidence of inappropriate blood pressure .-respir- 
ation response was generally similar to the total 
population except for age distribution. A much 
higher incidence occurred in the over age 65 
category, the increase coming fairly equally from 
the other age groups. 

When combined blood pressure, pulse, and respiration 
responses were examined, dissimilarities were found 
in percentages of age and type of arrest. A higher 
incidence in the over 65 group derived from all group^ 
but mainly from the 40 to 64 age category. Incidence 
of this relationship during the 24-hour period pre- 
arrest was greatly increased in arrests which were 
primarily cardiac; percentage during the 6-hour pre- 
arrest period was similar to that of the total pop- 
ulation. Increased incidence of cardiac arrest came 
from reductions in other types of arrest, but especial- 
ly from that of primarily respiratory arrest. Forty 
percent (24 hours) and 44 percent (6 hours) of pri- 
marily cardiac arrests occurred in patients with some 
form of cardiovascular disease. 

Certainly, decreased compensatory response with age 
is expected. Decreased appropriate response prior 
to primarily cardiac arrest could simply indicate the 
effectiveness of this type of monitoring. The de- 
creased appropriate response in males is interesting 
and raises the question of whether males respond 
differently than females to this type of stress. This 
finding corresponds with shorter longevity seen in 
the male population in this country. 

Arrhythmias occurred prior to 41% of arrests (36/88). 
These did not include simple rate changes such as 
tachycardia or bradycardia. There were 57 reported 
incidents, 29 during the 6-hour period and another 
28 during the remaining 18 hours of the study period. 
Multiple ones occurred in 13 arrests. Because of 
imprecision in use of terms used to describe these 
arrhythmias, no attempt is made to report their 
characteristics. Of the 57 reported arrhythmias, 24 
were associated with inappropriate vital sign respons- 
es in which there was a cumulative decrease in both 
blood pressure and pulse. In addition, 4 incidents 
of arrhythmias were associated v/ith no cumulative 
increase in pulse rate v/hen blood pressure cumulative- 
ly decreased. The 14 remaining arrhythmias showed no 
relationship to cumulative changes in vital signs. 

I 
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Conclusion: 

Type of Report; 

Descriptive data concerning respiratory character- 
istics were scarce; in only 18 arrests (21%) were 
there comments concerned with respiratory function. 
In 12 of these arrests, comments concerned respir- 
atory difficulty, mainly dyspnea. In 8 arrests, 
comments were concerned with actual description of 
respiratory rate, depth, or rhythm. Local or 
Generalized cyanosis was reported in 21 arrests 
24%). 

Cumulative variation in blood pressure and pulse 
seemed to provide data which could indicate impend- 
ing cardiac or respiratory arrest. Monitoring of 
cumulative changes In temperature seemed of no value 
as a predictive tool. The value of monitoring of 
respiratory rate change was equivocable because of 
the effects of respiratory control of patients on 
respirators. However, retrospective data were very 
difficult to evaluate in this regard, thus, prospect- 
ive data collection might result in a better evalua- 
tion of this parameter. Prospective studies should 
be conducted to further investigate the value of this 
simple methodology, cumulative variation, in predict- 
ing cardiac or respiratory arrest. 

Other profitable studies might be concerned with 
respiratory compensatory response capability in 
older persons, the possibility of patients with impend- 
ing arrest "over-riding" respirator settings, and 
incidence by sex of cardiac or respiratory arrest. 

Completed. 

48 ö 
■ — ■; .;.. J-*—'" ....    —- ,  



Wimiijjiii 

Table 1. Types and Cumulative Amounts of Change in Blood Pressure 

6 and 24 Hours Prior to 88 Cardiac/Respiratory Arrests in 66 Patients. I 
.S 

» i i ^ 

Type of 
Cumulative Change 

6 Hours Pre-Arrest 

Cumulative Change 

i   24 Hours Pre-Arrest 

Change # of X  of Mean :# of % of Mean 
i 

Arr. I 
i 
Arr. Change 

Range. 
Arr. 

i 

Arr. Change 
Range 

BP: Single N (S) =78    N (D)=74 N (s; 1=87 N (D) -85 
Component: ■ 

(-) s 56 72 47.2 2-130 63 72 51.7 2-160 

(-) D 46 62 35.4 1-100 54 64 41.2 2-100 

(+) s 17 22 11.5 2-36 22 25 15.6 1-56 

(+) D 13 18 13.5 2-36 24 28 11.0 2-46 

(o) S 5 6 I 2 2 

(o) D 15  ! 
1 

20 
i 

7 8 

Total: N = 78 t I « 87 

(-)S/(-)D 41 53 54.2  :6-120 
38.4  11-100 

51 59 60.1 
42.6 

6-160 
2-100 

(+)S/(+)D 7 » 9 10.4 
14.6 

2-24 14 16 16.6 
12.0 

1-56 
6-30 2-46 

(o)S/(o)D 2 3 
i 

1 1 

Mixed: N = 78 
i 

1 
1 I I = 87 

With (-)S 

With (-)D 

15 19 28.8  i2-100 • 12 14 15.8 2-38 

■ 

5 6 

*" 

: 
i 
t 

! 3 

1 
I 

4 

■~ ■" 

11.2 8-18 14.7 10-20 

With (+)S 10 13 12.2 2-36 :  8 9 14.0 2-36 

With (+)D 6 8 j _ 

j 

12 — _ 

12.3  :2-36 8.3 2-20 

(-)  = Decrease (+)   = Increase 

Note:       N is variable because all  data we7-e 

which  included all  four  vital  signs 

(o)  = No change 

used,   not  just  data 

at  one rr.easureinent. 

 „j^...^.^ .- 
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Table 2,  Types and Cumulative Amounts of Change in Pulse, 

Respirations, and Temperature 6 and 24 Hours Prior to 88 Cardiac/ 

Respiratory Arrests in 66 Patients. 

Type of 
Cumulaf'.ve Change 

6 Hours Pre-Arrest 

Cumulative Change 

24 Hours Pre-Arrest 

Change 
* of 

Arr. 

X  of 

Arr. 

Mean 

Change 
Range 

»  of 

Arr. 

% of 

Arr. 

Mean 

Change 
Range 

PULSE: 

(-) 

(+) 

(o) 

54 

22 

4 

N 

68 

28 

5 

- 80 

50.8 

19.9 

2-140 

2-56 

50 

30 

7 

N 

58 

35 

8 

- 87 

55.9 

20.3 

2-140 

z-56 

RESP: 

(-) 

(+) 

(o) 

34 

30 

12 

N 

45 

40 

16 

= 76 

13.2 

7.3 

1-52 

1-22 

37 

44 

5 

N 

43 

51 

6 

= 86 

12.1 

10.8 

2-78 

2-62 

(F) TEMP: (R) 

(-) 

(+) 

(o) 

20 

25 

9 

N 

37 

46 

17 

= 54 

3.3 

2.9 

.2-6.7 

.1-7.6 

32 

50 

5 

N 

37 

58 

6 

= 87 

2.1 

1.9 

.1-7.6 

.2-8.3 

(-) - Decrease     (+) = Increase      (o) = No change 

Note:  N is variable because all data were used, not just data 

which included all four vital signs at one measurement. 

I 
A8i 
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FIGURE 1. 

PERCENTAGES OF INAPPROPRIATE CUMULATIVE VITAL 
SIGN CHANGES OCCURRING PRIOR TO 88  CARDIAC/ 

RESPIRATORY ARRESTS IN 66 PATIENTS 

O (-) BP with H P or (-) R or both 
" (o)Por(o)R u    H 

" (-)Por(-)R n     " 
" (o)Por(o)RH     ■ 
u HPond(o)R 
" (o)Pond{-)R 
" (-)Pond(o)R 

(-)BP 
El C-) s/o 
^ (-) S/D 
DO (-)BP 
BO (-) BP 
EUD (-) S/D 

(-) s Decreased 
(o)  s No Change 

BP:P BP:R BP.P.R 
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INTRODUCTION 

An increasing nunber of wonen in Asiarica sire wanting to 

creastfesd their "babies, but because of cultural prohibitions and. 

lack of knowledge, nany run into frustration in their attempts. 

Further, Sally Ifendkos Olds, author of The Complete Book of 

Bra'stfeeding: states: 

The path to easy and natural breastfeeding is strewn 
with so Euch sisinforaation that aiany wonen have 
been unable to surnount the culttiral taboos or 
the coercion of nurses and doctors who are against 
breastfeeding A 

The investigators felt that a short prenatal teaching session would 

help the nother who wishes to breastfeed achieve success. 

BSVISvi C? LITEBATUR2 

The positive effects of breastfeeding have been recognized by 

the International Pediatric Association, who in a Seminar at Montreal 

in 1975 recorjaended an action progran to encourage breastfeeding. 

The U.S» Corj?-ission on Nutrition also reaffimed its position that 

2 
breastfeeding should be encouraged.      However 3rown states that there 

has been a lack of knowledge and expsrimental evidence concerning r.any 

cuestions relating to breastfeeding.-' 
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"A Study of Infant Feeding Practices in Sdiaburg" by T. R. Kirk 

reports incidences and durations of breastfeeding of ninety-four 

nothers having infants up to fourteen nonths old.    At birth ^2.5^ 

of the nothers were breastfeeding.    By two «seks of age this 

percentage had decreased to 29.&/>.    At one nonth only 27,Z' and 

by four Ronths only 10.2^ ware still breastfeeding.    The author 

feels that although no health care professionals strongly encouraged 

"ccttlefeeding,  many tiaes they did not encourage breastfeeding,^- 

According to Countrynan, often infants who are started on 

oreast. ioilk at "birth leave the hospital either partially or 

totally weaned and icany babies have been weaned by six to eight 

weeks of age.    She feels that a major reason for this is inadequate 

antepartuax breast care.^    La Lechs League nenbsrs described their 

hospital experience in one study as having been detrinental to 

successful breastfeeding. ° 

Nurses have been criticized for their lack of knowledge of 

breastfeeding and their lack of support for breastfeeding nothers. 

Evelyn M, KcGreal, in her unpublished Master's Thesis described 

rost nurses as not being helpful.'    Patricia J.  Sstok reports a study 

in which it was found that there is little correlation between 
0 

nurses' perceptions sind nothers' perceptions of problens in 
o 

breastfeeding. 

... .:. .,_..,.- ... ,     m 
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Another study of La Leche League mothers ai.d obstetrical 

nurses revealed conflicting perspectives of needs.    Obstetrical 

nurses were concerned with new nothers getting their rest, disturbing 

other nothers, and leaving an infant with raucous problems for long 

periods of tiae with the inexperienced nother.    The La Leche League 

mothers did not feel these were significant reasons for nurses to 

discourage breastfeeding."     A study of 75° La Leche League members 

who atteapted unsuccessfully to breastfeed, found that twenty percent 

stopped because of what they perceived as hospital or physician 

intervention.    The author notes that "Lack of information is 

significantly related to all of the reasons why nothers stop 

breastfeeding before they wish."10 

The importance of prenatal breastfeeding instruction has bean 

alluded to but not well docunented in the literature,    Osorio, 

Diaz-Rossello, and Cappuro stress a strong need for the instructional 

conponent in breastfeeding success.13-    In the editorial "Breast is 

Best" from Developaental Medicine and Child Neurology, the need to 

integrate loiowledge about breastfeeding with preparation for 

motherhood is recognized.    The responsibility of education of 

adolescent and adult pregnant women is placed upon obstetricians, 

pediatricians, and nurses.    The author goes on to state "Vfe need to 

look carefully at our institutions such as mother care classes, 

antenatal clinics,  labor wards, and lying in wards to make sure 

that breastfeeding nothers are welcome and /^et r.a^\i".um support."-^ 

^,83 
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Ktinally describas the useful approach of group classes in breast- 

feeding in her article "A New Approach to Helping Mothers Breastfeed."^ 

According to Dorothy Clapper Brack, the premise that societal 

forces have stifled knowledge about breastfeeding suggests the need 

for prenatal.instruction and predicts an increase in the popularity 

of creastfeeding as a result of nore widespread inforaation.1^ 

In view of previous evidence cited, the investigators agree 

with Ladas that "If we feel it is good for nothers to breastfeed 

we aust develop programs to help them. ••15 

RESEARCH iCTHODOLCGY 

The Research Hypothesis is:    Given that a prisipara yi weeks 

or siore in pregnancy is planning to nurse the baby, an instructional 

unit will increase the probability that she will still be breastfeeding 

at one month after delivery. 

Subjects were priitiparas receiving care at clinics serving 

active duty and retired military and their dependants under the 

direction of the Conmanding Officer, Walter Reed Army Medical Center. 

The investigators first received permission from the Cbsterical 

Department, the Research Division, and the Dapartnent of Nursing to 

carry out the study.     We then visited the two clinics involved and 

discussed the study with clinic personnel. 

* 0 _^_ ̂ ^^^^i mm mm* 
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Third trinest^r priaiparas in tha  clinic were asked how they 

planned to feed their babies. If they stated that they were interested 

in breastfeeding, the project wac explained and pemission forns were 

signed. (See Appendix A). A coin wa^ then flipped and they were 

placed in either the research or control group. 

Those in the control group were told we were evaluating the 

effectiveness of the current prograa at 'falter Seed and a nurse 

on the post partun unit would assist than with any breastfeeding 

problens. They were also infomed that we would contact then one 

nsnth after delivery to see how they were feeding their babies. 

Women in the research group were given a ten ninutj educational 

ir.it (see Appendix 3) in addition to being told that a nurse on the 

•post partuia unit would be available to help then with any breast- 

feeding problems. They were also informed that w^» would contact them 

one month after delivery to see how they were feeding their babies. 

All Interviews were conducted on a one to one basis. At one 

clinic the researchers utilized the nurse's office. The other clinic 

was lacking for space so interviews were conducted in a comer of the 

waiting room. 

Post delivery contact consisted of a telephone call to the 

subject. PorsÄt for the call was "How are you feeding your baby? 

If you are not breastfeeding would you nind telling us why you are 

not." Successful breastfeeding was defined for the study as continuing 

to breastfeed at least one feeding per day three to four weeT<s after 

delivery. The level of significancs was set at 0.0.5. 
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The indepandant variable was the educational unit. The dependant 

variable was success in "breastfeeding. 

Several confounding variables were identified. One important 

one was the previous knowledge of the breastfeeding population, We 

sosewhat controlled this by utilizing only prinarivras in our study, 

Howavar at one clinic especially, we found that nany of our subjects 

stated they ware attending prepared childbirth courses which included 

a large segnent on breastfeeding. The investigators felt we could 

not control the knowledge but could reduce its significance by randoa 

stesignaent to the research and control groups. 

A second variable was that teaching would be done on a one to 

one basis by thiee nurses. In order to elininate this variable 

close compliance with the teaching format was used and a practice 

session with all three nurses was conducted. 

One of the research tean was also a menber of the nursing staff 

at 'waiter Reed Army Medical Center. As a part of her duties she was 

expected to help breastfeeding mothers on the post partum unit. 

Because of this she did not participate in the teaching segment 

of our study. She received a total listing of the participants in 

the study to determine the date of delivery. However she was not told 

how the groups were split or nembership of the test or control groups. 

<02 
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Another variable was the "Hawthorne Effect", It Is possible 

that because the woaen knew we were interested and would be calling 

after delivery. It might increase positive results. ^Iso if we 

spent nroi^e tice with the research group than the control group, just 

the tioe factor slight influence results. To miniraize this variable 

we tried to spend a significant amount of time with the members of 

the control group and eraphasizea the importance of their participation 

without giving them any infurmation. 

Analysis of Results 

Test 
Group 

Interviewed    Delivered   Breastfeeding    ^t Breastfeeding    UTCL 

25 24 13 3 9 

Control 
GrOLip 25 25 10 

Table 1 Test Results 

A t-test was computed with no significanc results, . This will 

not allow the researchers to accept their hypothesis: Given that 

11 

*  Unable to Contact (liTC) The reason for the loss of contact was 
> 

largely due to midsummer military transfers 
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• 

a prinipara 32 weeks or more in pregnancy is planning to nurse 

the baby, an instructional unit will increase the probability 

that she will still be breastfeeding at one nonth after delivery. 

A previous study done by Kirk in 1976- which indicated that 

only 57frOf  the mothers in the population studied who were breast- 

feeding at birth were still breastfeeding at one month after delivery^ 

The study done at Walter Seed doesn't repeat the same findings, 80^ 

cf the test group oothers were breastfeeding after one month postpartum 

71^ of the control group mothers were breastfeeding after one month- 

oostoartum. 

 ■ -      ir-     i , UM 
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The mean age of the primaparas interviewed in the study was 

2^,25 years and the range was from lo co 31Data relating to age 

and successful breastfeeding is shown in Tables 2 and 3» 

1 
Age _3reastfeeding iiot BreasDfeedino; Undeternined 

1 21 
!      ' 1    2 21 / 

3 26 / 
ir 25 / 

5 20 / 
6 39 / « 
7 16 / 
8 20 / 

9 27 / , 

10 23 / 
11 23 / 
12 27 / 

13 16 / 
14 24 / 

15 20 / 
16 20 / 
17 22 / 
18 19 / 
19 20 t / 
20 19 / • 

21 23 / 
22 19 / 
23 20 / 
24 20 / 

• 

25 23 / 

Table 2 Relacionship of Age and Breasöfe-ding-Tesc L-roup 

13.Ö. 
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Participant Age Br=astfeeaing isot Breastfeeding Undetermined 
1 
2 

I 
i 
7 
8 
9 
10 
11 
12 
13 
1^- 
15 
16 
17 
18 
19 
20 
21 
22 
23 
o ■ 

25 

2 

23 
29 
2^ 
20 
30 
20 
2 
2 
28 
27 
26 
21 
31 
19 
21 
2:3 
20 
2^ 
22 
25 
22 
20 
26 
23 
25 

/ 

/ 

/ 

/ 
/ 
/ 
/ 

/ 

/ 

/ 
/ 

/ 

/ 

/ 

/ 

/ 

/ 
/ 

Table 3 Relationship of Age and Breastfeeding-Control Group 

In this sample the researcners found a i^ide range of ages 

of the women who were successfully breastfeeding. The mean Age 

for postparum mothers who were successfully breastfeeding in this 

sample was 22,6 with a standard deviation of 9.7 years. The range 

was eleven years form age twenty to thirty. 
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DISCUSSION   kisü  CüivCi.USICi-.o 

The sample is zoo saall for a   letailed analysis.    Not enough 

daca was collected to reach any substantial conclusions.    Our 

hypothesiis:  Given that a pricipara 32 wesks or uore in pregnancy . 

is planning ^o nurse ehe baby,    an instructional unit will increase 

z'r.e probability thai; she will still be breastfe=uing at one raonth 

af-er delivery,  could not be accepted on the basir>  oT our data. 

Cne weakness of this  study  in its present state  is that no 

generalizations can oe made beyond the aray pooulaüion that was 

sampled.    Further restriction of generalization resulted from the 

=.r^e numba:  of transfers out o:' tne area«. 

Another weakness  in drawing conclusions would be that not enough 

descriptive data    was collected on the subjects.     For example,  it 

would have been advantageous to have known the number of bottle- 

feeders in the population of priraiparas 32 weeks or more in pregnanci 

a.z the Walter Heed prenatal clinic.    J-his data could have provided, 

valuable information about  the percant^e of breastfeeding mothers 

as 'well as given a oasis for comparison of age and socioeconomic sta 

To further utilize questions rcoth-rs had concerning breastfeeding 

we uould have profited by keeping a frequency tally in order to 

draw sü::;e conclusions about the  teaching plan.     One way in which 

improvevents of data collection v.-oulc be made  is  to formulate    a 

Questionaire for descripeiv.; da^a. 

-^ - lüiü 
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In addition to continuing the study of the relationchip betuean 

prenatal teaching and successful breastfeeding,  the invostigatoi3 feel 

it would be appropriate to 'oa^in to look at other factors.    One variable 

impressing the investigators uas the appearent high motivation to breast- 

f2ed displayed by our subjects.    This vas especially indicated by tvro 

vorzen who experianced complications in pursuing their plan, 

A vorssa in the control group developed a fever in her first three 

postpartun days but expressed nilk while her baby was bottlefed.    Transition 

to total breastfeeding was successful after her elevated tenperature 

subsided. 

Another woman in the experimental group had to return to the 

hospital for one feeding each day until her baby was discharged ten days 

later,    ^fnen the baby came hone she increased to total breastfeeding. 

Further evidence of strong notivation is obvious from women who 

were planning to return to work soon after their deliveries.    This was 

demonstrated by their interest in eliciting the nurses' help in planning 

a breastfeeding schedule around their jobs. 

The investigators suggest that the study should be repeated in 

other settings with larger groups of women.    Other questions that we 

found during tha study which need further research include:    Do nio'ihers 

'.;ho have cesarsan sections have noro difficulty breastfeeding?    How can 

working nothers be helped to breastfeed successfully?   Bo nultiparas need 

special help particularly if they were unsuccessful in previous attempts 

to breastfeed?    If so uhat profprams wouli ba r.ost holpful?    Vnsn should 

brcastfoeding programs begin, how long .should thoy last and "what should 

thsy include? 
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In a concurrent study baing done on the postpartun vrard at Walter 

Heed regarding numbar and t^-pas of telephone calls from new nothers; 

there appears to be a decrease in the nu-T.ber of telephone calls regarding 

breastfeeding problems.    Further analysis should be aade of this 

phenoaenon and perhaps a correlation bet'/een the t',;o studies should 

be planned regarding this factor I 

Much needs to be learned about ways nurses can help nothers 

achieve satisfaction and success in breastfeedins their infants. 

It is the hope of the investigators that this study night encourage 

interest in further research. 
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Work Unit No,:  9035 

Title of Project; Effects of Altitude, Mood and Dietary Habits on 
Performance of a Choice-Reaction Time Task. 

Principal Investigator: James P. Dixon, CAPT, USAF, nsc 

C, Aerospace Phvsioloeical Psch 
Division of Aerospace Patholoev 
Armed Forces Institute of Pathology 

Objectives:  To evaluate the subtle influences of mood, altitude, 

dietary habits and other stresses on performance and to 
relate these decrements to the job performance of service 
peronnel. 

Technical Approach: 

Prorress &  Results: 

By means of a choice-reaction time task, effi- 
ciency (number of correct divided by total time) 
will guape performance. This will be related to 
the physiological parameters of arterial oxygen 
saturation, respiration and heart rates at 
various altitudes. 

When the first set of control runs (100% O2) 
were comoared to the experimental runs (compres- 
sed air at an altitude unknown to the suhiect), 
extreme decrements were found.  In fact, a 
greater decrement in performance occurred with 
the mask and comoressed air than occurred with- 
out a mask at the same altitude. This problem 
has not been resolved, but the appearance of hy- 
ooxia symptoms has implicated the mask.  The 
test protocol now employs a nasal cannula instead 
of a mask and the experiment has been started 
over.  Therefore, no results can be stated. 

Funds:  None requested at this time. 

Interim Report: Please note that there has been some minor changes in 
the experiment, 

I 

Specifically, thev are as follows; 

Mas.01 cannula replaces the mask. 

Number of trials is the choice-reaction t i-ne task has been 
increased. 

Dl UÖ 
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Flights may not include rapid decomoressions to no Tiore than 

FL450, with subjects closely monitored usinp an oximeter (O2 
saturation, heart rate, respiration rate measured) such that 
physiological parameters are not allowed above an eouivalent 
25,000 feet. 

Principal Investigator is chanced froti ^a]  John Volcott to 
Capt James Dixon. 

Since altitude is oresently the primary variable, other 
stresses will be studied in subscnuent exneriments after 
baseline values on performance have been established in these 
subjects. 
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WORK UNIT #9036 

TITLE OF PROJECT: Urease and Deaminases in Chemistry and Medicine (NIH Grant). 

SUBJECT: Clinical Investigation of Patients with Myo-Adenylate Deaminase Deficiency. 

PRINCIPAL INVESTIGATOR: William N. Fishbein, M.D., Ph.D. 

DATE OF APPROVAL AT WRAMC:  28 June 1977 

COPY OF ANNUAL PROGRESS REPORT FY-77 IS ATTACHED: 

Approval had been obtained for femoral vein aspiration in these patients, but we 
found antecubital vein blood satisfactory for disease diagnosis by measuring 
ammonia and lactate levels before and after exercise. Five patients have been 
tested thus far, three of them have been reported (see below). So far the test 
appears to be an effective screening tool, without significant side effects. 
No drugs have been used, and no funds from WRAMC. 

PUBLICATIONS: 

Fishbein, W. N., Griffin, J. L., and Armbrustmacher, V. W.: A New Disease of Muscle: 
Adenylate Deaminase (AMPDA) Deficiency. The Journal of Cell Biology 75: 321a, 1977. 

Fishbein, W. N., Armbrustmacher, V. W., Griffin, J. L.: A New Muscle Disease: 
Myo-Adenylate Deaminase Deficiency; 14'4th National Meeting, AAAS, Washington, 
D.C., 2/12-17/1978. p. 148. 

Fishbein, W. N., Armbrustmacher, V. W., Griffin, J. L.: Myo-Adenylate Deaminase 
Deficiency: A New Muscle Disease. Clinical Research, 26: 20A, 1978. 

Fishbein, W. N., Armbrustmacher, V. W., Griffin, J. L.: Myoadenylate Deaminase 
Deficiency: A New Disease of Muscle. Science 200: 545-548, 1978. 

TYPE OF REPORT:  Interim 
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Work Unit No.: 9077 

Title of Project: Peripheral Neuropathy and Chronic Obstructive Lung 
~ Dtsease - A Clinical and Electrophysiological Study 

Investigators: 

Principal: Alan Ira Faden, M.D., MAJ, MC 

Associate: E. Mendoza, MAJ, MC 
A.D. Huott, M.D., COL, MC 

Objectives: To determine whether there exists clinical or subclinical 
peripheral nerve impairment in patients with chronic obstructive pulmonary 
disease (COPD) and if so, what duration and degree of pulmonary dysfunction 
is required to produce it. 

Technical Approach: Patients are selected by the pulmonary section on 
the basis of a history compatible with COPD, and FEV of less than 50% 
of predicted, and the absence of conditions known to be associated with 
neuropathy. These patients are evaluated by standard neurological and 
electrophysiologic examination. The latter includes sensory and motor 
conduction velocities as well as sample EMG's when indicated. 

Progress and Results: 16 patients have been studied to date; 12 had 
electrophysiologic evidunce of a subclinical neuropathy. Of the abnor- 
malities found, half involved only sensory nerves while half involved 
both sensory and motor nerves. Only two patients had clinical findings 
suggestive of neuropathy. 

Conclusions: These findings indicate that subclinical sensory or 
sensorimotor neuropathy commonly occurs with COPD. 

Funds Utilized: None 

Funding Requirements: None 

Publications: None 

Type of Report: Interim 

1 J u o 
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Work Unit No.: 9078 

Title of Project; Encephalopathy Following Treatment of Chronic Pulmonary 
Failure: A Clinical and Electroencephalographic Study 

Investigators: 

Principal: Alan Ira Faden, M.D., MAJ, MC 

Associate: R.W. Enquist, M.D., MAJ, MC 

Objectives: To determine the frequency of the encephalopathy which may 
be seen following the treatment of chronic pulmonary failure and to 
distinguish the relative importance of the two presumed caused variables - 
alkalosis and aminophylline administration. 

Technical Approach: Patients are to be selected by the ICU staff on the 
basis of clinical history, a PCO« of greater than 50, a pH of less than 
7.25 and who are to be placed on respirators. Patients with evidence of 
other significant metabolic disturbances will be excluded. Clinical 
neurological and electroencephalographic examinations will be performed 
as soon as possible after admission and repeated in 6-12 hours. Routine 
arterial blood gases will be drawn as well as a serum aminophylline level 
at the time of the second EEG. 

Progress and Results: )_ No patient;s have been found to date which meet 

Conclusions:       )  the requirements described above. 

Funding Utilized: None 

Funding Requirements: None 

Publications: None 

Type of Report: Termination due to inability to find patients meeting 
the protocol requirements. 
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Work Un,it No.:     9090 

Title of Project:     The  Effects of  Immunosuppressant on  the Oral 
Environment. 

Investigators: 

Principal  Investigator:    Arthur Gross,  COL DC 

Coinvestigator: Everett  K.   Spees,  Jr.,  COL MC 

Objectives:     To determine  the alterations  in oral bacteriology and 
immunological  protective   factors  due  to   imnunosuppressive agents 
following renal  transplantation. 

Work on the this protocol has been terminated due  to lack of coopera- 
tion by patients and  the  subsequent departure of  the coinvestigator, 
COL Everett  K.   Spees. 
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Work Unit No.: 9091 

Title of Project;  Candida Shifts and pH Changes in Patients with Oral 
Malignancies. 

Investigators: 

Principal Investigator: 

Coinvestigators: 

Arthur Cross, COL DC 

John P. McCasland, COL UC 

P.W. Murphy, MAJ DC 
Elia Esposito, GS-12 
D.F. Outright, COL DC 

1 I 

Objectives: 

a) To determine the relationship between the presence of Candida 
albicans in the oral cavity and the clinical appearance of mucosal 
inflammation, and to investigate the possibility of eliminating C. 
albicans, if present, by a method other than antifungal drug adminis- 
tration. 

b) To determine post-treatment pH changes in saliva, on the 
surface of the teeth, and in selected areas of oral mucosa, and to 
correlate possible pH changes with the presence of C^ albicans in the 
oral cavity. 

Publication:  IADR Abstracts 1978, Candida Shifts and pH Changes in 

Patients with Oral Malignancies.  R.F. Godat, A. Gross, 
J.A. Setterstrom, C. Blanco, Dept of Dentistry and 
U.S. Army Institute of Dental Research, WRAMC, 
Washington, D.C. 

Work on this protocol has been terminated due to difficulties 
encountered in the scheduling of patients and the departure of three 
of the coinvestigators, John P. McCasland, COL DC; P.W. Murphyj MAJ 
DC; and E.J. Esposito, DAC, GS-12. 
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DEPARTMENT OF THE ARMY 
UNITED STATES ARMY INSTITUTE OF DENTAL RESEARCH 

WASHINGTON. D.C.   20012 

IN ntPLY Kirc» TO: 

SGRO-UDZ 6 October 1978 

SUBJECT:   Annual Progress Reprot, Clinical Investigation Program, Work 
Unit ä!9094, Utilization of Biodegradable Copolymers of Polylactic and 
Polygycolic Acid 

COL Richard Evans 
Clinical Investigation Service 
Walter Reed Army Medical Center 
Washington, DC   20012 

1. The above reference and research project Is still actively being 
considered at Federal Drug Administration but has not received final 
approval.   Therefore as of this date there Is no progress report. 

2. As soon as approval/disapproval is received your committee will 
be Immediately notified. 

Sincerely, 

Colonel, DC 
Commanding 
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DEPARTMENT OF THE  ARMY 
HEADQUARTERS WALTER REED ARMY  MEDICAL CENTER 

Washington,   D.C.   20012 

WRAHC Regulation 8 January  1979 
70-1 

Clinical   Investigation  Program 

WRAMC  RESEARCH ACTIVITIES 

Paragraph 
Purpose       1 
Criteria     2 
Definitions  3 
Committees       4 
Clinical  Investigation Committee     5 
Human Use  Coraraittee  6 
Chief,   Clinical   Investigation Service       7 
Records  and  Reports       8 
Reports  to  Pharmaceutical  Companies     9 
Request   for  Funds  10 
Informed Consent       11 
Research  Involving Children  12 
Low Risk Protocols   in Adults  13 
Research  in  Pregnant Women  Fetuses       14 
Research,  Mentally  Infirmed  15 

1. PURPOSE.     This  regulation  prescribes  the  policies  and  procedures 
applicable  to  the Clinical  Investigation  Program within  the patient 
care  facility at Walter  Reed  Army Medical   Center. 

2. CRITERIA.     Clinical   investigation activities will meet  the 
following criteria: 

a. The  objectives  have  scientific merit  and  are  reasonably 
attainable. 

b. The  investigators  are competent   to  perform  the  studies 
proposed. 

c. Resources  required   for the  proposed  studies  are  either 
available,  or  can be  obtained,   and  are  oronortionato  to  the merit  of 
the  proposal. 

d. The   studies  will  not   have  a deleterious  effect   upon  the  care 
of the  sick  and  wounded. 

*This   Regulation  supersedes  UP   70-1,   dated   1   Anril   1973 
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e. The studies are performed in a considered, coordinated, and 

professional manner. 

f. Whenever feasible, studies should be initially performed in 

animal models. 

g. The rights, well-being, and dignity of human subjects are 

maintained in accordance with the principles of the Declaration of 
Helsinki of the World Medical Association, and that written consent is 
obtained when indicated. 

h.  Any research involving animals will conform with AR 70-18 and 
the Laboratory Animal Welfare Act (Public Law 89-544; 7 USC 2131 et 

seq). 

i.  Assure compliance with existent military regulations to in- 
clude AR 40-7, Use of Investigational Drugs in Humans; AR 40-37, Radio- 
isotope License Program (Human Use); AR 70-25, Use of Volunteers as 
Subjects of Research; and WRAMC Reg 40-10, Health Physics Regulation; 
AR 40-38, Medical Services Clinical Investigation Program. 

j.  The voluntary consent of each adult human subject is 

essential.  Each individual who initiates or directs the clinical 
investigation has a personal duty and responsibility for ascertaining 
the quality of the subject's consent.  Before the acceptance of the 
subject, he must be given adequate explanation.  He must be informed 
of the nature, duration and purpose of the study; the methods and 
means by which it is to be conducted; all inconveniences and means by 
which it is to be conducted; all inconveniences and hazards reasonably 
to be expected; and the effects upon his health or person which may 
possibly come from his participation in the study.  He should be in- 
formed of any benefits he may acquire from participation in the study, 
and if there should be no benefits, the participant should be so in- 
formed.  The process of obtaining voluntary consent must be witnessed 
by an observer who is not a coinvestigator on the research protocol. 
Written consent will be obtained in accordance with the format out- 
lined in the appendix and will be in nonmedical language that is 
easily understood by the subject.  The investigator will be required 
to maintain copies of the written voluntary consent for five years 
following completion of the study.  Copies of the consent forms for 
all protocols must be forwarded to Chief, Clinical Investigation 
Service, within one month of entry of the patient onto study.  The 

consent form must include the patient's printed or typed name, ad- 
dress, and social security number. 

k)  Children older than age seven, unless incapacitated, must 
assent (See definition section for definiton of assent.) to participa- 
tion in studies.  Additionally, the written consent of the parent or 

-2- 
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guardian must be secured and properly witnessed. An effort should be 

made to secure the written consent of the child utilizing a consent 

form written at his age level.  In addition, "instructions to 
guardian" may need to be prepared that is written at an adult level. 
Both the processes of assent and securing written consent should be 
directed toward providing the patient and parent (guardian) the 
information given to adult volunteers, i.e., the nature, duration and 
purpose of the study, the methods and means by which it is to be 
conducted, etc. 

3.  DEFINITIONS. 

a. Clinical investigation under this program consists of the 
organized scientific inquiry, both in humans and by directly related 
laboratory work, into clinical problems of significant concern in the 
necessary health care of members of the military community, including 
active duty personnel, dependents, and retirees. Clinical investiga- 
tion at WRAMC shall include projects involving WRAMC patients, inves- 
tigators, or facilities. 

b. Subjects are any persons who may be at risk because of par- 

ticipation as an object of clinical investigation by members of the 
AMEDD or their appointed representatives.  These may include in- 
patients, outpatients, organ donors, informants, or normal individuals 
who participate in studies of medical, physiological, sociological, or 
psychological orientation.  Selection of subjects must be equitable. 

c. At risk: A person is "at risk" if he/she may be exposed to 
the possibility of harm (physical, psychological, or sociological) as 
a consequence of activity which extends beyond use of established and 
accepted methods necessary to meet his/her needs.  Determination of 
nature and extent of "at risk" is a matter of common sense and pro- 
fessional judgment.  In most cases, utilization of someone's time (in- 
convenience) will constitute "risk" since the activity is not an ac- 
cepted method to meet the person's needs.  Responsibility for this 
determination resides at all levels of institutional and departmental 
review. 

d. Children: Persons who have not attained the legal age of 

consent to general medical care as determined under the law ox the 
jurisdiction in which the research is to be conducted (DC - age 18). 

e. Research:  A formal investigation designed to develop or 
contribute to generalizable knowledge.  This may involve dietary mani- 
pulations, alteration of daily routine or environment, questionnaires, 
record review. 

-3- 
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f. Minimal Risk in Children;  The probability and magnitude of 
physical or psychological harm that is normally encountered in the 
daily lives, or in the routine medical or psychological examination of 
healthy children.  Examples include immunization, modest changes in 
diet or schedule, obtaining blood and urine specimens, and most 
behavioral research. 

g. Assent; A child's affirmative agreement to participate in 

research which can only be given following an explanation appropriate 
to the level of understanding of the child.  It is recognized that 
"assent" may have no legal status and may be difficult to obtain in 
young children; nevertheless, some sort of opportunity should be 
offered the child to agree to participate.  (Ref Federal Register 
43:2084-2114, Jan 13, 1978, and 43;31786-31794, Jul 21, 1978.) 

4. COMMITTEES; The following committees will be appointed. At the 
option of the Chairman, the Clinical Investigation Committee and the 
Human Us» Committee will meet either separately or simultaneously. 

a.  Clinical Investigation Committee:  To review all clinical 
investigation proposals for scientific adequacy and to establish 
priorities for support.  For the purpose of recommending new drugs 
which have not been released by the Food and Drug Administration, the 
Committee will serve also as the Therapeutic Agents Board (para 126, 
AR 40-2),  This committee will be composed of a representative from 
each of the following: 

Director, Medical Education (Chairman) 
Chief, Clinical Investigation Service (Secretary) 
Chief, Department of Medicine 
Rotating Service Chief from Department of Medicine 
Chief, Department of Surgery 
Rotating Service Chief from Department of Surgery 
Chief, Department of Pathology 
Chief, Department of Radiology 
Chief, Department of Pediatrics 
Chief, Department of Psychiatry 
Chief, Department of Obstetrics and Gynecology 
Commander, USA Dental Activities (DENTAC) 
Director, WRAIR 
Chief, Nuclear Medicine Service 
Chief, Health Physics 
Chief, Pharmacy Service 
Director, Patient Administration Directorate 
Chief, Nursing Research Service 
Assistant Chief, Clinical Investigation Service 
A rotating senior clinical investigator (list to be established 

by Chief, Clinical Investigation Service) 
Representative (USUHS) 
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The  attendance of each member will  be  recorded  in  the minutes. 

b. Human Use Committee:     To review for medical  safety and 
suitability all  clinical   investigation  protocols   involving the  use of 
human subjects.    This  committee will  be  composed of a  representative 
from each of the  following: 

Director, Medical  Education  (Chairman) 
Chief,  Clinical  Investigation Service (Secretary) 
Chief,  Department of Clinical Pastoral Service 
A Legal Counsel 
Chief,  Department  of Nursing 
Chief,  Department  of Psychiatry 
Chief,  Department  of Obstetrics  and  Gynecology 
Chief,  Nuclear Medicine  Service 
Command Sergeant Major 
Director, Human Resources  Directorate 
CDR,   USA Dental  Activities  (DENTAC) 
Clinical Pharmacist,  Hematology-Oncology Service 
Assistant Chief,  Clinical  Investigation Service 
Patients'   rights representative 
Representative  (USUHS) 
Director,  Patient  Administration  Directorate 
A rotating senior clinical  investigator (list  to be established 

by Chief,  Clinical   Investigation  Service) 

The Attendance of each member will be  recorded  in  the minutes. 

c. Radioactive  Drug Research Committee  (RDRC):     To review all 
research  protocols using  radioactive drugs  in human  subjects,  and  to 
inüure  that  such protocols are  in  compliance with  the  Code of Federal 
Regulations,  Title  21,  Chp  1,   Part  361.     All  protocols utilizing 
radioactive drugs will   include  radiologic assessment  data,  as  an 
appendix  to the protocol,   including name of the radionuclide,  presence 
of any contaminants,  maximum dose  to be  administered,   radiation  absor- 
bed doses  to whole body and  other  organs accumulating  the  isotope, 
dosage  from any X-ray  procedures  that  are  part of  the  research  study, 
and  any  limitation regarding  patient  population due  to sex and  age.     A 
report will  be made  by  the RDRC  to  the  Clinical  Investigation Commit- 
tee regarding each radioactive  drug protocol   in humans.     In addition, 
the Committee will  be  responsible   for  preparing  the  annual  report  on 
research  use of a radioactive  drug to  the FDA.     This  Committee will  be 
composed  of at  least   five  individuals,   including    Chief,  Nuclear Medi- 
cine  Service; Chief,   Health Physics;  Chief,  Clinical   Investigation 
Service;   Nuclear Medicine  Service  Pharmacist;   and  Chief,  Radiation 
Therapy Service. 
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The RDRC will  select  a chairman,  who will  sij;n all  applications, 
minutes,   and  reports of  the  Committee  as well  as a  secretary.     The 
RDRC will meet  at  least  quarterly.     A quorum consisting of  a majority 
of  the membership must be  present,  with  attendance of at  least   indivi- 
duals who are  specialists  in nuclear medicine,  radioactive  drug   formu- 
lation,   and  radiation  safety and dosimetry.     Minutes will  be kept, 
including numerical results  on voting.     No member  shall vote on  a 
protocol   in which he  is an  investigator.     The  RDRC will  submit   an 
annual  report  to the FDA prior  to  31  January of each year. 

The  investigator must  submit  a  report   (Appendix C)  and a copy of the 
signed consent  form to the RDRC within  15 days  from the date of admi- 
nistration of the isotope. 

d.     Functions of the Committees:     Either  the Clinical  Investiga- 
tion Committee or Human Use  Committee  can terminate  any  investigation 
or place  restrictions on a  study at  any time  the Committees become 
concerned about the scientific merit  of the  study or adequacy of 
protection of human subjects.     The  Chief,  Clinical  Investigation 
Service  can order a cessation of  activity  in any study pending  an 
evaluation of the circumstances. 

5.     CLINICAL INVESTIGATION COMMITTEE:     The Clinical  Investigation 
Committee will meet once monthly,   usually on  the  fourth Tuesday  at 
1400 hours.     Special meetings  can be  called  at any time,  either  upon 
request  of the Commander,  Chief,   Clinical  Investigation  Service,   or by 
written request  of three Committee members.     The Committee will  review 
all new research proposals,   either  involving WRAMC patients,   investi- 
gators,   or  facilities.     Their  review of proposals will address   in 
particular  scientific design,  merit  and  funding.     Departmental  chair- 
man will  not vote on protocols   from  their own department,   nor will  any 
member vote on any protocol   in which  he  is  a coinvestigator.   Periodi- 
cally,   the Committee will  review approved and ongoing research.     Each 
project  will  be reviewed  at   least  once yearly,  at  the termination  of 
the  research  and whenever there  is  a  change either  in the  goals  or the 
procedures or drugs used  in human  subjects,  or deviation   from  the 
approved protocol.    Adverse  reactions  to investigational  drugs or 
procedures will be  promptly  reported   to  the Committee.     The  Committee 
will make recommendations  to  the  Commander.     Two-thirds of  the 
membership  in attendance will  constitute  a majority.     A majority  is 
necessary  for protocol  approval.     A majority of the Committee will 
constitute a  quorum and will   include  at  least  three physicians  and 
three  nonphysicians.    There will  be no proxy voting.     Investigators 
will  be   informed within one week of  the meetint; in writing of  the 
approval/disapproval  of  the  project  and  reasons  for  so doing.     A 
disapproved   protocol  must  be  resubmitted   for  approval.     The  Committee 

1 
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may elect  to approve  a  study with  the addition of  certain minor 
restraints/modifications.     The  Commander will have  the  right   to 
disapprove any protocol  on  the  grounds of being unsuitable   for 
implementation at WRAMC but   cannot overrule  the disapproval  of the 
Committee.    Appendix  D outlines   the  administrative  methods  by which 
primary and secondary review of protocols and review of annual 
progress reports will  be achieved. 

6. HUMAN USE COMMITTEE:     The  Human Use Committee will meet once 
monthly,  usually on the  fourth   Tuesday either concurrently or with  the 
Clinical  Investigation Committee  following the Clinical   Investigation 
Committee meeting.     Special  meetings  can be called  at  any time,  either 
upon request of the Commander,  Chief,  Clinical   Investigation  Service, 
or  by written request  of three  Committee members.     The  Comm'ttee will 
review all new research proposals in which human  subjects are used. 
Their review of proposals will   address  in particular,   the protection 
of human research subjects.     Periodically,  at '.east once yearly,   the 
Committee will review approved  and ongoing investigational  studies  in 
which humans are used.    Each project will be reviewed at  least once 
yearly and whenever  there   is  a  change  in  the  goals  or  the  procedures 
or drugs used in human  subjects.     The Committee will make recommenda- 
tions  to  the Commander.     Two  thirds of the membership  in  attendance 
will constitute a majority.     A majority is necessary for  protocol 
approval.     A majority of the  Committee will  constitute  a  quorum and 
will  include at  least   three  physicians and  three nonnhysicians.     The 
Commander will have  the right   to disapprove  any protocol  on  the 
grounds of being unsuitable   for   imalementation at  WRAMC  but  cannot 
overrule  the disapproval  of  the  Committee.    There  will  be no  proxy 
voting. 

7. CHIEF,   CLINICAL  INVESTIGATION SERVICE. 

a. Shall  function as   secretary/recorder at  meetings.     He will 
summarize  the discussion on   issues.     Records of institutional  review 
board's  activities will  be   retained   indefinitely. 

b. Can terminate  any  project at  any time pending Clinical  Inves- 
tigation Committee and  Human  Use  Committee  review. 

c. Will  be the contact  with  the  Commander to  assesss  availabi- 
lity of resources to  support   projects  and will manage  those  resources 
with  guidance   from Committees  and  Ccnmander. 

d. Will keep the  Commander  and  Committees  informed  of  the con- 
tinuing changes  in FDA/NIH  requirements. 

e. Will  supervise  under   the  guidance  of  the  Clinical   Investiga- 
tion  Committee  and Human  Use   Co-nraittee,   I he  secretarial/administrative 
support  staff to support  clinical  research  and  insure  comoliance with 
regulations. 
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f. Will advise the Clinical Investigation Committee regardinj» 

alternatives if priorities for support need to be established. 

8.  RECORDS AND REPORTS. 

a. Initial Protocol. Requests for initiating research nroiects 
will be submitted in one copy to the Commander, Walter Reed Army Medi- 
cal Center, ATTN: Chief, Clinical Investigation Service. This will be 
submitted by the principal investigator through the chief of the res- 
pective service and department, and prepared as described in Appendix 
A.  Protocols which do not conform to Appendix A will not be accepted 
by the Chief, Clinical Investigation Service.  Frequent deficiencies 
in protocols include omission of an impact statement, failure to state 
the time required to complete the project, failure to include budget 
information, and failure to include signatures of the respective chief 
of service and department. When radiological, laboratory, or nursing 
support is required, the principal investigator should have obtained 
the concurrence of the appropriate chief of service prior to submis- 
sion to the Clinical Investigation Committee. The chief of the 
department proposing the study will provide an indorsement that the 
proposal conforms to the criteria described in paragraph 2 above.  To 
be placed on the agenda for the monthly committee meeting, the re- 
search protocol must be received by the 25th of the month preceding 
the meeting.  Protocols will be distributed to the Committee members 
at least one week prior to the meeting, with appropriate agenda. 
Under no circumstances will a project require greater than three years 
to complete.  If more than three years are needed, submission of a new 
protocol will be required. 

b. Addenda to Initial Protocols.  Whenever there is a change 
either in the goals or the procedures or drugs used in human subjects, 
the investigator will submit an addendum to the Commander thru the 
chief of the respective service and department, and Chief, Clinical 

Investigation Service.  If necessary, the Committee will review this 
addendum as a new research proposal. 

c. Annual Progress Reports:  Annual progress reports will be 

prepared for each approved project as prescribed by AR 40-38, Clinical 
Investigation Program and will be submitted to Clinical Investigation 
Service prior to 15 August of each year until the investigation is 
completed.  See Appendix B. Accurate preparation of budgetary data 

and/or documentation of abstracts or publications is essential. 
Failure to submit an annual progress report will result in termination 
of the project and withdrawal of the principal investigator's privi- 
lege to function as a principal investigator in any project. 

d. Interim Reports.  Interim reports must be submitted at any 

time when important development, adversities or other circumstances 
occur which should be brought to the attention of higher headquarters. 
In particular, interim reports must be submitted when unexpected 
deaths or harmful side effects occur during the course of an investi- 
gation.  Interim reports are required within three working days of the 
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development.     They will  be  considered  by the Chief,  Clinical   Investi- 
gation  Service, who may elect   to  suspend work on the investigation 
until   the Committee has  an opportunity  to meet. 

e. Final  Reports.     Final  reports  are required  upon  completion or 
termination of a specific  research effort.     The report will   include  a 
summary of all work performed,  results obtained,  together with  copies 
of all  publications,  whether  printed,   in press or submitted  for  publi- 
cation.     Inclusion of references  to previous  progress reports   is  op- 
tional.     If   the project  is  terminated  prior  to completion,   the  reasons 
for termination should be reported.     Report   is due within  30 davs 
following completion or termination of effort. 

f. Special Therapeutic  or Diagnostic  Procedures.     Any special 
therapeutic or diagnostic  procedures  or  any new,  hazardous,  or other- 
wise noteworthy therapeutic  or diagnostic measures will  be recorded   in 
Space  24 of DA Form 8-274,   Clinical   Record Cover Sheet  for  Inpatients. 

g. All  reports will  be   forwarded  to the Clinical  Investigation 
Service   following review by  the  appropriate chief of service  and 
department.     The Clinical   Investigation Service will  schedule  presen- 
tations   to  the appropriate  hosnital  review committees.     Following 
review by the  Commander of committee  reports  the Clinical   Investiga- 
tion Service will   insure  that   reports  are  forwarded  to the  Surgeon 
General  as required by AR 40-38. 

h.     Radioactive Drug Protocols  Involving Administration of 
Radioactive Drugs  to Humans.     The   investigator must  submit  a report 
(Appendix C)  and a copy of  the  signed  consent   form to the  Radioactive 
Drug Research Committee  (RDRC)  within   15 days   from administration of 
the  isotope. 

i.     Volunteer Agreements.     Copies  of volunteer agreements   for all 
protocols must  be  forwarded   to  Chief,   Clinical   Investigation  Service, 
within one month of entry of  the patient onto  study.     The  consent   form 
must   include  the  patient's  printed  or  typed  name,   address,   and  social 
security number (see Appendix  A). 

8.     REPORTS TO PHARMACEUTICAL  COMPANIES.     For  procurement   of  investi- 
gational  drugs which have not   yet  been  released  by the  Food  and  Drug 
Administration,  detailed  reports  to   the  drue company are   required   by 
FDA  (Form FD  1573).     The reports  are  the  responsibility of  the 
principal   investigator,  and  are  a matter of direct  communication 
between  him/her and  the drue  company. 
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9. REQUEST FOR FUNDS. Requests for funds to support the clinical 
investigation program are presented to the Center Command annually 
during  the month  of March. 

a. Projects  requiring refunding  in  the  amount of $1,000 or more 
are submitted each year  prior to  1  March   in  the  format of Appendix A 
for consideration.     Projects  requiring substantial  increases  (> 20% 
increase)   in  funding must undergo review ^  the Committee before 
funding will be  approved. 

b. New proposals which require   funds nay be submitted at any 
time.     Approval  of  funding is  dependent  upon  availability of local, 
Health  Services  Command or Surgeon General  resources.     Format Appendix 
A. 

10. INFORMED CONSENT. 

a. Patient  Consent.    The utilization of drups or procedures 
which have not  yet  been accepted or  established by common use require 
the patient's consent.     The patient must  be   informed,  i.e., his/her 
consent  must  be  based  upon his/her having knowledge of the experimen- 
tal nature,   purpose,  and possible hazards.     The consent  should be  in 
writing,  except  as  provided  in paragraph  7b,   AR 40-7,  or if the 
patient   is  a  child  (see  11).     The consent   form must  be witnessed  by 
someone other  than an  investigator on  the  project.     Copies of the 
written voluntary consent will be maintained  by the principal  investi- 
gator  for  five  years after termination of  the  study and will be   for- 
warded  to  the Chief,  Clinical  Investigation  Service, within 30 days  of 
entry of  the  patient onto study. 

b. Human Voluntt.-r.     Investigative  studies  in which drugs  are 
employed  are  subject  to,  and must  comply with  AR 40-7,  Use of  Investi- 
gational  Drugs  and/or AR 70-25,  Use of Volunteers as Subjects of 
Research   in  addition  to AR 40-38. 

11. RESEARCH  INVOLVING CHILDREN. 

a.     In  general,   research  in children will  not be undertaken 
unless  appropriate  studies have  first  been undertaken  in animals, 
adults,   or older  children.     If the  project   is minimal  risk,   it  may be 
undertaken   if  the  Clinical  Investigation  Committee and Human Use 
Committee have  approved  the  protocol,   the  assent  of  the child canable 
of understanding  is obtained  (possibly  in writinß),  and written  per- 
mission of the  parent  or guardian  is  secured. 
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b. If the project is :nore than minimal risk, research that has 
potential direct benefit to the child, may be undertaken if the 
Clinical Investigation Committee, Human Use Committee, and the Office 
of the Surgeon General have approved the protocol, considering that 
the risk is justified by the anticipated benefit, that the risk bene- 
fit ratio is at least as favorable as that presented by alternative 
approaches, the assent of the child capable of understanding is ob- 
tained (possibly in writing), and written permission of the parent or 
guardian is secured. 

c. If the project is more than minimal risk and of no direct 

benefit for subjects, the research may be undertaken if the Clinical 
Investigation Committee, Human Use Committee, and the Office of the 
Surgeon General have approved the protocol, that the procedure pre- 
sents experiences commensurate with those inherent in their actual 
medical situation and is likely to yield generalizable knowledge about 
the subject's condition, the knowledge is of vital importance, the 
assent of the child capable of understanding (nossibly in writing) is 
obtained, and written permission of the parent or guardian is secured. 

d. Appendix A includes the appropriate volunteer agreement for 

protocols involving research in children.  On the opposite side must 
be "instructions to guardian" and if the project is directed at child- 
ren capable of understanding written instructions, there must be 
"instructions to patient" written at a level comprehensible by the 
average aged participant in the project. 

e. The Human Use Committee will periodically monitor the process 
of assent and permission in research involving children. 

12.  LOW RISK PROTOCOLS IN ADULTS.  A protocol in which there is a 
minimum possibility of injury to the subject's health or rights as a 
result of the study.  The study nay not involve an investigational 
drug or device and may involve only human subjects who have given 
fully informed consent.  That is, the study may not involve subjects 
who are minors, prisoners, institutionalized mentally infirmed or 

mentally disabled.  The study also may not include subjects temoora- 
rily mentally disturbed by reasons of unconsciousness or coma.  Low 
risk protocols may be undertaken after local approval by the Clinical 
Investigation Committee and Human Use Committee.  These protocols will 
continue to be forwarded to the Human Use Review Office, who will 
notify the Chief, Clinical Investigation Service, immediately if there 
is any difficulty with either the protocol or the assessment of level 
of risk.  The following types rf procedures are examples of low risk 
studies: 
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a) Collection and  analysis of additional  small  amounts of cere- 
brospinal   fluid,   amniotic   fluid and venous or arterial  blood when 
taken  in conjunction with  specimens of  these   fluids which are  to be 
drawn  for accepted clinical  indications  and  do not  require another 
puncture  to obtain the additional  amounts of  these  fluids  for  investi- 
gational  purposes. 

b) Analysis of hair  and nail  clippings  collected   in a nondisfi- 
guring manner  and  the analysis of deciduous   teeth. 

c) Collection  for analysis of excreta and external secretions 
including  feces,   urine,  sweat,  saliva,  cerumen and  tears or swab 
culture specimens  of body orifices,  placenta  expelled  at delivery, 
umbilical  cord  blood after  the cord  is  clamped  at  delivery,  and 
amniotic   fluid  at  the  time of artificial  rupture of the membranes 
prior to or  during delivery. 

d) Recording of data by physical  sensors applied  either 
superficially or at a distance and which do not  involve significant 
input of energy into the subject.    Such procedures  include, but are 
not  necessarily  limited  to weighing,  electrocardiography,  electromyo- 
graphy and detection of naturally occurring radioactivity,  electroen- 
cephalogram,   thermography,   diagnostic  echography  and electroretino- 
graphy, caliper measure of anthropomorphic  characteristics and 
detection of naturally occurring radioactivity. 

e) Blood drawing of quantities of blood   less  than 20 cc/6 weeks 
from adult  subjects   in whom their  underlying medical  condition  is not 
known to be  associated with anemia.    These patients need not have a 
hematocrit  done  before obtaining the blood  specimens. 

f) Blood drawing of quantities of  blood   less  than 450 cc/6 weeks 
or  12% of  the estimated blood volume,   7%  of  the  body weight,  whichever 
is  lesser,   from subjects who are not anemic.     (Anemia   is defined as a 
hematocrit < A0  for males,  < 35  for  female  and  a  reticulocyte count> 
1.52).     If quantities  of blood > 20 cc/6  weeks  are  to be obtained,  the 
protocol must  state  that  a hematocrit  and  reticulocyte  count  be ob- 
tained  in  patients  prior  to entry onto  study and be not  anemic. 

g)    Studies   involving generally accepted,   medically  indicated 
diagnostic  or  therapeutic  procedures or  comparisons of  two or more 
generally accepted  alternative  procedures. 

h)    Nonroutine or additional  analysis  of anatomical  or biopsy 
specimens  removed   as   the   sole  consequence  of  a  widely  accepted 
surgical   indication. 

-12- 
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i)    Collection of both  supra- and  subgingival  plaque,  provided   the 
procedure  is  no more  invasive  than routine  prophylactic  scaling of  the 
teeth  and  the  process  is  accomplished   in  accordance with accepted 
prophylactic  techniques. 

j)     Voice  recordings made  for research  purposes  such as 
investigations  or speech deficits. 

k)    Moderate exercise by healthy volunteers. 

1)    The use of survey research  instruments  (interviews or 
questionnaires)  and  psychological  tests,   interviews  and  procedures 
that are  part  of the  standard battery of  assessments  used by 
psychologists   in diagnostic  studies  and   in  the evaluation of  judg- 
mental,   perceptual,   learning and psychomotor  processes,   provided  that 
the  subjects  are normal volunteers and  that  the data will be gathered 
anonymously or  that  confidentiality will   be  protected by procedures 
appropriate to the sensitivity of the data. 

m)     Program evaluation  projects  that  make no extra  requirements  on 
the  subjects  participating  in the  program and  that will not benefit 
the subjects   in  the  program. 

n)     Noninvasive pulmonarv function  testing such as  (but not 
limited  to)   spirometry and  plethsysmography. 

o)     Collection and analysis of small  amounts  of  internal  secre- 
tions  such  as  gastric  contents and  pulmonary  asnirates when collection 
of these  secretions does not  involve  the  placement  of either a nasogas- 
t.ric  tube or endotracheal  suction  tube   solely  for  obtaining specimens 
for research  purposes. 

p)     Diary recordings of dietary  intake,   svmptoms,   physical  acti- 
vities  and  the  like,  whether the diarist  remains  anonymous or not. 

13.     Research  in Pregnant Women Fetuses  — 
requirements of CFR 46.205 - 46.208. 

A.     General   limitations. 

shall  conform to the 

1.     No  activity to which  this  subpart   is  applicable may be under- 
taken unless: 

a) Appropriate studies on animals  and nonpregnant  individuals 
have been  completed; 

b) Except where  the  purpose  of  the  activity  is  to meet  the 
health  needs  of  the mother or the  particular   fetus,   the  risk  to  the 
fetus   is  minimal   and,   in  all   cases,   is   the   least   possihle  risk   for 
achieving  the  objectives of  the  activity. 
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c) Individuals  engaged   in the  activity will  have no part  in: 
(i)    Any decisions  as  to  the  timing,  method,   and  procedures  used to 
terminate  the  pregnancy,   and  (ii)  determining  the  viability of the 
fetus at the termination of the pregnancy;  and 

d) No procedural  changes which may cause  greater than minimal 
risk to the  fetus  or  the  pregnant woman will  be  introduced   into the 
procedure  for  terminating  the  pregnancy solely  in  the  interest of the 
activity. 

2.     No  inducements,  monetary or otherwise,  may be offered to 
terminate  pregnancy  for  purposes  of the activity. 

B.    Activities  directed  toward pregnant women  as  subjects. 

a) No pregnant  women may be  involved  as  a subject  in  an activity 
covered by this  subpart  unless:     (1) The purpose of the activity is  to 
meet  the health needs  of the mother and the  fetus will be placed at 
risk only to the  minimum extent necessary to meet   such needs,  or (2) 
the risk to the  fetus   is minimal. 

b) An activity permitted under paragraph  (a)  of this  section may 
be conducted only  if  the mother  and  father are  legally competent and 
have given their  informed  consent after having been  fully informed 
regarding possible   impact  on       e  fetus,  except  that  the  father's  in- 
formed consent need not  be  s       red  if: 

1) The  purpose of the  activity is  to meet  the health needs 
of  the mother; 

2) His   identity or whereabouts cannot  reasonably be 
ascertained; 

3) He   is not  reasonably available; 

4) The  pregnancy resulted  from rape. 

C.    Activities  directed  toward   fetuses  in utero  as  subjects. 

1.     No  fetus   in utero may be  involved  as  a  subject  in  any 
activity covered  by this  subpart  unless: 

a)    The  purpose  of  the  activity  is  to meet   the health needs of 
the  particular  fetus  and  the  fetus will  be placed  at  risk only to  the 
minimum extent necessary  to meet   such  needs,   or 
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b)  The risk to the fetus imposed by the research is minimal 

and the purpose of the activity is the development of important 
biomedical knowledge which cannot be obtained by other means. 

2. An activity permitted under f»raph (1) of this section may 
be conducted only if the mother anr are legally competent and 
have given their informed consent, that the father's consent 

need not be secured if: 

a) His identity or whereabouts cannot rea-ionably be 

ascertained, 

b) He is not reasonably available, or 

c) The pregnancy resulted from rape. 

D. Activities directed toward fetuses ex utero, including 

nonviable fetuses, as subjects. 

1.  Until it has been ascertained whether or not a fetus ex utero 

is viable, a fetus ex utero may not be involved as a subject in an 
activity covered by this subpart unless: 

a) There will be no added risk to the fetus resulting from 
the activity, and the purpose of the activity is the development of 
important biomedical knowledge which cannot be obtained by other 
means, or 

b) The purpose of the activity is to enhance the possibility 
of survival of the particular fetus to the point of viability. 

(c)  No nonviable fetus may be involved as a subject in an 
activity covered by this subpart unless: 

maintained. 
(1)  Vital functions of the fetus will not be artificially 

(2) Experimental activities which of themselves would 
terminate the heartbeat or respiration of the fetus will not be 
employed, and 

(3) The purpose of the activity is the development of 

important biomedical knowledge which cannot be obtained by other 
means. 
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a) In the event the fetus ex utero is found to be viable, it 

may be included as a subject in the activity only to the extent 
permitted by and in accordance with the requirements of other subparts 
of this part. 

b) An activity permitted under paragraph (1) or (2) of this 
section may be conducted only if the mother and father are legally 
competent and have given their informed consent, except that the 
father's informed consent need not be secured if:  (1) his identity or 
whereabouts cannot reasonably be ascertained,  (2) he is not 
reasonably available, or (3) the pregnancy resulted from rape. 

14.  RESEARCH, MENTALLY INFIRMED.  An appropriate addendum to these 
regulations will be published when the federal regulations regarding 
research in the mentally infirraed are promulgated. 

HSWP-QCR 

FOR THE COMMANDER: 

M, 
ADJUTANT 

DISTRIBUTION: 

I plus 100 copies to 
Clinical Investigation Svc 
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APPENDIX A 

<- .^^^^^umBism^^o^ 
•rm to this   format  and  be complete.) 

1.     PRINCIPAL  INVESTIGATOR: 

2. PROJECT TITLE;     (Enter  short  project  title.) 

3. OBJECTIVE;     (Brief but  specific statement  of the objective of the 
project.) 

4. ffEDICAL APPLICATION:     (Explain briefly the medical  importance and 

possible  usefulness  of the  project.) 

5. STATUS;     (What  has been accomplished or published  in the proposed 
area of study and   in what manner will  the  project relate to or differ 
from that which has been accomplished.     If references or personal 
communication with  other Army medical  facilities  are  involved,   so indicate.) 

6.     PLAN:     (Outline  exactly what  is proposed  to  be accomplished  in 
sufficient detail   to  indicate a clear course of  action.  Technological 
validity of procedures  and  chronological  steps  should be  shown.) 
(NOTE;     The Surgeon General   and  the  local  Commander must  have  a very 
clear picture of how the investigation will  proceed  to meet the 
objective of  the  project.     This  paragraph   frequently  furnishes  the 
basis for approval  or disapproval of the project.) 

BIBLIOGRAPHY: 
(List  source of information,)   (Include  pertinent 
references and attach.) 

8, 
FACILITIES TO BE USED;  (Such as laboratory, ward or clinic.) 

9. TIME REQUIRED TO COMPLETE:  (Give month and year of expected start 
and anticipated completion.  Under no circumstances will projects be 
funded for longer than three years without submission of a new protocol). 

10. PERSONNEL TO CONDUCT PROJECT:  (List names and positions of 
persons to be directly involved in project work.  Attach short 

biographical sketch, including resume of education, research training, 
and list of publications, for each person named.) 
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11.     FUNDING IMPLICATIONS;     (List  total  budtret   for  the  protocol,   as 
well as  the budget  for  the  FY  in which  the protocol   is  approved.) 

Total 
FY-78       for  the Protocol 

a. Personnel:   (itemize  and  explain need)     $ 

b. Equipment:   (itemize  and explain need) 

c. Consumable Supplies:   (itemize) 

d. Travel:   (itemize  and  explain need) 

e. Modification of  Facilities:   (explain) 

f. Other  (explain) 

TOTAL 

12.     DATE  PREPARED:     (give  day,   month and year of  preparation) 

(Signature  of Principal   Investigator) 

(Signature of Department   Chief) 

(Enter  title and mailing  address of  Principal   Investigator) 

A-2 

v4A.^      ^...-^ 
,- ..~,...,.-iJi—\^..  —-^ ^ ..         . 



«—————- >——»—--^—^"^ ■''■'"""■'"■" ■" 
.MWI.W»,W,>MI.III..IWIII„....   ^mipjmuL -IHM i ^,..i-».iw i■i..l.i!l 1.1.1,^,1 

8 January 1979 WR  70-1 
-.Jt 

' 

APPENDIX A 

IMPACT STATEMENT 
(Must be attached  to each  protocol  enumerating  impact  considered  to 

be  beyond good patient care.) 

Patients: 

Bed Occupancy: 

Laboratory: 

Radiology: 

Pharmacy: 

Nursing Service: 

Registrar: 

Other: 

Approvals 

Date: 

Signature; 

Name: 

Grade: 

Position: 

Chief of Service     Chief of Dept     For Hosp Comm 

A-3 

^7 



.MWi.uiinii.HJillii™n'i-'i;it"|iM..-i    -    : mmmi^ .^■H>P».P»M- ■    II~.  -i j --— ""■'•■",l-"   " 

8 January  1979 WR 70-1 

„i 
APPENDIX A 

VOLUNTEER AGREE^fENT 

Work Unit # 

I.  , having attained ray eighteenth 

(18th) birthday, and otherwise having full capacity to consent, do 
hereby volunteer to participate in an investigational study entitled: 

under the direction of 
 of the Department/Service/Institute of 
 , Walter Reed Army Medical Center, 
Washington, D.C. 

The implications of my voluntary participation; the nature, duration 
and purpose of the study; the methods and means by which the study is 
to be conducted; and the kaoT-rn inconveniences and hazards have been 
thoroughly explained to me by the principal investigator or bv one of 
the coinvestigators and such inconveniences and hazards are set forth 
in detail on the attached pase of this Agreement, along with my 
initials or signature. I have been given an opportunity to ask 
questions concerning this investigational study and my participation 
in the study, and any such questions have been answered to my full and 
complete satisfaction. 

During the course of my treatment as a patient at Walter Reed Army 
Medical Center, I have been provided with a cony of a Privacy Act 
statement (DD Form 2005) which has made me aware of the safeguards 
available to me because of the Privacy Act of 1974. I have been given 
the opportunity to review the DD Form 2005, ask questions and to 
retain a personal copy. I have been made aware that the information 
gained about me, because of 'ny participation in this investigational 
study, may be publicized in medical literature, discussed as an 
educational model, and used generally in the furtherance of medical 
science. I freely consent to provide such personal information as is 
requested of me for this investigational study and freely consent to 
the disclosure of pertinent personal information derived from my 
participation in this investigational study for reasons of publication 
in medical literature, discussion as an educational model and for 
those additional reasons which specifically relate to the furtherance 
of medical science. 

I understand that in the event of physical, injury resulting from the 
research procedures, medical treatment for injuries or illness is 
available and that compensation may be available through judicial 
avenues. 

A-A 
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I am aware that at any time during the course of this investieational 

study I may revoke my consent and withdraw from this study, without 
prejudice; however, I may be requested for medical reasons to undergo 
further examinations if in the opinion of ray attending physician such 
examinations are necessary for my health or well being. 

If there is any portion of this explanation that you don't understand, 
ask your doctor before signing. 

Signature Date 

Printed Name Social Security Number 

~KdS ress  vnermanen FT 

I was present during the explanation referred to above, as well as 
during the Volunteer's opportunity to ask questions, I hereby witness 
the  Volunteer's  signature. 

Signature Date 

A-5 
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On this pa^e of the Volunteer Agreement, the principal investigator should set 

forth full details concerning the investigational study, insofar as such would 
affect or influence tue tentative subject in any way. This explanation should 
be worded so that it can be clearly understood by the subject.  The subject 
should place his initials at the end of the last line of explanation. 

A proper explanation should, at a minimum, provide the answers to the 
following questions in lay language: 

1. What will be administered or done to the subject? 

2. How long will the subject's oarticipation last? 

3. To what tests or examinations will the subjects be required to 
submit? 

4. Why is the investigation being conducted? 

5. Has this particular study been done previously, and, if so, with what 
results? 

6. What inconveniences or discomforts is the subject likely to 
experience? 

7. What risks or hazards can be reasonably anticipated? 

8. What steps will be taken to prevent or minimize these risks or haz- 
dards? 

9. If blood is being drawn in the study, the total amount of blood 
should be accurately quantitated in both cc's and ounces. 

10. The volunteer should be offered the opportunity to ask questions. 

11. Alternatives to participation in the study should be identified. It 
Should be emphasized that participation in the study is entirely op- 
tional. 

12. An instruction that the subject is free to decline participation 
or terminate participation at any time without prejudice. 

13. Can the patient expect to accrue any benefit from participation in 
the study; if none, so state. 

14. A statement informing the volunteer of available opportunities for 
compensation for any injury incurred during the study. 

15. Exculpatory language should not be used. 

16. For Oncology protocols, where anplicable, a statement that "there is 
no guarantee that the proposed chemotherapy program is better than a 

standard   program". 
A-6 
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APPENDIX A 

VOLUNTEER AGREEMENT 

(Children Under Legal Age of Consent or Adults Not Competent 
to Give Informed Consent) 

> 

I/We    having fully capacity to 

consent for my/our ,  , to 
Relationship         Name of Participant 

participate in an investigational study entitled:  

   , under the direction of  . 
The implications of his/her participation; the nature, duration and 
purpose; the methods and means by which it is to be conducted; and the 
inconveniences and hazards which ma/ reasonably be expected have been 
explained to me/us by , and are 
set forth on the reverse side of this Apreeraent, which I/we have 
initialed.  I/we have been given an opportunity to ask questions 
concerning this investigational study, and any such questions have 
been answered to my/our full and complete satisfaction. 

I/we understand that I/we may at any time during the course of the 
investigational study revoke my/our consent, and withdraw the above 
named participant from the study without prejudice; however, he/she 
may be requested to undergo certain further examinations, if in thp 
opinion of the attending physician, such examinations are necessary 
for his/her health or well being. 

I understand that in the event of physical injury resulting from the 

research protadures, medical treatment for injuries or illness is 
available and that compensation may be available through judicial 
avenues. 

An effort has been made to explain the research study to the child in 
his language and my child agrees to participate. 

Signature Relationship Date 

Printed name 

Permanent address 

Social Security #, if available 

Signature Relationship Date 

I was present during the explanation referred to above, as well as the 
parent's/guardian's opportunity for questions, nnd hereby witness 
their signature. 

Witness  Signature 

A-7 
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-.i- APPENDIX B 

Annual Progress Report FY 

Work Unit No.: 

Title of Project: 

Investigators: 

Principal: (senior investigator responsible for project) 

Associate:  (coinvestigators) 

Objectives:  (goal of research) 

Technical Approach:  (method of attaining objectives) 

Progress and Results:  (organized description of the research effort 
in relation to this work unit which was per- 
formed during the period of this report.  If 
investigational drugs were used the information 
required by AR 40-7 must be included.  The 
nvimber of patients studied must be precisely 
delineated.) 

Conclusions:  (concise statement of goals achieved by current studies) 
Have there been serious or unexpected side effects/ complica- 
tions occurring in subjects participating? 

Funding Requirements:  (present and next FY) 

Personnel:  (name and grade) 
Equipment: 
Supplies: 
Travel: 
Other: 

Publications:  (list only those published during present FY or 
abstracts from your service which are related to the 
research described in this report.  Failure to enu- 
merate publications or abstracts may compromise fun- 
ding of the protocol.) 

Type of Report:  (completed, terminated, interim) 

(Report should be typed on 8 x 10-1/2" bond paner with 1" margins on all four 
sides.  Do not number pages.  Double space between sections of the report. 

Single space typing within each section.  Do not put a sirnature block on 
report.) 

3-1 
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DBSPOSITION FORM 
Pof «»• «f llil» If <% — AR jjMlw •'•• pr^onon) e|Mi«y It TACCCH« 

RCrf RCMCC Oil OFn« SYMBOL 

HSWP-QCR oactive Drug Research Report 

10Secretary, RDRC 
Room3E05, CIS1" ' 
WRAMC 

1. Work Unit #:      

2. Work Unit Title: 

KOM DATE CMTI 

Patient Information: 

a. Identification Code; 

b. Age:   

c. Sex:   

d. Weight:   

(This number must allow for referencing 
back to a specific patient) 

Pharmacological  Dose Information: 

a.    Active  Ingredients:      

b.    Maximum Amount Administered per Subject:      

Radionuclide Information: 

a. Radionuclide Used (Include any significant contaminants): 

b. Activity of Radionuclide Used:     '         

c. Date Radionuclide Administered: 

6. Were X-ray procedures utilized in conjunction vith 
this research protocol? YES 

Has any subject used in this study participated 
in other radioactive drug research studies?      YES 

NO 

NO 

SIGNATURE OF  RESPONSIBLE  INVESTIGATOR 

DA /r» 2496 REPLACES 00 fQHH «J. WHICH II OUJOLCTC. 

O  1 

_______ 

A OPO - 197S-MS-432/1093 
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Administrative Checklist   for  Evaluation of Protocols 
(available  for distribution to  principal   investigators) 

1. Administrative inadequacies: 

Is Che format inappropriate? 

Has the protocol been signed off by the Chief of 

Service and Chief of Department? 

Is there an impact statement? 

Is the impact statement signed off by the involved 

Services? 

Is the budgetary information sufficiently explicit? 
The exact type of supplies should be enumerated. 

Is there a justification for major equipment pur- 

chases? 

2. Adequacies of consent forms: 

A.  Does the consent form contain: 

1) An explanation of the purpose of the study 

2) The duration of the study 

3) A full explanation of what is going to happen 
to the patient 

4) A description of all discomforts and risks re- 
lated to the research 

5) A disclosure of an alternative to participation 
in the study.  It should be emphasized that par- 
ticipation in the study is entirely optional. 

6) A description of any benefits to be expected 
from participation in the study 

7) An offer to answer any questions concerning the 
study 

8) An instruction that the subject is free to 

decline participation or terminate participation 
at any time without prejudice. 

%Ji^ 

YES NO 
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YES 

9)  A statement informing the volunteer of 
available opportunities for compensation 
for any injury incurred during the study. 

10)  For Oncology protocols, a statement that 
"there is no guarantee that the proposed 
chemotherapy program is better than a 

standard program" 

B. Is the language used in the consent form 
comprehensible by lay patients? 

C. Is there exculpatory language in the protocol? 

NO 

9 

Signature  

Date 
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Form  for  Primary and   Secondary  Review of  Protocols 

Protocol Title: 

Reviewer: 

Recommendations  to the Committee: 

/~7    approval /  /    disapproval /  /    provisional  approval 
with stipulation 

Narrative justification for reconunendations: 

Prioritization  (Assign a number between  1 and  5,  with  1.0 being out- 
standing,   3.0 average, and 5.0 disapproval.) 

Scientific merit 

Priority for funding 

(Assign a number) 

Is  the budget realistic and adequately justified? 
i 
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Dear Professional Committee Member of Clinical Investigation 

Committee: 

Enclosed is the FY-1978 Annual Progress Report (APR) for Work Unit t 

it is requested that you represent the Clinical Investigation Commit- 
tee by reviewing the /PR for the enclosed protocol.  Upon request, we 

will provide you with the original protocol, or you may come to the 
Clinical Investigation Service office during duty hours.  The follow- 
ing questions are offered to you as guidelines to assist you in your 
review. 

1) Is progress being made on the protocol? 

2) Does the progress report indicate substantial deviation from 

the original protocol? 

3) Is there any evidence of either unexpected side effects or an 
increased incidence of expected untoward side effects? 

4) Is the request for funding appropriate?  (One should consider 
here the merit of the project, previous budget, previous progress as 
documented by abstracts or publications, and justification for funding 
in the APR.) 

COminents; 

• 

Recommendations:  (please check in box) 

f~7    1) That the APR and request for funding be approved by the 
Committee. 

/~7  2) That the following additional information/clarification be 

furnished by the principal investigator. 

/ /  3) That the entire Committee closely scrutinize this APR and 
examine the following specific aspects of the APR. 

Signature 

i 

Date 
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I.  Implementation of the System of Protocol Review (including the 
System of Primary and Secondary Reviewers). 

A. Protocols must be received by the 25th of the preceding month 
(or next working day if the 25th is a weekend day or holiday) in order 

to be considered at the next meeting, usually the fourth Tuesday of 
each month.  Protocols not approved by the Department and Service 
Chief would not be accepted.  The investigator would be expected to 
provide Clinical Investigation Service with several key references 
from the bibliography of the protocol. 

B. Upon receipt of the protocol by Clinical Investigation 
Service, an administrative review and evaluation of the consent form 
would be undertaken.  (See Incl #1 explanation and review sheet.) Any 
protocol with deficiencies would not proceed further in the review 
process until the deficiencies were resolved. Minor deficiencies in 
the consent form would be corrected by the editorial staff in the 
Clinical Investigation Service office. The investigator would receive 
a revised consent form and an explanation for revisions. 

C. Protocols would then be read and reviewed by Chief and Asst 

Chief, Clinical Investigation Service, who would evaluate them 
primarily for adequacy of experimental design.  The Chief and Asst 
Chief might elect to have an outside consultant review some protocols. 

D. These protocols judged to be of reasonably sound design would 

be forwarded on about the first of the month to two (2) primary re- 
viewers and two (2) secondary reviewers.  The primary and secondary 
reviewers would be members of the Committee.  Any of the primary and 
secondary reviewers could utilize additional consultation.  An attempt 
would be made to select primary reviewers from the Committee on the 
basis of knowledge/expertise allied with the area under investigation 
in the project. An exception would be Oncology protocols, which would 
be distributed to the Committee on a rotational basis.  Primary re- 
viewers would attempt to assess scientific merit, experimental design, 
and give some priority for funding.  They would be provided the key 
references submitted by the principal investigator.  Each primary re- 
viewer wculd submit a written report to Clinical Investigation Service 
of his assessment of the protocol by the 15th of the month (see Incl 
#2).  At his discretion, he could consult with the investigator, and/ 
or another consultant reviewer and suggest modifications or simply 
submit a written report to Clinical Investigation Service. 

D-l 
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The secondary revie 'ers would also be selected from the Committee, 
except that they would not have expertise or knowledge allied with the 
area under investigation.  They would be selected on a rotational 
basis, would submit the same written reports as first reviewers, and 
would be especially expected to provide some degree of more remote 
perspective regarding the merit of a project. 

E. The entire Committee would be provided copies of the proto- 

col, primary review and secondary review.  Attendance of the investi- 
gator at the meeting would be optional but he would be provided with a 
copy of the minutes which would contain the reasons for approval/dis- 
approval.  The written protocol would be expected to be sufficiently 
explanatory that only adjunctive infoimation would be the only input 
requested of the investigator at the meeting. The entire Committee 
would consider the protocol and reviewer' s comments and vote for 
approval/disapproval.  The numerical estimation of scientific merit 
and priority for funding from the reviewers would be recorded in the 
minutes.  The entire Committee would have an opportunity to revise the 
numerical estimate of scientific merit and priority for funding. 

F. A list of volunteer consultants and their areas of expertise 

would be compiled from USUHS, AFIP, WRAIR and NNMC. 

II.  Annual Review of Protocols 

A. Henceforth, the Service will issue investigators lab note- 
books, which will be available for inspection upon 24 hour notice and 

will be returned to Clinical Investigation Service upon completion of 
the project or the investigator's departure from WRAHC, at the dis- 
cretion of the Chief, Clinical Investigation Service.  For certain 
types of projects, a study record could suffice in lieu of a lab 

notebook. 

B. Funded protocols which have been approved more than three 

years before must be resubmitted to the Committee for approval. 
Cooperative group protocols not requiring funding will be exempted 
from the three year limit.  After three years, they are automatically 
considered terminated.  Notice will be given to the principal investi- 
gator of these protocols three months prior to termination. 

C. On a random basis, periodic inspections will be made of the 
data books, consent forms, and general status of individual work 
units.  Written recommendations will be made to the Committee based on 
the basis of these inspections.  At least one week notice will be 
afforded investigators.  The Committee may elect to terminate a pro- 
ject or give the investigator time to correct deficiencies prior to a 
reinspection. 

D-2 

54b 
■- —      M —■ - 



"-.,-............ ■"■"""■""-■ "- ■ 

■s 

8 January 1979 WR 70-1 

D.     This year's Annual  Progress  Report will be divided  into equal 
packages  for each member of the Committee (see  Incl  #3) who can: 

1) Certify that  the Annual  Progress Report  is adequate and 
the project merits continuation. 

2) Request additional data from the princioal  investigator. 

3) Recommend  the entire Committee closely scrutinize the 
project and decide whether or not continuation is warranted. 

D-3 
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Work Unit No.:    1647 

Title of Project: Inhibition of Red Cell Pyridoxal Kinase by 
the Carbonyl Reagents, Isoniazid and Hydra- 
lazine 

Investigators: 

Principal:      LTC John A. Kark, MC 

Associate:      LTC Michael J. Haut, MC 

Objectives:   To elucidate the mechanism of the anti-B   side effects 
of these drugs and to define the time-course of these 
effects. 

Technical Approach: Methods have been described in detail in 
previous protocols and interim reports.   This 
year we have synthesized the putative inhibitor 
of pyridoxal kinase, the pyridoxal hydrazone 
derivative.   We have shown that inhibition of 
red cell pyridoxal kinase occurs at the expec- 
ted low concentration (10   M in pyridoxal- 
isonicotinyl hydrazone, PL-INH).   We are in 
the process of devising an assay for this com- 
pound in red cells. 

Progress and Results:   Pyridoxal-isoniazid hydrazone (PL-INH) could 
be detected by fluorescence in hemolysates, but 
the amount of fluorescence varied as the log of 
concentration.   On-going work concerns obtain- 
ing conditions for lineal assay of PL-INH con- 
centration. 

Conclusions: PL-INH can be detected in hemolysates.   Further work 
is needed to obtain a quantitative measurement of red 
cell levels. 

Funding Requirements:   None 

Publications:   None this fiscal year 

Type of Report: Interim 
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Work Unit No.:    6009 

Title of Project: 

Investigators: 

Principal: 

Associates: 

Clinical and Laboratory Investigation of 
Meninqeal Leukemia 

Frederick B.  Ruymann, M.D., COL, MC 

Alan Mease, M.D., MAJ, MC 
Askold Mosijczuk, M.D., MAJ, MC 

Objectives:   Comparison of biochemical and immunological variables 
in the cerebrospinal fluid of patients with Acute Lymphocytic 
Leukemia under treatment with intrathecal methotrexate vs. intra- 
thecal methotrexate and CNS irradiation. 

Technical Approach:    Patients with leukemia under the direct and 
consultative care of the Pediatric Hematology/Oncology Section 
will  be used as the primary source.    Additional patients will 
be studied.    Clinical histories, flow sheets, and summaries are 
already maintained by child and adult,oncologists at present. 
Particular note will  be made of the time of diagnosis, length of 
remission,  past history of CNSL, and therapy for CNSL and type 
of prophylactic CNSL treatment.    As new patients are acquired 
on #7411 they will be followed along.    Spinal fluid and blood 
specimens will be obtained.    Patients in clinical remission will 
have confirmatory bone marrow aspirated and spinal  fluid analysis 
every two months.    This consent will  be obtained on all  procedures. 
This protocol  involves no procedures beyond those already 
recommended for ALGB. 

Progress and Results:    The main laboratory, WRAMC has cyto- 
centrifuge capability with competent interpretation of results 
available on a routine basis.    We have monitored this capability 
over the past 2-3 years. 

Conclusion: 

(1) Discontinue funding of this project #6009. 

(2) These studies now exist as routine procedures in 
the Department of Pathology. 

(3) Continue to keep the cytocentifuge in the Laboratory 
of Developmental  Diagnosis under the direction of Dr.  Mease, 
since this centrifuge is used regularly in ongoing work with 
white cell   function. 

Type of Report:    Terminated 
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DISPOSITION FORM 
fat ui« of thli tarn, ••■ AR 340-15. lh» propon«i» ogancy It TACCEN. 

REFERENCE OR OFFICE SYM80L 

HSWP-OCR 

SUBJECT 

Request for \n   Annual Procress R^nort, FY-78. 

TO 
Richard Gardner, MD 
Deot of Peds 

FROM 
C, Clin Tnv Svc 

DATE 
12 Apr 79 

CMT 1 

1. Uespite multiple written and telephonic requests fror, this Service, qo FY-78 

Annual Progress Report (AP^l) has been received for Work Unit #6013, Evaluation of 
Four Modes of Therapy of Reyes Syndrome, Acute Encephalopathy with Fattv 
Infiltration of the Viscera:  A Multi-Hospital Study. 

2. Unless an APR is received by 20 April 1979, the Clinical Investigation 
Committee has voted to: 

1) accept no future protocols from you 

2) terminate funding for any other of your protocols 

^^v^vC 
SOEUM 

MAJ, MC 

Chief, Clinical Investigation Service 

HSWP-K 

TO C,Clin Inv Svc FROM C, Dent of Peds DATE 17 Apr 79 CMT 

■Doctor Gardner was reassigned to Germany upon comnletion of his training at WRAMC Jun 
78. As nhysicians frequently seem to PCS without: subnitting final annual progress 
reoorts it is suggested that it be a reouirnnent for them to outprocess through your 
Service. 

KvMS 
MES W. BASS, M.D. 
olonel, MC 

Chief, Department of Pediati'ics 

DA rtt.. 24 96 RilPLACES  DÜ   FCHM ab.  WHICH   15 OBSOLETE 
ÖCPO-1975-665 422/1063 
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Work Unit lio. 6014 

Title of Project:    Granulocyte Transfusion in Children:    A 
comparison of continuous flow csntrifugation and filtration 
leukophoresis 

Invastigatars: 

Principal.:    Fredarick B.  Ru^mann, M.D., COL, MC 

Associates:    Alan Measer M.Ov,-HAJ, MC 
"*~~ ■ Askald Mosijczuk, M.D., MAJ, MC 

Park Simpson, "MD., MAJ. MC 

Objectives:   The goal of this research is to compare two methods 
of granulocyte collection and subsequent transfusion in children. 
Comparisons of effects on,donor and recipient and planned with 
specific investigations of granulocyte chemotaxis and other basic 
function studies. 

Technical Approach:    The basic method for granulocyte collection 
by continuous centrifugation and outlined in the attached publi- 
cation.   The method for filtration leukophoresis is outlined by 
the protocol and follows standard published methods.   The experi- 
mental design.involves sequential daily transfusions to an eligible 
patient using alternating collection methods from the same donor. 
Comparisons wilT then be made of donor reaction» recipient reaction, 
and granulocyte parameters as outlined by the protocol. 

Progress & Resul-ts:    A recent addendum to this protocol has been ■ 
issued» see attached.   White cells for granulocyte transfusion 
therapy are principally obtained from the Blood Donor Center, 
American Red Cross.    The arrival of the white.eel Is occurs very 
late in the day, generally after 1700 hrs.    This late arrival 
time precludes extensive in vitro testing as planned by this 
protocol.    In vivo data, such as 1 hour recovery data will 
continue to be obtained, however. 

The informed consent must continued to be used to comply 
with FDA regulations, since white call transfusions are considered 
investigational. 

Conclusions: 

(1) Continue this protocol   ^6014 for another year. 

(2) MAJ Terry Pick,  Fellow in Pedlatric Hematology/Oncology 
will   perform a review of recent granulocyate transfusions in 
children, WRAMC and prepare a publication. 

(3) In-vivo chta and inforaei c'j-ijent'procedures will 
I. '/■% 1  1 y ,i 
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(4)    A new granulocyte transfusion protocol   is planned 
for next year. 

Funding Requirements:    FY 79: 

Travel:    Training - $500 Travel  to present results of 
this project at a national meeting. 

Type of Report:    Interim 
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Work Unit No, 9037 

Title of Project:     Women's  Knowledge of Breast Cancer  and 
Bre.-'-t  Self-Exanination 

Investigators: 
Principal: 

Associate: 

2Lt. Shelly K. Rogers, ANC, Staff Nurse, 
Ward 67, WRAMC. 
Maj. Susan B. Shipley, ANC, Nursing Research 
Service, Dept. of Nursing, WRAMC. 

Objectives:  The purpose of this study was to (1) determine 
women's levfel of knowledge of breast, cancer and breast 
self-examination; (2) to ascertain any significant correl- 
ation between demographic information and/or knowledge 
and actual practice of breast self-examination; and (3) 
to gather base line data in preparation for the develop- 
ment ot an educational program for women about breast 
self-examination. 

Technical Approach:  The above stated objectives were achieved 
in a comparative survey study method. 532 adult women 
over the age of 20 visiting the OB-GYN clinic were inter- 
viewed, provided an explanation of the study, and asked 
to sign a consent form by one or both investigators. 
Each woman was then asked to complete a ]S-question instru- 
ment consisting of 6 questions reJated to demographic data 
and 9 questions related specifically to breast cancer and 
breast self-examination.  Correct answers for at least 
80 percent, or 7 out of the 9 questions related to knowl- 
edge represented the acceptable standard or a passing score. 

Progress and Results: After tabulating the answers from each 
of the 532 questionnaires, it was found that 60 percent of 
the women achieved the acceptable standard, and were found 
knowledgeable of breast cancer and breast self-examination. 
On the other hand, 40 percent of the women did not achieve 
a passing score and lacked knowledge of both breast cancer 

' and breast self-examinaition.  Of the total sample, only 
53 percent of the women actually practiced monthly breast 
self-examination.  45 percent of the women were 20 to 29 
years of age.  The education level of the sample was signifi 
cantly high.  98 percent had at least a high school educa- 
tion, with 53 percent oi   the total sample having graduated 
from college. 

Conclusions:  Despite the increase in publicity and information 
available to women on breast cancer and breast self- 
examination over the pa;-;t several years, a significant 
number of women still 1. ..1; v i t -1 information essential to 
the pcri'ü nnancc of brca   . ;/. f  •. an i nation.  The chviou". 
implication here is the necessity of health teaching. 

: 
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Women can only practice  acceptable breast   self-examination 
if they possess  an adequate  knowledge base. 

Funding Requirements:     None 

Publications:     There are   no   publications  to  üate.     Manuscripts 
for future publications will  be  forwarded   to  the  Clinical 
Investigation Service at  such times. 

Type of Report:     Final 
I] 
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