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In conducting the research described in this report, the
investigators adhered to the "Guide for Laboratory Animal
Facilities and Care" as promulgated by the Committee on

the Guide for Laboratory Animal Resources, National cademy
of Sciences-National Research ouncil, and the Guiding
Principles in the Care and Use of Animals (Appendix I)
approved by the Council of the American Physiological
Society. The investigators tollow the recommendations

from the Declaration of Helsinki (Appendix II) in the
verformance of investigations involving human subjects.
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FORWARD

The mission for the Department of Clinical Investigation is
to encourage and support research endeavors by the professional
staff assigned to Madigan Army Medical Center. The Department
of Clinical Investigation must become more efficient and stream-
line the necessary paperwork which is required by regulations in
an effort to assist all prospective and actual investigators.
However, thec staff of the Department of Clinical Investigation
must continuously be on guard not to create such a bureaucracy
that the Department exists tfor the sake of the bureaucratic
organization. The Department of Clinical Investigation exists
for the investigator and must be willing to coffer assistance to
support justifiable research endeavors. It is hoped that the
Department of Clinical Investigation will never become so sub-
merged in the wellspring of bureaucracy that the investigator
is not assisted in his ettort to further scientific knowledge.

Une of the problems today in encouraging research is
exemplified by a quote trom The Water Babies.! "For as fast
as | learn things 1 forget them again. So my mama says that
my intellect is not adapted for methodic science, and says that
I must go in tor general information." There is an increasing
tendency for physicians of today to do less methodic science,
reaear~rh . and to be more concerned about general information,
nitieont 2na, It should be pointed out that the simplest
question is the most profound and that "learning is finding out
what you alreadv know, doing is demonstrating that you know it,
teaching is reminding others that they know just as well as
ymu.”z The Department ot Clinical lnvestigation encourages the
staft to tind out what thev already know, do it, then teach it
by atilizing our facilitices and expertise in answering posed
questions.

Concern abont what his peers may think is one of the
difficulties when encouraging an investigator to enter into new

areas or to ask questions L.at he thinks have been answered pre-
viously. To guote Jonathan Livingston Seagull when he tried to
tell his flock of new tindings, "lIrresponsibility? My brothers!

he cried.  Who is more responsible than a gull who finds and
follows meaning, a higher purpose for life? For a thousand years
we have scrabbled after tish heads, but now we have a reason to
live--to learn, to discover, to be free! Give me one chance, let

me show vou what ['ve tound..."3 The researcher must be nre-

pared to meot with skepticism and occastonally downright disbelief.
This can only be met with selt-assurance of Knowing oneselt, In
doing research one must first learn how to judge onesclt, kven

the Little Prince was told, "It is much more difticult to judge
oneself than to judge others. It vou succeed in judging vourself
rightly then you are indeedi a man of true wisdom."d S0 must

the researcher learn how to judge himselt, hence, nis work and the
results, and tinally to be able to compile the data in a meaningtul
manner.  Fach ot ns is born a researcher but many hours ot diligent
hard work and selt questioning are reguired in ettorts to tind
answers to gquestions.
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The researcher must be ever on guard not to lose sight of the
objective. In Frank Herbert's Dune,” a Bene Gesserit proverb
states, "Any road followed precisely to its end leads precisely
nowhere. Climb the mountain just a little bit to test that it's
a mountain. From the top of the mountain you cannot see the
mountain." Hence, the researcher must be continuously alert
when the objective is no longer in sight less the sands of the
mountain become of paramount importance, The staff of Clinical
Investigation stands ready to give support and direction when
the researcher has reached the mountain of his question, helping
to guard against the sands until an answer, the pinnacle of
success, is achieved. :

This report can be best summarized by a poem by George Stewart®:

Here, silent, speak the great of other years,
the story of their steep ascent from the
unknown to the known, erring perchance
in their best endeavor, succeeding often,
where to their fellows they seemed most
to fail;

Here, the distilled wisdom of the years, the
slow deposit of knowledge gained and writ
by weak, yet valorous men, who shirked not
the difficult emprize;

Here is offered you the record of their days
and deeds, their struggle to attain that
light which God sheds on the mind of man,
and whieh we know as Truth.

Unehaved must be their genius; it was their
own; but you, be you but brave and diligent,
rnay freely take and know the rich compan-
longhip of others' ordered thought.

‘?Sv4~h~a— \~. lﬂk«v;»

BRUCE L. FARISS, M.D., COL, MC

1 Kingslev, Charles: The Water Babies., Houghton Mifflin
Company, Boston & New York, p 287.

2 Bach, Richard: [1lusions: The Adventures of a Reluctant
Messiah. Delaconte Press/Eleanor Friede, 1977, p 46.

3 Bach, Richard: Jonathan Livingston Seagull: A Story.
The MacMillan Company, New York, New York, 1970, p 35.

4 De Saint-Exupéry, Antonine: The Little Prince. Harcourt,
Brace & World, Inc., New York, 1943, p 39.

5 Herbert, Frank: NDune. Chilton Book Company, Philadelphia,
Pennsylvania, 1965, p 68,

6. Fulton, John F.: Harvey Cushing, A Biographyv. Charles C,
Thomas, Publisher, Springfield, !llinois, 1946, p 715.




UNIT SUMMARY FY 82

1. Objective

To provide the facilities and environment to stimulate an
interest in clinical and basic investigations within Madigan

Army Medical Center.

2. Technical Approach
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DESCRIPTION RANK MOS

Med Tech

GARRISON, Mina J. GS9 0644

Med Tech

KETTLER, Thomas M. GS9 0644

Med Tech

MATEJ, Louis A. GS9 0644

Edit Asst/Steno

WHITTEN, Nancy J. GS6 1087

Sec/Steno

HOUGH, Eugenia R. GS4 0318

Maintenance Worker

MALLOUF, Jerry WG7 4749
FUNDING

MEDCASE Equipment $ 135,179.00

Capital Equipment 1,460.00

Civilian Salaries 116,785.00

Consumable Supplies 81,688.00

Contractual Services 5,323.00

TOTAL $ 340,435.00

3. Progress

During FY 82 there were 236 active protocols that received
administrative and /or technical support during the year.
Of these. 158 are presently ongoing,; 65 were completed;
and 13 were terminated.

There were 36 publications, 7 papers are in press, and 30 papers
have been submitted to journals for possible publication. There
were 28 presentations at regional, national or international
meetings resulting from these protocols.

Five theses from research protocols were presented and accepted
as partial fulfillment of the requirements of the USA Health
Services Nurse Anesthetists Course.
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Reflex in Impotence. Submitted to Arch Phy Med Rehab. Mar 81

DEPARTMENT OF SURGERY

Publication:

Babcock, T.L. and Snyder, B.A.: Spontaneous Pneumothorax Associated
with Tuberous Sclerosis. J Thorac Cardiovas Surg 83(1):100-104,
1982.

Dresner, M.L.: Surgical Revision of Scrotal Engulfment.
Urol Clin North Am 9:305-310, 1982.

Hays, L.L., Lugman, W.A., Davis, R.K., and Smith, D.R.: Medullary
Carcinoma of the Thyroid Masquerading as Idiopathic Vocal Cord
Paralysis. Otolaryngol Head neck Surg 90:81-84, 1982.

Hays, L.L., Novack, A.J., and Worsham, J.C.; The Frey Syndrome:
A Simple, Effective Treatment. Otolaryngol Head Neck Surg 90:
b19-25, 1982,

Accepted for Publication:

Schoenfeld, R.H., Belville, W.D., Jacob, W.H., Buck. A.S., Dresner,
M.L., Insalaco, S.J., and Ward, G.S.: The Effect of Dimethyl
Sulfoxide on the Uptake of Cisplatin From the Urinary Bladder of
the Dog. Accepted by J Amer Osteo Assoc, Sep 82.

Submitted for Publication:

Taylor, W.E., Myer, C.M., Hays, L.L., and Cotton, R.T.:
Acute Suppurative Thyroiditis in Children. Submitted to
The Laryngoscope, Jan 82,




PHESENTATIONS. ... .. FY 82

DEPARTMENT OF CLINICAL INVESTIGATION

Fariss, B,lL, and Plymate, S.R.: Henal (ilyvcosuria: The KEvaluation
af REood Sugar and Insulin Responses to Gluense andd Tolbutamide.
Presented to 3rd Annual Military kEndocrinologists Meeting, San
Francisceo, CA, 15 June 1952, page 12 of the Program and Abstracts
ot the meeting., TPOSter session)

Fariss, B.l.., Mallouf, J., Ward, G.8., Liebenberg, S.P., and
Plvmate, S,R.: hvaluation ot the Pituitarv-Adrenal Axis in the
Pactitic Coast Silver Salmon meornhynahye kiautaht, Presented

te the 3rd Annual Militarv ‘tkndocrinologists Meeting, San Francisco,
A, 15 dune 1YRZ, page 13 of the Program and Abstracts of the

meert Ny, rhaster session)

Haver, .0, and Tittle, J.5,° Intection Induced RNA Synthesis in
Tsolated Nuclei. Ferbeeration ot American Society tor kxperimental
Binlogyv., 1H Apr X2, New Orleans, LA, Abstract 3950, Fed Proc
Floby - 9an ) 1982,

Pivbhenhery , S0P and Tinn, [f.M.o: Seasonal and Sexual Influences
noHabhh o At ropine=sterase, West Coast Meeting, Amer Assoc lab
Vadmal Sev, kRugene, OR 0 Juane 19X2,

Pishenberg, S.bP0 ., stills, HoFLo, and Balady, M.A.: A Comparison
it Ractorial Flora ITsolated by Transtrachael Aspiration and
Pharvngzon ]l Swahs an Mysgry Tape eyt imie Wost Coast Regional
Mer timy . Amer Assae Tab Animal Seid, bugene, OR, June 1UXRY,

Plvmate, S R., Avbel, AL, and Fariss, RB.l,,: kttects ot Hyper-
thvrapdism on 'ntreratestieglar Testosterone and Androgen Binding
Traateero Reprodatrve Raoolary Section, I'miv Washington, Seattle,
WAy 1R

Plymate  N0RL, Ward o GoS0 0 Satlor, ke, and Faritss, B.,lL.: Morphine
Saltate (Ms) Addrctian Sappresses Ganadotropain Secretion in the
Faemaglee YMroea g e ame ey g bresented to The bndocerine Society
e ting , 18- 1s dane Yaxy o San Franciscoo, CA, Abstract 2579,
Plymate o SUR., Ward ) arosSL o Sardior, ke, oand Fariss, B.ol..: Morphine
Sultate (MN Ad b ot ion Sappresses Gonadotropin Secretion in the
oemale Yyorgeg o omo sty g Proesentaed to o the 3rd Annual Military
Endacrinalogists Moctang . 1o Tane TUYX2 0 San Francisco, CA, page 14
Che Dot o and Abhst o ta b the mee LI, thPoster session)

rivrate . S L, Teonarmt, WMy, baunlsen, CJA, ) and tariss, B.l.:
ttect ot Androgon Thoerapy o on Pree Tostosterone andt Testosterone
Aindans slobhalrn an ddvpogonaial Males, Presented to American

o terty ot Andrology Mecoting, Hilton Heal T<land, S, February 19K2.

16




DEPARTMENT OF FAMILY PRACTICE

Mad lon-Kay, D.J.: Gonorrhea Screening in Women: When Is It Cost
Effective? 9th Annual Scientific Meeting, Uniformed Services
Academy of Family Physicians, 26 May 82, Seattle, WA.
Outstanding presentation of a scientific paper by a resident.

DEPARTMENT OF MEDICINE

Avbel, A, Plymate, S.R., Harwood, J.P., and Fariss, B.L.:
1 Influence of Long Term Testosterone and human Chorionic Gonado-

t tropin Administration on Intratesticular Testosterone. Presented
3 to Third Annual Military Endoc¢rinologists Meeting, San Francisco,
" CA, 15 June 82, page 5 of Program and Abstracts for the meeting.

3

Avebl, A., Plymate, S.R., Fariss, B.L., Ward, G.W., and Garrison,
M.J.: Effect of Chronic Administration of Testosterone and Human
Chorionic Gonadotropin on Testicular Function. Pacific Coast
Fertilty Society, 18 Oct 81, Palm Springs, CA. Abstract #48.

Hill, J.C.: Intracoronary Thrombolysis with Streptokinase in the
{ Hyperacute Phase of Myocardial Infarction. Army Association of
F Cardiologyv, May 1982,
; Treece, G.l..: Medical Boards and the Active Duty Diabetic.
( Presented to the 3rd Arsnual Military Endocrinologists Meeting,
f 15 June 1982, San Francisco, CA, page 9 of the Program and

Abstracts for the meeting.

Treece, G.L.: The Integration of Purified Pork Insulin lnto the

Military Health Care Systems. Presented to the 3rd Annual

‘! Military Endocrinologists Meetihng, 15 June 1982, San Francisco,
) CA, page 10 of the Program and Abstracts for the meeting.

DEPARTMENT OF NURSING

4
Hogeland, S.C.: Measurement of lLvmphedema of the Arm.,
Presented to 13th International Cancer Congress, Seattle, WA,
‘ 13 Sep 82.
¢




DEPARTMENT 0" PEDIATRICS

Mar inelli, P.V. and bPettett, 1'.G.: The vffect of ldentical
Jontilator Settings in bitterent liisease states, western C
Anterenee on Perspatal kesearel, San ego, (A, 10-12 Jan 82,

14

1

)

r .

L Mar aqe-l by, bLout, ot Bette bt o The Bttect of Sampling Sites

] cnowhiite Blood Tell S onmts an tealthy tewborn Intants, hmer Acad
vediatrics, District viii, 7th annual Conference on Perinatal-
Nweenarat o medictine , Tackaon Hale, wWyoming, May 26-29, 1982,

L

4 o .

‘ Moy dell, R., Marinelli, pP.v., and Pettett, G.: Timing and Evolution

1 ot [CH 1n Intants Weighina less than 2000 grams, Aspen Military

1 vy inatal tonterence, Aspon, 0, ITx=21 Jul 1982,

|

s

‘ Pettott, . Aarmy Followup in a kegiconal Neonatal Referral Program.
arer Acad bPediratrices, baistrict ViDL, 7th Annual conference on

[ Dot onatal- Meonatal Modicorre, dackson Hole, wyoming, May 26-29,
t R

{ : S

F‘ Kawlings, 1.8., vettett, o, Wiswell, T.b., and Clapper, J.;

b Pstimate Bioost Volumes in Polycytemic Neonates as a Function of
. Bor v e gkt  th Annius ' S natorped Services Pediatrilc Seminar,
\ I A SE R TR

. . . .

5 P, oM s My coemputer Graphiirp oot Neonatal lata.

k( Py v tovr L coped Uymposian on Lormputere 1n berinatal

p o L T B RV S P CAPR B B Jeeves baned, O,

U PARTMENT OF  STTRGERY
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Presentations: (Dept Surgery - Cont)

Reid, H.S.: Tourniquet Hemostasis: A Clinical Study.
Presented Annual Meeting Society of Military Orthopaedic Surgeons,
Bethesda, MD, 9 Nov 81.

Schoenfeld, R.H., Belville, W.D., Jacob, W.H., Buck. A.S., Dresner,
M.L., Insalaco, S.J., and Ward, G.S.: The Effect of Dimethyl
Sulfoxide on the Uptake of Cisplatin From the Urinary Bladder of
the Dog. Kimbrough Urologic Seminar, Denver, November 1981.

THE BYRON L. STEGER RESEARCH AWARD

1982 saw the development of a new award at Madigan - the Byron
LL. Steger Research Award. The submissions are judged on their
scientific merit, relevance, objectivity of evaluation, inter-
pretation of results, and the potential importance of the
subject of the research. The recipient of this award for 1982
was CPT Hubert S. Reid, MC, for his project entitled "Tourniqguet
Hemostasis - a Clinical Study."

Other nominees were:

MAJ William H. Dice, MC - Pulmonary Toxicity following
Gastrointestinal Injestion of Kerosene

MAJ Richard C. Keniston, MC - Biochemical Correlates of Mortality
Hypoalbuminemia and Vitamin B6 Deficiency

MAJ Arthur R. Knodel, MC - Are Outpatients' Theophylline Levels
Useful? A Clinical Evaluation

MAJ Diane J. Madlon-Kay, MC -~ Gonorrhea Screening in Women: When
is it Cost-Effective?

MAJ Philip Marinelli, MC - Mechanical Properties of the Premature
Lamb Lung After Antepartum Exposure to Betamethasone

LTC John K. Podgore, MC - Asymptomatic Chlamydia trachomatie
Urethral Infection in Male Military Personnel
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Initiated

1981

1yl

1982

1982

1yg2

1982

1Yx1

1951

1980

1982

1982

19%0

JREXLB

1Ux2

Testosterone and HCG kKiftects on Testicular sSteroido-
genesis, LTC Plymate (0) (PR)

The kitect ot OUplates on the Helease of Gonadotropins
in the Macaca nemestrina. LTC Plymate (0) (PR)

Ditterentiation of lLutenizing Hormones from Different
Animal Species Utilizing the HPLC. LTC Plymate (0)

The lncidence ot vVaricocele in an bnselected Male
Population, LTC Plymate (1)

Eftect of HCG and T on Hegulation of Leydig Cell
Function; LTC Plymate (V)

DEPARTMENT OF BEMERGENCY MEDICINE

Ettects of Lower Bodyv Positive Pressure on Tissue
Pertusion. CPT Chisholm (C)

Fttects of Alcohol on the Hepatotoxic Properties of an
Acute Acetaminophen Overdose. CPT Dargon (C)

Evaluation of Peak kxpiratory Flow Rates as an Lkarly
Predictor of Admission for Patients with Acute
Bronchospasm, CPT DeGarmo (C)

tmergency Room Procedure Training. CPT Dronen ()
tmergency Room Procedure Trailning. CPT Dronen ()

Hemod vnamice esponses to Application and Removal ot
Nitroglycerin Ointment 1n Normal Subjects.
MAJ Frumkin ()

Severity ot lllness mn After-Hours r.,.n. Visits: llie
Privsician's Assessment versus the bPatient's,
CPT Stuart ()

DEPARTVENT OF FAMTLY PRACTICH
Dramine Oxidase Levels and Asthma in Pregnancy.,
CPT Duecey ()

Fxercise Vreseription and bretary Restriction tor the
Keductionn ot weigzht and Cardiovascular Risk Factors.
CPT Girorg i)
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Camparisen ot Captropril o oand Propranolol with Added
Hvdrochlorothiazide 1Tt Necessary, in the Treatment of
Moajerate becontial Hyvpertension, MAT Apodoa (T)
T Pl ok a0 P e by Seamen and other Body Fluids.
M A t 1
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Year

Initiated

1979

1979

1982

1980
1981

1981

1982

1980

1982

1981

1981

Evaluation of Radiation Therapy in the Management of
Endoscopically Visible Tumors of the Lung.
LTC Covelli (0)

Conjunctival Biopsy in the Diagnosis of Sarcoidosis.
LTC Covelli (0)

Evaluation of High Dose vs Low Dose Corticosteroid in
the Treatment of Acute Bronchospasm. LTC Covelli (0)

5-Azacytadine in Acute Leukemia. LTC Dabe (0)

m-AMSA in Acute Leukemia. LTC Dabe (T)

Clinical Correlates of the Abnormal Oral Cholecystogram.

CPT Dunning (C)

The Effects of Thyroid Hormone on Sex Steroid Binding
Globulin. MAJ Fincher (O)

Coronary Arteriography in the Army. MAJ Harris (C)

Metronidazole Pharmacokinetics and Metabolism in Liver
Disease, Aging, and Drug-Drug Interactions.
MAJ Harrison (0)

Patterns of Angina and Primary Care Utilization After
Myocardial Infarction: Implications for Cardiac
Rehabilitation. COL Hill (c)

Intraccronary Thrombolysis with Streptokinase in the
Hyperacute Phase of Myocardial Infarction (Western
Washington Randomized Trial). COL Hill (0) (PR)

An Evaluation of Hemodialysis Blood Loss. CPT Hough (T)

Effects of Somatostatin on Plasma Insulin and Glucagon
in Sheep. MAJ Jackson (0)

Theophylline Induced Seizure: Increused Susceptibility
with Prior Episode? MAJ Knodel (0)

Face Mask CPAP for the Prevention of Post-0p
Atelectasis. MAJ Knodel (0)

Experimentally Induced Respiratory Distress Uecondary
to a High Carbohydrate Load Provided Parenterally.
LTC Olsen (T)

Rat Liver Membrane Bianding ot Thyro.d Hormones.
MAJ Pangaro (C) (btR)
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Year

Initiated

1981

1981

1981

1981

1981

1981

1980

1979

1978

1980

1982

1987

DEPARTMENT OF OB/GYHN

Ritodrine Hydrochloride Applications to Fetal Distress, 123
LTC Dashow (0)

Management of Intractable Postpartum Hemorrhage by the 124
Use of 15-Methyl Prostaglandin F2 Alpha-Tromethamine
Salt. LTC Dashow (0O)

Antepartum Fetal Heart Hate Monitoring and Subsequent 125
Fetal Outcome at !'elivery. LTC Dashow (C)

Management of Premature Rupture of Membranes in 126
Patients at 34-40 Weeks Gestation. LTC Dashow (0)

Gynecological Oncology Procedure Training. LTC Lee (0) 127
Etfects of Pure HCG, Progesterone, HPL, Estradiol 17-B, 128
and kstriol on Migration Inhibition Factor I'r Vitro.

CPT Maslow  (O)

Impact of Fetal Monitoring on the Premature Infant. 129
MAJ Sa'Adah (0)

DEPARTMENT OF PATHOLOGY

The Eftect ot in vivo Vitamin Bg Supplementation 131
on in vitro Lymphocyte Transformation.
MAJ Keniston (C) (P) (PR)

The Role of Bacterial and Chlamydial Agents 1n Acute 133
tbpididymitis and the ktfect of Antibiotic Therapy.
LTC Podgore (C)

A Double-Blind Controlled Study Comparing bkrythromycin 135
and Amoxicillin Treatment During the Last Trimester of
Pregnancy in Prevention of Intant Thlamydiar trachomitis
Infection. LTC Podgore (C)

Use of a Microwave Oven to Thaw Fresh-Frozen Plasma 136
(and Cryoprecipitate), CPT Urban )

Use of a Syringe and Blood Filter for Neonatal 137
Transfusions. CPT Urban ()
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DEPARTMENT OF PRDIATRICS

Comparison of Incidence of Asymmetrical Tonic Neck
Reflex (ATNR), Tonic labvrinthine Reflex (TLR), and
Neurological Sott Signs in Categories 1, 11, and III
with Category IV Active Dutv Soldiers., 0L Graven ((C)

'se of Folinie Acid in Prevention of Neutropenia and
Thrombocvtopenia Secondary to Trimethoprim-Sulfa-
methoxazole Administration, CPT Letson  (0)

Mechanical Ventilation of Newborn Premature l.ambs:
The Kftect of Frequenev, 1:+ Ratio, PIP, and PEEP on
Oxvgenation and Ventilatiaon, MAJ Marinelli ()

Mean Airwav Pressiure: Significance During Mechanical
Ventilation in Neonatos, MA.J Marinelli (0)

Modified ITmmune Serum Globulin in Neonates,
MA.T Marinal1i (O

Intracranial Two-Dimensional Ultrasonographv and
Tntracranial Hemorrhage, Identitving Patients at Risk.
CET Meijdoll ()

Hydrogen Breath Analvsis After First Feodings in
Intants in Intensive Care Nursery, I.LTC Mitchell (0)

Hydrogen Bresth Apalveis in Normal Newborne,
PTem Mitohe )] ey

Hvdrogen Rreath Analveis in Children with Chronice
Monsspecit gy Diarrhea, TC Mitehell 0y

prevalenee ot Phyraopd Dysfuncetion in Jnvenile Onpset
iahetice Chitidren and Tts Relationship to Immunotvpe,
VAT Moy, Py

The Association ot Adolecscept High Rlood Pressure to
Maternal Taxemyn, MAD Moore ()

Somag tomesian Coand Gvonadal Hormones in Precocious Sexual
Bevelopment and in Relation to Medroxvprogesterone
Progtment MAT Moy vy

A Temchting Model tar Pediatric Intubation Utilizing
ketamine-SNedated Kittoneo, T Peottett cOY Py (PR)Y

Short Terr Dovelopmental Consequences of Acquiring MV
trom a Blood Transtycion Prior to Term, 17TC Randall (C)

Comparison of Highly Skiltled Protessionals and bFntry

level Practitionsers in Assegsment of Infants,
br. Yokan )y
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Year
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1981

1981

1981

1979

1982

1981

1979

1980

1981

1981

191

1982

1982

1982

A R T —— LML SSREn i Samd ot

DEPARTMENT OF PSYCHIATRY

The Neuropsychological Correlates of Hyperthyroidism
and Its Treatment. MAJ Cripe (0)

Parental Discrimination in the First 2 Weeks of Life.
MAJ Hulsebus (C)

Psychological Variables Related to Childbirth and Early
Infant Development. MAJ Zold (0)

DEPARTMENT OF SURGERY

Implantation »t Intraocular Lenses. COL Allison (0)
Advanced Trauma l.ite Support Course. LTC Babcock (V)

Study of Delayed /Nonunion in Jones Fracture. (C)
COL Badger

The kEffect of Dimethyl Sultoxide on the Uptake of
Cisplatin From the Urinary Bladder of the Dog.
LTC Belville (0) (PR)

A System for Data Storage and Hetrieval Using a
Minicomputer: Carcinoma of Prostate Patients, Madigan
Army Medical Center. COL Buck (T)

knd to Side Distal Gastrectomy in lDogs. LTC Carter (C)

General Sargery Resident/sSurgical Intern Training
Protocol for Technical Skills in Surgery. COL Carter (C)

Farly Detinitive Treatment ot Pilonidal Abscess vs
Delaved Definitive Treatment., A Prospective Randomized
Studv. I1.TC Carter (O)

A Protocol to Compare Segmental Mastectomy and Axillary
NDissection with and without Radiation of the Breast and
Total Mastectomy and Axillary Dissection. LTC Carter (0)

Intravenous Dexamethasone to Control Post Operative
Pain in Orthopedic Patients. CPT Cosio (0)

Incidence and Natural History of Deep Venous Thrombosis

in Patients Undergoinng klective hnee Surgery.
CPT Cosio (0)

27
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Initiated

1980

1UR2

197

1981

Bulbocavernosus Hetlex and Conduction Velocity of
Dorsal Penile Nerve in Normal Men., COL Dresner (0) (PR)

An kvaluatior ot the satetyv and btticacy of
Cvanoacrylate kster in 0Ossiecular Reconstruction and
Nerve Graft Anastomosis in the Guinea Pig Middle bkar.,
COL Gernon fOy R

Feeaching Frogram tor bractical Microsurgery, (C)
LTC Grittith
Teaching Program tor bractical Microsurgery.

ETC Grittith ey

Meddacnl Treatment of the Froy Svnd rome,
COT Havs Oy Py bRy

Microva~enlar study on Dogs, A Study troject for Re-
constrincetion Using Omental Free Grafts, LTC l.anier (T)

Fuealagatyion o otoq Snart Conrse ot Predntsone in the
Freatment of Serons Otitis Media - A Double R1ind
o soveer by, MAT Manghian ()

Pvalaation ot Caleiam sSultate (Plaster of baris) as an
Al Toplastic Impdant i Mandible Reconstriacetion,

M Moty c Yy

P sty veal by Mesiaoated bPersistent Intertitity in

Patiento ol owany Vaaeovasotomy, [.TC Moon (O
Vibrowpe ot s Uhangead Trial Comparing Drainage or No
Drera e A b A e T ey tectamy, R O 'Red Ly (0

Pepoarr b v rapheral Meege ceal Tenarss A Tong Term Study,

ot oyt N I I Y I " A | _‘{»\‘vz»”‘\l' PN, G HL Yy N

Themr et bagrning Dieabhilities, CFT Tavlor (0)
Coararne e Mode b tar bndoscopie Parvngeal Surgerv
Sl the D e chb Vavior (e

by Bboawt e barare tors Usiny the Sannders det
ventibatyey dnevrec o tne Doy an Copjunction with

RS PETEETY SE RN AR N TR Sy ery, CrtoTavior t0r)
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Year

Initiated

1981

1981

1981

1981

1981

1981

1977

1977

1977

1978

1978

1978

1978

NATIONAL CANCER INSTITUTE PHOTOCOLS

NCl 178-4: Guidelines for the Clinical Use of

Streptozotocin (Group C Guidelines).

NCI

Hexamethylmelamine (Group C Guidelines).

NCI I80-11:

[178-10: Guidelines for the Clinical Use of

the Lung (Group C Guidelines).

COL Stutz (0)

VP-16-312 For Small Cell Carcinoma of

COL Stutz (0O)

COL Stutz (0O)

NCI 180-12: Group C Guidelines for the Use of Delta-
9~Tetrahydrocannabinol.

NCI 7601:

COL Stutz

Selected Stage [ Ai

(0)

~ I Bi Ovarian Cancer
(0)

(Well and Moderately Differentiated).

NC1 7602:
Stage Ipii and Igj; Ovarian Cancer.

SWOG 7433:
k). A Phase I11

and

SWOG 7510:

|

SOUTHWE

LTC Lee

LTC Lee

ST ONCOLOGY GROUP PROTOCOULS

Study.

C(.)l._l

Non-Hodgkin's Lymphomas (Stage I,

Stutz (C)

All Stage I¢c and 1l¢p p,c) and Selected

(0)

Ly,

Intensive Ad juvant Chemotherapy With or

Without Oral BCG Immunotherapy for Patients With
Locally Advanced Adenocarcinoma of the Large Bowel,.
Stutz )

COL

SWOG 7632:
Breast Cancer,

SWOG 7713/14:

COL Stutz

(C)

Chemoimmunotherapy in Non-Hodgkin's

LL,

Combined Modality Protocol tor Kecurrent
Phase [I1.

Lymphoma CHOP vs CHOP + Levamisole vs CHOP + Levamisole
+ BCG for Remission Induction Therapy:

No Maintenance After Remission Induction.

SWOG
BCNU

Patients with

T727/28:
Hydroxyurea,

’

Phase ILI1. COL

SWOG 7804
Adriamycin,
Patients with

COL Stutz (0O)

SWOG 7808

and

v

Hodgkin's

Stutz )

Disease,

Combination Modality

MOPP

29

Treatment

26,

Ad juvant Chemotherapyv with
and Mitomycin-C
Locally Advanced Gastric

Col,

Levamisole vs

COL Stutz (C)

Combination Chemoimmunott.erapy Utilizing
and DTIC (BHD) with Levamisole
versus DTIC Plus Actinomycin-D in the Treatment of
Disseminated Malignant Melanoma,

S-Fluorouracil,

(FAM) vs Surgery Alone

for

Adenocarcinoma.

Stutz

(0)

tor Stages 111

PAGE
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1979 SWOG 7811 Brain Metastases Protocol, Phase 111,
COL Stutz (CH

1979 SWOG 7823724 /25/26R: ROAP-AdOAP in Acute lLeukemia,
COl, Stutz (O

19749 SWOG 7827 Combined Mnodality Therapy for HBreast
Carcinoma, Phase [11, Ol Stutz (0)

14980 SWOG 7B41 Phase 11-]111 Comparison of FAM + Vincristine
{ ve Chlorozotocin in the Treatment of Advanced Gastric
{' Adenocarcinoma, Ol Statz ()
3

1481 SWOG 78E0: MGRG Open Gronpwide to Refractorv Lvmphomas,

(Ol Sttty ()

1YRG SW; 7916 Phase [ Fvaluation of Gallium Nitrate in

#. Metastatic lirological Malignancies: Testicular, Bladder,

Prostate, and kidney. Ol Stutz (0

19749 SWOG 79200 m-AMSA in Hepatocellular Carcinoma,
vallbhladder Carcinoma, and Bile buct Carcinoma,
Phase 1. ol Sttty (0

[ ‘ 1980 SWOG 7924 Miyltimodal Therapv for Limited Small Cell
carcinoma ot the lung, Phase 111, cCOl Stutz ()

19RO SWONG TI2T7 ¢ 2% Chemotherapy for Multiple Mvelowa.
Phage [11, ol Statz N

1R SWeXy 74937 Fvalnatinn of m-AMSA in Metastatic Carcinoma
af the 10 Tract bxecept Reanal Carcinoma, Phase 11,
[N Sttt o, (1)

1ax? SWOG 7940 14 Fvaluation of dD-FU vs a Phase 17 Drug in

Metastatic Adlenoncarcinoma of the lLarge Bowel,
Pha<e 1. ttilizing Dihvdroxvanthracenedione (DHAD) as
the Phase 1 Drag. COl o Statz ()

1R SWer, 7945 Reatuation of AW and Metastatic Adeno-
cAarcinomg ot the large Bowel., 1.7C Congdon ()

19RO SWOG TUhK rvaliuation of m-AMSA in Metastatic or
Recurrent Fpirthelial Carcinomas »f the Female Genital

Tract, bPhave |1, Oy Stuty ()

19x1 SWiX; 79R3: Trial f m-AM=SA in Mveloma Cancer, Phase [1.
Ol Sttty (1

30
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Year PAGE
Initiated

: 1980 SWOG 7965: Chemotherapy or Chemotherapy and Immuno- 219
| therapy Following Initial Surgery and/or Radiotherapy
3 for Treatment of Early Squamous Cell Cancer of the Head

s and Neck. COL Stutz (C)

h 1980 SWOG 7980: Study of Cis-Diammine Dichloroplatinum (DDP) 220
: for Recurrent Gliomas, Phase 1I. COL Stutz (C)

! 1981 SWOG 7984: The Treatment of Chronic Stage CML with 221
Pulse, Intermittent Busulfan Therapy with or without
Oral Vitamin-A, Phase III. COL Stutz (0)

1980 SWOG 7985: Combined Modality Treatment for ER- Breast 222
Cancer, Phase 11I. COL Stutz C)

1980 SWOG 79Y90: Intergroup Testicular Study. COL Stutz (0O) 223

1981 SWOG 8005: Evaluation of DHAD in Retractory Malignant 224

Lymphomas, Phase 11. COL Stutz (C)

1981 SWOG 8008: kvaluation of Dihydroxyanthracenedione 225
(DHAD) in Refractory Breast Cancer, Phase I[I.
COL Stutz (C)

1981 SWOG 8009: kvaluation of Dihydroxyanthracenedione 226
(DHAD) in Patients with Refractory Small Cell Lung
Cancer, Phaze I1. COL Stutz )

1981 SWOG 8010: Evaluation of Dihydroxyanthracenedione 227
(DHAD) in Advanced Prostate Cancer, Phase I1.
COL Stutz (C)

1981 SWOG 801Z2: Treatment for Advanced Adenocarcinoma and 228
Large Cell Carcinoma of the Lung: FOMi vs CAP vs
FOMi/CAP, Phase 111, COL, Stutz (0)

1981 SWOG 8015: Evaluation of Two Combination Chemotherapy 229
Programs, Adriamycin and Cis-Platinum (AP) versus
Adriamycin, Cis-Platinum, plus VP 16-213 (VAP), in the
Treatment of kxtensive Squamous Cell Carcinoma of the
l.Lung , Phase I11I1. COL Stutz (O)

1982 SWOG 8017: 5-FU, Adriamycin, Streptozotocin, and Cyclo- 230
phosphamide (FAC-5) in the Treatment of Metastatic
Carcinoid Tumors, Phase 11. CPT Chan (Q)

19381 SWOG 8020: Adriamycin + VP-16 vs Adriamycin Alone in 231
Advanced Adenocarcinoma ot the Breast, Phase [1.
COL sStutz (0)
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SWOG BUZ25: Combination Chemotherapyv tor Chronic Lympho-
cytic leukemia, Phase 11, I.TC babe (1))

SWOG 8OZ7 0 The Natural History ot bPathological Stage
Ty N M bR+ Breast Cancer, Phase 111, CoL Stutz (C)

SWixs BO30 - kvaluation of DHAD in Advanced Sguamous Cell
Carcinoma of the Heal and Neck, Phase 1. Colb Stutz (0O)

SWOG 8031: kvalunation of DHAD in Hetractory Multiple
Myeloma, bhase [1. COL Stutz  (0)

SWOG 8032 kvatluation of DHAD in Acute lLeukemia.
PTC Dihe ey
SWOG 8037 Combined Therapies for Squamous Cell Cancer
af the Fsophagus, thase [1. 1LTC Congdon Q)

SWX: ROJX . Vinblastine in Advanced Ovarian Cancer,
Phase 11, Ol Sttty ()

SWOG X010 0 Fvaluation of Comhination Chemotherapy
(FaM==) v~ A Phase 1L brug in Pancreatic Adenocarcinoma,
Phase 11, Col Staty (RO

SWOX 8O Fvalnunation of MGG in Pancreatic Adeno-
carcinoma . Phase 11, Ol o Sstutz ()

SWeNG X043 kvaluation ot DHAD in Pancreatic Adeno-
carcinoma ., bPhase 11, O, Stutey ()

SWiNy KO B9 Treqgtment of Hesected ) Poor Frognosis
Maligrant Melanoma: Stage 1 Surgilieal kxcision vs
Suryteat bxedision Plus Vitamin A, PTC Congdon (0)

SWOXG X0 Py laatioap ot -Alanosine in Acute
Fenkenmya, bheasee V0, i.FC Congidon, 0y

SWixr =077 Combiiped Chenotherapy and Hormonal Therapy
tar Hecarrent or orsseninated B+ Breast Cancer, PACT
ves ACT D bhaee LT, Pl Congon ey

SWOXG K092 L ee of Haman Tumor Cloning Svstem to Select

Chematherapy for Patients with Ovarian Cancer Reftractory
vt brama ey T rapy, Ol Ntaty )
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1982
1982

1982

1982

1982

1982

1982

1982

1982

1982

1982

1981

1982

1981

1981

SWOG 8101: VM-26 in Advanced GU Cancer. LTC Congdon (C)

SWOG 8106: Evaluation of AZQ (Carbamic Acid) in Central
Nervous System Tumors, Phase II,. LTC Congdon (0)

SWOG 8112: Combination Chemotherapy of Unfavorable
Histology Non-~Hodgkin's Lymphoma with CHOP and CVB,
Phase II. LTC Congdon (0)

SWOG 8116: Evaluation of Bisantrene Hydrochloride in
Refractory Lymphoma, Phase II. LTC Congdon (O)

SWOG 8117: Evaluation of Bisantrene Hydrochloride in
Refractory Ovarian Cancer, Phase I1I. LTC Congdon (0)

SWOG 8118: Evaluation of Bisantrene Hydrochloride in

Refractory Malignant Melanoma, Phase I1. LTC Congdon (0O)

SWOG 8119: Evaluation of Bisantrene Hydrochloride in
Hepatoma, Phase IIl. LTC Congdon (0O)

SWOG 8120: Evaluation of Bisantrene Hydrochloride in
Gastric Carcinoma, Phase II. LTC Congdon (O)

SWOG 8206: Evaluation of Aclacinomycin A in Colorectal
Carcinoma, Phase II. LTC Congdon (o)

SWOG 8207: AZQ in Advanced Renal Cell Carcinoma,
Phase II. LTC Congdon (0O)

GYNECOLOGY ONCOLOGY GROUP PROTOCOLS

GOG #26C: A Phase II Trial of Cis-Platinum
Piamminedichloride. LTC Lee (0)

GOG #26-L: A Phase II Trial of Tamoxifen in Patients
with Advanced Endometrial Adenocarcinoma. LTC Lee (C)

GOG #26-0: A Phase [I Trial of Aziridinylbenzquinone
(AZQ) in Patients with Advanced Pelvic Malignancies.
LTC Lee (0)

GOG #33: A Clinical Pathologic Study of Stages 1
and [I Carcinoma of the Endometrium. LTC Lee (0)

GOG #34: A Randomiz~d Study of Adriamycin as an
Adjuvant After Surgery and Radiation Therapy in
Patients with High-Risk Endometrial Carcinoma
Stage I and Occult Stage 11. LTC Lee {(0)
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Year PAGE

4 Initiated

| R e OGO #26: Curgical-Pathoiogic Study of Women with 262

(7 Sqiamous Cell Carcinoma of the Vulva. LTC Lee (0)

O
T
—

HCG #37: A Randomired Study of Radiation Therapy Versus 263
Felvie Node Resection for Patients with Invasive

punameus el Oapeipoma of the Valva Having Positive

ireia Nodes. LTC Lee (0)
] S
TRy GG ALOD A Clinieal-Pathologic Study of Stages I and 11 264
3 Tterine Curcamas, LT Lee  (0)
b
i 80 306G AN Turglcal Staging of Ovarian Carcinoma. 265
Pomesw [
FN L.ee \ .

pad 370G #LC: Treatment of Recurrent or Advanced Uterine 266
Sarcomn s - A Bandomized Comparison of Adriamycin vs
{riamyein oand ‘yeiophosphamide, Phase 111, LTC Lee (C)

L 05 A3 A Fardomized Comparison of Cis-Platinum 267
: in Every Three Weeks vs Cis-Platinum 100 Mg /M2
Ihree Werks ve Cie-Platinum 20 Mg/M3 IV Daily
X % days Fvers Three Weeks in the Treatment of Patients
with Advanced "arcinoma of the Cervix (Vhase I11).

T e e (0
EE GOG ol Byaluatian of Aljuvant Vincristine, Dactino- 268
myain, and Crvelophosphamide Therapy in Malignant Germ

Ul Tamor o % the Dyary After Besestisp of all fiross

T )

oo [ T
. [N

o GO AR A Ut ady ot brogeastin Therapy and a Randomized 269
Tomparloon o Adriamycoin ve Alriamycin Flus Cyclophos-

b T bt ient s with Advar ced FEndometrial farcinoma
e e b e CThace DI Srtady ). LTC Lee  (0)
e P Lo ury i o st ol Otady af Women with 270

v Dy T s eomae 0 e Cervix Dtage T oand Randomly
. . . N .

A AT ' Cle boerayy Neo Faurther Therapy in
AR TR SR TSP e T N A TR P /\\
i o # T CoAdy awyein o ac Pocstogperative Therapy 271
' i o ft M, T roble et owl it N Prior
I S
e G He APt T ke bamiced Ot gdy ot Uy lophospha- 272
I K I R it ine Ve Tyeloptospha-
o de Ty L N I v Pt tet o w it ptima )l Ttapge
! ' Vot pr S ' CETEN T ’ \
IR oy s A4 Eandomi sed T gt Lo RUInd Tl inteay Triad 273

Fvalant inyg Thole  tyramiane Prophiyiaxias Tor Hadintion-
| ; !
! [

rrhea, Phaso T, Pl e
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Year PAGE
L Initiated
?( 1981 GOG #54: The Treatment of Women with Malignant Tumors 274

of the Ovarian Stroma with Combination Vincristine,
Dactinomycin, and Cyclophosphamide--Phase III; and a
Phase I1 Evaluation of Adriamycin in Malignant Tumors
of the Ovarian Stroma Hefractory to Primary
Chemotherapy. LTC Lee (0)

1981 GOG #55: Hormonal Contraception and Trophoblastic 275
Sequelae After Hydatidiform Mole, Phase [11. LTC Lee (0)

1982 GOG #56: A Randomized Comparison of Hydroxyurea 276
Versus Misonidazole as an Ad junct to Radiation Therapy
in Patients with sStage lIg, [II, and IV, Carcinoma of
the Cervix and Negative Para-aortic Nodes (Phase I11).
LTC Lee (0)

1982 GUG #57: A Randomized Comparison of Multiple Agent 2717
Chemotherapy With Methotrexate, Dactinomycin, and
Chlorambucil vs the Modified Bagshawe Protocol in the
Treatment of "Poor Prognosis'" Metastatic Gestational
Trophoblastic Disease (Ph III1). LTC Lee (0)

1981 GOG #59: A Randomized Comparison of Extended Field 278
Radiation Therapy and Hydroxyurea Followed by Cisplatin
or no Further Therapy in Patients with Cervical Squamous
Cell Carcinoma Metastatic to High Common Iliac and/or
Para-aortic Lymph Nodes - I1l. LTC Lee (0)

1981 GUG #60: A Phase 111l Randomized Study of Doxorubicin 279
Plus Cyclophosphamide Plus Cisplatin vs Doxorubicin
Plus Cyclophosphamide Plus Cisplatin Plus BCG in
Patients with Advanced Suboptimal Ovarian Adeno-
carcinoma, Stages Il1l and [V, LTC Lee ()

1982 GOG #6l: Phase 111 wandomized Study ot Cis-Platinum 280
Plus Cyclophosphamide versus Hexamethylmelamine After
SecondLook Surgery in Nonmeasurable Stage 111 Ovarian
Carcinoma Partially Responsive to Previous Regimens Con-
taining Cis-Platinum and Cyclophosphamide. LTC Lee (O)

1982 GG B3 A Clinical-Pathologic Study of &tages Iy, 281
I1l, and [V4 Carcinoma of the Cervix. LTC Lee ()

1982 GOG #64: A Randomized Comparison of Rapid vs Prolonged 282

{24 Hour) Infusion of Cisplatin in Therapy of Squamous
Cell Carcinoma of the Cervix, LTC Lee (0)

RIS
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Year PAGE
Initiated CHILDRENS CANCKFR _STUDY GROUP PROTOCOLS
19749 CCGo071: Fraluation ot Cis-Platinum Diamine Dichloride 284
cepphy for Previonsly Treated Children with Solid
Pumors, Phase [0, LTC Holt ()
1974 ¢y 1910 Total Sanctuarvy vs Conventional CNS Treatment 285

ot Newlyv Dilagnosed Acute Lymphoblastic lLeukemia for
Patients with "Average Risk"” Prognostic Characteristicrs,
Mhiase DD, FIe Haott ()

19K CCGo2h1: Treatment of Newly Diagnosed Acute Non-Lympho- 286
ryvtie Lenkemia with Maltiagent Chemotherapy (Cyclic vs
Continunus) or Bone Marrow Transplantation Following
Total Body ITrradiation. [.TC Mease (0)

IREEL L 370 Fyvalanation ot Cis=Platinum Diamine Dichloride 287
(CPLDY and A -Dimerhyl-Fpidophv]llotoxin-Beta-D-Thenyl-
11ene Glucoside (VWM-26)Y tor the Treatment of Recurrent
Stage [V Nenroblastoma of Childhood, Phase 11,
I TC Hotr reyy

NERIARE] COe ) A Trial of Memorial Hospital [SAy-Lo Treatment 288
Fegimen (Moditied) Cvelophosphamide, Vineristine, Pred-
ni=one, Methotrexate, and Daunomyvein for Induction;
Cvtasine Arabinoside, 6-Thioguanine, 1 -Asparaginase,
Methotrexato, and BONU tor Consolidation; and 6-Thio-
guanine, Hydroxvurea, Cvtosine Arabinoside, and Metho-
trevatye fopr Maintenance vs Intermittent High Dose
Cvelophiosphamide . Moderate Dose Moethotrexate, Vinceris-
tine, and Prednieone (COoMP) and Radiation Therapy tor
the freatment ot Non-Hodgkin's Lymphoma in Children,
Wittt o Sty ot o eawe (Unaracterization, Phase T11.

Ve XTI [
RN Gt s hrgery, Radipation Therapy, and Chemotherapy 289
, Viainblastine, Cis-Platinum Diamine
Dpenloride . Actipoamyveip-D, Cvelophosphamide, and Adria-

Al th R eovnyo

mvedin in the Treataent of [oecal o and Metastatic Malignant
Copee Ol e e i Paymopro ot Chitdhood clhase 11T Studv).
[ TR & PR B S

TaTo CUT s Aot valaation ot Surgery, Radiation Therapy, 290

and Chesarbeany v inerrstine . Adriamvein, Cvelophos-

phamite . -8 0 a0 the Treatment ot Provionsty Untreated

Uppmeagry Mol cpengnt o tamg in Chi tdren, FTe Holt (TH
1o T ) st poecvtoasis v A Studv ot the Biology, 2491
Clanyoal . oand Hirstolopae staging, dTreatment, and Prog-
Meve  Tm 1 5 P e o bt gt O 1 d [N NN Phase 111,
i Mo jt t{
36
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Year PAGE

itiated PEDIATRIC ONCOLOGY BRANCH PROTOCOLS

1980 Intrathecal Aminopterin, NSC #739-NB, Clinical 293
Brochure. LTC Holt (0O)

1980 POB 76/04: Combined Modality Treatment of Hhabdomyo- 294
sarcoma. LTC Holt (0O)

1980 POB 77/03: Treatment of Metastatic Osteosarcoma. 295
LTC Holt (0)

1980 POB 77/04: Childhood Non-Hodgkin's Lymphoma. 296
LTC Holt (0O)

1980 POB 77/05: Treatment of Metastatic and High Risk 297
Ewing's Sarcoma. LTC Hc.at 0)

1980 POB 77/U6: Treatment of Low nisk kwing's Sarcoma. 298

LTC Holt (O)

1980 POB 77/11: A Prospective Randomized Trial of the litility 299
of HLA-Matched Platelet Transfusions for the Support of
Thrombocytopenic Cancer Patients. LTC Holt (0)

1980 POB 78/06: Treatment of Recurrent Lymphoma. LTC Holt (0) 300

1980 bPoB 78/10: A Phase Il Study of Achromobacter Glutaminase 301
in Acute Leukemia. LTC Holt (0O)

1980 POB 78/13: Fever and Antimicroial Therapy, Study II. 302
LTC Holt (0O)

1980 PCB 79/01: kvaluation of Human Lymphoblastoid Interferon 303
and Poly [:C(Stabilized with Poly-L-Lysine and Carboxy-
methyl Cellulose [Poly(ICLC)]|) in the Treatment of Acute
Myelocytic Leukemia, CLI.,, and Various Solid Tumors,

Phase 11. LTC Holt (O)

1980 POB 79/03: Phase |1 Study ot 2'Dbeoxycotformycin in Acute 304
Lymphoblastic Leukemia, LTC Holt (V)

37




DETATIL SHEETS
F OR

PROTOCOLS

DEPARTMENT OF CLINICAL INVESTIGATION

38




4
]
A
A
9
4
4

vvv‘
‘@

oy

TITLE: The Effects of Chronic Hyperglycemia on Pregnancies and
Fetuses in Sheep During Gestation

PRINCIPAL INVESTIGATOR: COL Bruce L. Fariss, MC

) 200 20 aun S SR o MO S

PROFESSIONAL ASSISTANTS: LTC Paul B, Jennings, VC
LTC George S, Ward, VC

s

Caa

WORK UNIT NO: 74/06

>

TECHNICAL OBJECTIVE

g

The objectives of this project are to determine the effects of
hyperglycemia upon pregnancies as manifested by fregquency of

r‘I abortions and hydramnios and possible developmental abnormalities
T of the fetuses.

METHOD

[

*LO The study will be composed of three groups of pregnant ewes with

i as close proximity of the date of conception as possible. All

[ groups will be given food and water ad libitum. Group I: This will
be the control group of six animals with no treatment. Group II:
Seven animals which have undergone subtotal pancreatectomy. The
diabetes mellitus produced surgically will be managed by the injec-
tion of intermediate acting insulin such as NPH. Blood sugars will
be monitored frequently as indicated clinically. Group III: Seven
animals which have indwelling catheters for infusion of hypertonic
sugar solutions with a lambda infusion system. The systems are
portable, weighing less than 3 pounds and can be strapped to the
backs of the animals without difficulty. Blood sugars will be
monitored at frequent intervals with an attempt to keep blood
sugars between 200 and 300 mg/l00 ml of blood at all times.

The course of the pregnancies will be observed for each group of
animals. Blood sugars for each group wiil be determined at
frequent intervals during the gestation, At delivery the neonate
will be examined pathologically for evidence of pulmonary, liver,
pancreatic, kidney, and possible developmental abnormalities.

PROGRESS
(8l 10 - 82 09) It has been shown that pancreatectomy will not
cause diabetes mellitus in the sheep. Fasting blood sugars
continue to be normal basally, but 1V administration of glucose
does show an abnormal utilization factor. Pancreatectomy in the
sheep does not interfer with fetal growth and development but
lactation is reduced.

STATUS: (0)
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TITLE: Adrenal Hyperplasia in Pacific Salmon

PRINCIPAL INVESTIGATOR: COL Bruce L. Fariss, MC
PROFESSIONAL ASSISTANT: LTC Stephen Plymate, MC

WORK UNIT NO: 80/01

TECHNICAL OBJECTIVE

To determine if the administration of a salt-retaining hormone,
desoxycorticosterone, will prevent adrenal gland hyperplasia in
the Pacific salmon and to determine if the Pacific salmon can
spawn and survive.

METHOD

It is proposed that a total of 20 Pacific salmon be captured
while in salt water. These fish are to be sexually mature and
will be retained in holding pens. Half of the fish will be
treated with desoxycorticosterone in oil, intramuscularly.
Blood samples will be obtained from the fish for the measure-
ment of plasma hydroxycorticosteroid, desoxycorticosterone,
and aldosterone. Following the administration of the desoxy-
corticosterone, all of the fish (treated and controls) will be
placed in a holding tank until spawning occurs. Following
spawning, the fish will be returned to the holding pen in the
salt water for follow-up observations of survival.

PROGRESS

(81 10 - 82 09) ACTH stimulation tests and insulin tolerance
tests have been done in the salmon and the rainbow trout., The
maximal rise following ACTH administration occurs 30 minutes
later. The insulin tolerance test is associated with hypoglycemia
in 7-8 hours, at which time a rise in cortisol occurs.

PRESENTATION: Fariss, B.L., Mallouf, J., Ward, G.S., Liebenberg,
S.P., and Plymate, S.R.: Evaluation of Pituitary-Adrenal Axis
in the Pacirfic Coast Silver Salmon (Oneorhynchus kisuteh).
Society of Military Endocrinologists, poster session, 15 Jun 82,
San Francisco, CA.

STATUS: (0)
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TITLF: Serum Glucose levels in Restrained vs Non-Restrained
Rabbits

PRINCIPAL INVESTIGATOR: COL Bruce L. Fariss, MC

PROFESSIONAL ASSISTANTS: LTC George S, Ward, VC
558G James Hayes, USA

WORK UNIT NO: 81/14

TECHNICAL OBJECTIVE

To compare serum glucose levels in rabbits at hourly intervals
under normal bleeding (stressful) conditions with serum glucose
levels in blood obtained by cage bleeding (non-stressful)
conditions.

METHOD

Ten New Zealand white rabbits will be anesthetized and a catheter
placed in an external jugular vein. Two days later the rabbits
will be placed in restraint boxes, the ears irritated to dilate
blood vessels, and 4 consecutive hourly blood samples taken. A
period of two weeks rest will be given during which the rabbits
are handled daily to reduce fear of handling. The rabbits will
then be anesthetized and a catheter placed in the contralateral
external jugular. Two days later 4 consecutive hourly blood
samples will be drawn while the rabbits remain in their cages
unrestrained. The samples will be analyzed for levels of glucose,
cortisol, and norepinephrine. The differences between the
restrained and non-restrained values will be compared by the
paried t-test method of statistical analysis.

PROGRESS
(8l 10 - 82 09) The restrained rabbit has been found to develop
hyperglycemia which continues to rise for three hours and then
plateaus. There is an associated rise in plasma catecholamines
but poor correlation to the blood sugar levels.

STATIIS: (0O)

PRESENTATION: Ward, G.&., Fariss, B.L., Liebenberqg, S.P., and
Hayes, J.: Flevation of Blood Sugar Associated
with Stress of Handling in the Rabbhit., HSC Annual
“linical Investigation Conterence, San Antonio, TX,
Sep 81,
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TITLE: A Comparison of the Effect of Glucose vs Sodium Butyrate
on the Levels of Insulin and Glucagon in Normal and
Pancreatectomized Sheep

PRINCIPAL INVESTIGATOR: COL Bruce L. Fariss, MC

PROFESSIONAL ASSISTANTS: MAJ Stanley P. Liebenberg, VC
CPT Duane J. Jeffers, MC

WORK UNIT NO: 82/18

TECHNICAL OBJECTIVE

To delineate additional mechanisms of insulin and glucagon release
in sheep, with specific attention directed at the role of the
pancreas in the secretion of these two hormones.

METHOD

Six adult female sheep will be fasted for 24 hours and then given
25 gm IV glucose. Blood samples will be drawn every 10 minutes
for 90 minutes and glucose, insulin, and glucagon levels will be
measured in these samples. Two weeks later, the animals will
again be fasted for 24 hours and then receive 0.2 mmole/kg body
weight of a solution of sodium butyrate adjusted to pH of 7.4.
Again blood samples will be obtained every 10 minutes for 90
minutes as above. Approximately 3 weeks or as soon as technically
possible after the first administration of sodium butyrate, all
sheep will undergo complete pancreatectomy. Glucose and sodium
butyrate in the same amounts used previousy will be administered
and the same measurements of glucose, insulin and glucagon will
be performed.

PROGRESS

(82 01 - 82 09) The administration of sodium butyrate to non-
pancreatectomized sheep causes a marked rise in insulin and
glucagon levels. There is a rise in blood sugar levels, likewise.
In the pancreatectomized sheep, there is no rise of glucose,
insulin, or glucagon.

STATUS: {O)
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TITLE: The Etffects ot Alloxan and Streptozotocin in
Pancreatectomized Sheep

PRINCIPAL INVESTIGATOR: Col, Bruce 1,. Fariss, MC

PROFESSTONAL ASSTISTANTS: LTC Preston Carter, MC
MAJ Michael Fincher, MC
MAJ Robert Jackson, MC
MAJ Stanley Liebenberg, vC

WORK UNIT NO: HeThi

TECHNICAL OBJECTIVE
To further elucidate the mechanisms of hyperglycemia following
the administration of alloxan or streptozotocin,

METHOD

Twelve (12) adult ewes given food and water ad 1ibitum will be
subiected to total pancreatectomy utilizing a modification of
the method described by Jarret, et al, Prior to administration
nf the alloxan or streptozotocin, sodium butyrate in a dose of
1.25 mM/kg pH 7.0 will be administered intravenously to sub-
stantiate the completeness of the pancreatectomy. Basal and
then 10 minute-interval for 90 minutes blood samples will be
drawn for glucose, glucagon, and insulin determinations.
Glacagon will be determined, using an RIA method and the

ant ibody of !Uniger. The insulin will be determined utilizing
an RIA method, CGlucose will be determined by an alkaline
ferricyanide method utilizing a Technicon instrument.

tme week following pancreatectomy, six of the pancreatectomized
sheep will be given 65 mg/Kg body weight of alloxan as a bolus,
intravenously. The other six pancrcatectomized sheep will be
given streptozotocin treshly dissolved in 0.01 M citrate buffer,
pH 4.3, L00 my-ka body wieght, Daily blood samples for glucose
will be drawn in both groaps. statistical analysis will be

ver forwed by the appropriate Student's t Test., The primary
analysis, though, will be whoether there is the development of
di1abetes mellitas, follawing the addition of alloxan or
Stroptozotoacin n the pancreatect smieoed shoop,

PROGRESS

(R2 07 - 42 09)  The surplies tor the perfiormance of this study
Yoave bhoeon obhbtained oo animals have been stadied to this date.,
STAT S (N
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TITLE: Evaluation of the Cyclic Nature of Human Semen Content
PRINCIPAL INVESTIGATOR: MAJ Willis H. Jacob, MSC

PROFESSIONAL ASSISTANTS: MAJ Michael L. Smith, MSC
Robert Modarelli, M.D., LTC, MC, (Ret)

WORK UNIT NO: 78/34

TECHNICAL OBJECTIVE

To determin2 semen quality by measuring sperm count, sperm
motility, sperm morphology, and various constituents of seminal
fluid., These findings will then be analyzed for cyclic patterns.

METHOD

Test Subjects: Twenty to thirty healthy volunteers will be
selected based on physical examination and medical history. Indi-
viduals will be excluded from the project for any of the following
reasons: evidence of active venereal disease; a history of testi-
cular varicocele; currently using the sauna on a regular basis;
currently taking any medication; any adverse finding during the
physical examination. Volunteers will abstain from the use of
alcohol and other drugs throughout the semen collection phase of
the project. Volunteers will abstain from sexual intercourse for
a period beginning 48 hours before collection of the first semen
sample and extendinng throughout the sample collection period.

Semen Collection and Analysis: Semen samples will be collected
daily for a period of 20-25 days. Samples will be collexted during
a specified 30-minute period each day. The semen, obtained through
masturbation, will be ejaculated directly into plastic containers
which are free of trace metals. The samples will be allowed to
liquefy for one hour at room tempersture (24°C). The liquefied
samples will be measured for volume and color, and then will be
divided into two portions. One portion will be assayed immediately
for viscosity, sperm count, sperm motility, and sperm morphology.
The other portion of the samples will be centrifuged and the
sperm-free seminal fluid will be retained for assay of seminal
fluid constituents to include prostaglandins, gonadotropins, trace
metals, and carbohydrates,

PROGRESS

(78 04 - 82 09) Twelve healthy young men obtained daily semen
specimens for 20 days. There were wide variations in sperm density,
semen volume, and total count in each subject. Percentage of

oval forms was the most stable semen factor. Significant positive
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Evaluation of the Cyclic Nature of Human Semen Content - Jacob

correlations were found between sperm density and total counts

in ten subjects. However, when all specimens from all subjects
were combined, there were significant positive correlations
between sperm density and total count, total count and semen
volume, and total count and percentage of oval forms. There was
a significant negative correlation between sperm density and the
ser=n volume. No cyclic or regular, pattern could be detected in
any of the subjects.

The investigators are now attempting to determine whether a
cyclic pattern can been seen in long term studies. In addition,
some consideration is being given to determining extratesticular
factors which may influence sperm count.

Two manuscripts are now in preparation.

PRESENTATION: Jacob, W.H., Smith, M.L., Plymate, S.R., and
Cricco, C.F.: Daily Variations in Human Semen
Quality. Pacific Coast Fertility Society,
October 1979.

STATUS: (0)
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TITLE: Correlation of the Effects of Semen Sperm Count and
Prostaglandin Content on Fertility in Human Males

PRINCIPAL INVESTIGATOR: MAJ Willis H. Jacob, MSC
PROFESSIONAL ASSISTANTS: CPT Michael L. Smith, MSC

MAJ Jeffrey S. Rakoff, MC

Robert Modarelli, M.D., LTC, MC (Ret)
WORK UNIT NO: 78/45

TECHNICAL OBJECTIVE

To compare the semen quality of men of known fertility to that of
men who are apparently infertile. The parameters of semen quality
will be sperm count, sperm motility, sperm morphology, sperm
viability, seminal prostaglandins, seminal fructose, seminal zinc,
seminal gonadotropins, and gonadal steroids. Seminal prostaglandin
content will be compared with each of these parameters,

METHOD

Semen specimens will be collected from 20-25 volunteers of known
fertility and from 20-25 volunteers with apparent infertility.
Following a urological evaluation, each volunteer will be asked
to provide three semen specimens. Each volunteer will provide a
semen specimen following a 48-hour period of abstinence from
sexual activity. Subsequent samples, obtained at the end of a
48-hour abstinence period, will be given at one-week intervals
for a two-week period. Each volunteer will ejaculate directly
into a plastic container which is free of trace metals. The
specimens will be analyzed for volume, color, sperm count, sperm
motility, sperm morphology, prostaglandins E, prostaglandins F,
and various other seminal fluid components such as fructose,
zinc, gonadotropins, and gonadal steroids.

PROGRESS

(78 06 - 82 09) Efforts are continuing to obtain a sufficient
number of subjects to complete this study. In addition, com-
parisons between various methods for measuring prostaglandins
and other semen components are being made to determine the most
efficacious assay method.

PUBLICATION: Fariss, B.L., Fenner, D.K., Plymate, S.R., Brannen,
G.E., Jacob, W.H., and Thomason, A.M,: Seminal
Characteristics in the Presence of a Varicocele
Compared to FExpectant Fathers and Pre-Vasectomy
Individuals. Fertil Steril 35:325-27, 1981.

STATUS: (O)
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TITLE: Effect of Naloxone on Hypovclemic Hypotension in the
Pig-Tailed Monkey

PRINCIPAL INVESTIGATOR: MAJ Willis H. Jacob, MSC
PROFESSIONAL ASSISTANTS: LTC George S. Ward, VC
MAJ John B. McClain, MC
CPT Harry L. Walker, VC
WORK UNIT NO: 81/58

TECHNICAL OBJECTIVE

To determine if naloxone, an opiate antagonist with no agonist
activity, will reverse endotoxin induced hypotension and hypo-
volemic hypotension in other species as has been demonstrated in
the rat model. The effectiveness of this agent in the dose ranges
where it has been used in humans with no ill effects will also be

studied.

METHOD

Six monkeys will be given 20 mg of ketamine hydrochloride and then
administered halothane via a mask. When a surgical plane of anes-
thesia is reached, intracaths will be inserted in the femoral artery
and vein and systolic, diastolic, and mean blood pressures and elec-
trocardiogram will be recorded simultaneously. Halothane anesthesia
will be stopped, and when the blood pressure reaches a stable maximum,
hypovolemia will be induced by withdrawing blood into heparinized
syringes over at least a 20 minute period until a mean of approx-
imately 35-40 mm Hg is reached. This mean will be maintained for

a minimum of 20 minutes and then the test solution, either 2 mg/kg
naloxone prepared in 1 cc of sterile water or 2 cc saline alone,
will be administered. The amount of volume administered will be
predrawn to negate volume effect. The blood pressure will be
followed for one hour or until stability is reached. 1If drastic
hlood pressure decreases occur or death secems imminent, blood
readministration will be immediate. After blood pressure measure-
ments have beon completed, the blood will be readministered and

the cathetors removed,  Fach monkey will serve as its own saline
contrn! in a random manner with the trials being at least 30 days
apdart. Blond pressure data will be analyzed for significance with
the Stindent's t test to compare values post-saline treatment with
valurs pnst -naloxone administration,

PROGRE S8
(81 03 - 82 09) <Six female monkeys and one male monkey studied
at this time., No change in blood pressure could be detected in

the female monkeys under the conditions of this study. However,
there was a noticeable decrease in systolic, diastolic, and mean

pressures in the male, The numher of male monkeys studied will
be expanded to attempt to validate this finding in the single
animal. We are now awaiting additional animals and powere«d

naloxone to complete this study. Due to the departure of LTC Ward,
MAJ Jacob has become the principal investigator on this protocol.

STATUS: (0)
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TITLE: Use of the CO, Laser in Pharyngeal Surgery in the Dog
PRINCIPAL INVESTIGATOR: MAJ Stanley P. Liebenberg, VC
PROFESSIONAL ASSISTANTS: COL Leonard L. Hays, MC

MAJ Del Ray Maughan, MC

CPT Wallace E. Taylor, MC
WORK UNIT NO: 82/54

TECHNICAL OBJECTIVE

To define a better technique for achieving a more complete
excision of vocal cord tissue in the canine.

METHOD

Twelve large mongrel dogs will be anesthetized with ultra-short
acting barbiturate and placed in dorsal recumbancy. Suspension
laryngoscopy will then be employed to visualize the larynx. The
CO, laser will then be used to perform a partial laryngectomy.
Supplemental oxygen will be administered to the animal using the
Saunders jet ventilating device to displace CO; from the lower
airways and to facilitate viewing of the operative site during
actual tissue removal with the laser. The opposite hemilarynx
will be left unoperated to serve as a control. Each dog will be
placed on a liquid diet for 24 hours post-op and will then be fed
a semi-soft diet for the next 5 days. Each dog will be endoscoped
at weekly intervals until healing is completed. At 14 days post-
op two dogs will be reanesthetized in the same manner and tissue
specimens will be collected from the operative site for histo-
pathologic studies. The vocal cord will then be removed from

the opposite side, the skin and larynx will be sutured and the

dog allowed to recover. At 30 and 60 days post-op, two additional
dogs at each time will have similar laryngeal tissues biopsied

and complete debarking performed. The remaining six dogs will

not have the operative site biopsied but will be released following
the 60 day post-op exam and debarking of the side not performed
initially. Thirty-five mm photographs will be taken of the
operative and post-op procedures and of all post-op endoscopies.

PROGRESS

(82 05 - 82 09) Using the CO, laser, total ventriculocordectomies
and hemilaryngectomies were performed on several dogs of mixed
ages and sizes. The results in all cases performed were totally
favorable. A paper from this protocol has been accepted for
presentation at the annual meeting of the American Association

for Laboratory Animal Science in the fall of 1982, and a paper

is being prepared for submission for publication.

STATUS: (C)
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TITLE: Effect of Strentocos~us omeumonize Infection on the Binding
of Insulin to Plasma Membranes Isolated from Rat Liver

PRINCIPAL INVESTIGATOR: MAJ James S. Little, MSC

PROFESSINONAL ASSISTANTS: MAJ James Anderson, MC
CPT Jerald Merill, MSC

WORK UNIT NO: 82/24

TECHNICAL OBJECTIVE

To determine if Strentoncsn~aus pneumoniaze infection affects the
binding of insulin to hepatic plasma membranes and to determine
if observed results can be correlated with hepatic alterations
known to occur during this infection.

METHOD
Male albino rats (150-250 gm) of the Sprague-Dawley strain will
be maintained on stock lab chow and tap water, ad libitum and
acclimatized to a lZ2-hr day/night cycle for at least 12 days
prior to experimentation in order to eliminate circadian _varia-
tions., Rats will be inoculated subcutaneously with 3x10- to
6x10° heat-killed or virulent 7. »neumoniie serotype 1, A5 strain
organisms. At 40 hr post inoculation, plasma membranes will be
prepared from both grcups of rats. These membranes, which have
been shown to be essentially devoid of other cellular contaminants,
will be washed by suspension and recentrifugation to remove
absorbed cytoplasmic proteins, Preliminary experiments conducted
at BAMC will be designed to determine optimum plasma membrane pro-
telin concentration, time, pH, and temperature for the binding of
labeled insulin to isolated plasma membranes., In a total incubation
volume of 450 microliters, buffer, plasma membranes, cold standards,
and labeled hormone will be incubated at the predetermined tempera-
ture, pH, and timee . Non-specitic binding is determined by parallel
incubation with wvxcess cold hormone. Scatchard analysis will be
used to assess attinity and binding capacity ot 1125 insulin to
plasma membranes isolated from 10 control and 10 infected animals.
Sroup mean values will he compared by the unparied Student's t test
and difference s will be considered significant at P<0.05.

PROCP] ¢8
(R2 01 - R 09y The start of this protoce] was delayed due to

the departure ot the assistant who was to o the insulin binding.
However , pur 1f5ic 1 plagma memranes have been vrepared from both

control and intected vats, ntection did not alter the membrane
parity or yield., btreliminary studivs bave determined the optimum
bime, temperatute, and p'o oot aonding. catchard analysis will
now be performed to detorpaine o8 gasiman banding capaclty and

attinity of the roecoptor tor itnsulin is altered during infection.

STATUS: (0)
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f TITLE: The Effect of Streptococeus pneumoniae Infection on the
= Binding of Thyroxine (T4) to Purified Rat Liver Plasma
»( Membr ane
- PRINCIPAL INVESTIGATOR: MAJ James S. Little, MSC
f PROFESSIONAL ASSISTANT: MAJ Stanley P. Liebenberg, VC
m! WORK UNIT NO: 82/65

TECHNICAL OBJECTIVES

To determine if there are specific receptors for T4 on hepatic

plasma membranes; if these receptors are affected by S. pneumoniae
,‘ infection; and if receptor changes can be correlated with altera-
; tions known to occur in hepatic metabolism during infection.

METHOD

Male Sprague-Dawley rats (200-250 g) will be maintained on stock
Purina lab chow and tap water ad lihitum. All rats will be
acclimated to a l2-hour day-night cycle for 14 days before
experimentation to standardize circadian variations. Rats will
be 1noculated with varying doses (3x104 - 3x10°; 6x105 - 1x106;
and 6x10%) of heat-killed (control) or virulent (infected)
colony-forming units of S. pneumoniae, serotype 1, A-5 strain.
After inoculation, all rats will be fasted but allowed access to
water and euthanized 40 hours after inoculation, a time corre-
sponding to the midpoint of the night cycle. Fasting of controls
will be necessary because infected rats are anorectic. Hepatic
plasma membranes will be 1solated and the purity assessced. For
initial studies to determine optimum time, temperature, protein
concentration, and pH, plasma membranes from control cr infected
animals will be pooled. Once the binding assay has been optimized
with respect to time, temperature, plasma membrane protein con-
centration, and pH, plasma membranes will be prepared from indi-
vidual control and infected animals. Each control or infected
group will contain at least 6 animals. Three groups of infected
animals will be studied with cach group receiving an increasingly
larger dose of 5. preumoniae. Receptor assays will be per formed
in a total volume of 0.2 ml contained 1in l?%ZS mm bor05111cate
glass test tubes. The assay will contain I T, (50,000 to
100,000 counts per minute), trom 0 to 107 M col Ty and

plasma membranes at the determined concentration. All components
will be diluted in bufter (T4 Buffer) containing 0.25 M sucrose,
20 mM Tris-Cl, 1 mM MgCly, 2 mM EDTA, 50 mM NaCl, 1 mM dithio-
threitol, and 5% (v/v) glycerol. Assays will be performed in
triplicate at the optimal temperature and time. Assays will

be stopped by the addition ot 1.0 ml of 1ce cold T4 buffer and
centrifugation at 2200 g tor 15 minutes. Following centritugation,
the supernatant will be aspirated and the plasma membrane pellets
washed by the addition ot 1.0 ml ot ice cold T4 buffer. The
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The FEffect of <+ .nta~asmyg nmeumonize Infection on the Binding
ot Thyroxine (Tg4) to Turified Rat Liver Plasma Membrane - Little

membranes will again be pelleted as described above, the super-
natants aspirated, and the membranes counted., Non-specific
Yinding will he determined by parallel incubation with excess
“21 4 hormone (10°° M),  Scatchard analysis will be used to
15553 the attinity and maximum binding capacity of the receptor
tor Ty, Counting efficiency will be determined by the channel

v 3o method,

PROGRESS
doepatic plasma membranes were isolated and purified from control
ind Ttmont sanasys nmaumonize infected rats by differential and
“Sopvenic density gradient centrifugation. Infection did not
+fto ot the purity of the isolated membranes or the yield.
"rtection cause:dd a significant decrease in both total and free
seroc thyroxine (T4). The mechanism of this decrease has not
necn Jetermined. The binding of T4 to plasma membranes isolated
‘ror control and infected rats was optimized with respect to
time, tomperature, and pH. Scatchard analysis of membrane
tmidrng eonfirmed high attinity, low capacity sites as well as
Power attinity sites for T4. Hepatic plasma membranes from
rats inoculated with varying doses of vivrulent 2. pneumoviae
7oty ocompared to those from rats inoculated with heat-killed
riinasms,  In infected plasma membranes, T4 maximum binding
1t acity (MBC) of the high affinity site decrecased significantly
1= tho infection progressed. The affinity of the receptor for
"4 ti1d not change. Neither MBC nor affinity of the lower
1 4t inity site was altered by infection. In summary, (1) there
re <aturable high affinity binding of T4 to purified rat liver
v lasra memhranes; (2) during 5. oweumnniae infection, serum
*otal oand free Ty oare sigqniticantly Jdecreased and the MBC of
*he hiah atfinity sote for Ty 1s decreased; (3) altered receptor
nomter o oroaftainity cannot explain the decreased serum T4 values
1 orhe ob served hepatic metabolic Alterations known to occur

ooy Tl ey man e infoct ton

Soraper 1 beding trepared tor submission tor presentation at
che Al mect g ot The Foderation of Ameraican Societies for
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TITLE:

Mechanism of HCG in Spermatogenesis During Testosterone
Suppression

PRINCIPAL INVESTIGATOR: LTC Stephen R. Plymate, MC

PROFESSIONAL ASSISTANTS: COL Bruce Fariss, MC

WORK UNIT NO:

LTC George Ward, VC

Mina Garrison, MT

Louis Matej, MT
80/70

TECHNICAL OBJECTIVE

To determinne if, during testosterone suppression, spermatogenesis
which is reinitiated by HCG is due only to a rise in testicular
testosterone or if HCG also stimulates androgen binding protein
production.

METHOD

Three groups of male rats >90 days old (20 rats/group) will be
Initially, each animal will have serum drawn for LH,
prolactin, FSH, and testosterone, and a unilateral orchiectomy
will be done on each animal with the testicular contents assayed
for androgen binding protein, testosterone, estradiol, and dihydro-

studied.

testosterone plus histology.

will be injected with sesame 0il alone. Groups 2 and 3 will be
injected with testosterone proprionate and sesame o0il at a dose
of 150 .gm/100 gm body weight. Then, for six more weeks both
groups will continue to receive the testosterone proprionate and
Group 3 will also receive the HCG at a dose of 6 U/100 gm body

weight daily.

alone.

Group I will continue to receive the sesame o0il

At the end of this six week period, each animal will again
have serum drawn for proactin, FSH, LH, and testosterone, and the
animal will then be sacrificed with the other testicle removed and
assayed for androgen binding protein, testosterone, estradiol, and
dihydrotestosterone as well as histology.

PROGRESS

(81 10 - 82 09) The technical portion of this protocol was
completed and a manuscript is in preparation. The study demon-
srated that testosterone and HCG are additive in depressing
testicular steroidogenesis and scminiferous tubule function.

PRESENTATIONS:

STATUS:

(0)

Mechbanisms of Prolactin Regulation of Testicular
Function; Endocrine Society Meeting, 17 Jun 81.
Abstract #56, p 96.

Effect of Chronic Administrationn of Testosterone
and Human Chorionic Gonadotropin on Testicular
Function., Pacific Coast Fertility Society,

Palm Springs, CA, 16 Oct 8l; abstract #48,.
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TITLE: Testosterone and HCG Fftects on Testicular Steroidogenesis
PRINCIPAL INVESTIGATOR: ITC Stephen R. Plymate, MC

PROFESSTONAL ASSISTANTS: €Ol Bruce L. Fariss, MC
MA1 Stanley Liebenberq, VC
MAJ Allan Avbel, MC
856G James Hayes
Louis Matej}, B.S.

WORK "N TT NO: 21 90

TECHNICAL OBJECTIVE

To determine the mechanism of inhibition of intratesticular
testosterone production by HCG and testosterone,

METHOD

S1x groups of adult male Wistar rats >250 gm will have baseline
serum drawn for LH, FSH, and testosterone., All animals will be
Fept on a 14 hour light, 10 hour dark cycle. Group A will re-
celve sesame oll twice weekly tor 12 weeks. Group B will receive
150 wgm/100 gm Bw testosterone enanthate twice weekly for 12
weeks,  Group C will receive 150 wgm/100 gm BW testosterone
enanthate twice weekly tor six weeks and the same regimen plus
I8 7 HCG QD tor an additional six weeks., Group D will receive
300 wagm/100 gm Bw testosterone enanthate for six weeks and the
same regimen plus 18 77 HUG QD tor an additional six weeks,
Group bk will receive 150 ugm testosterone enanthate/100 gm BW
plus 18 11 HOG twice weekly for six weeks, and the same regimen
plus the addition of Teslac 5 ugm daily for six more weeks.
Ssroup Fowilll receive 150 ugm testosterone enanthate/100 gm BW
twice weekly tor s51x weeks and then 18 U HCG daily plus 10 mg
Teslac twice o day tor six weeks, After the 12 weeks, blood
will agpain be drawe, the animals sacrificed, the testes, and
epv i dynus removedd, weighed, and frozen, Intratesticular DHT,
Eoyoand ARP will be measured in the testicle and androgen
bindeng protein me wsared in the epldidyrus.  Histology will be
teer oy e it anclade mean seriniterons tunbule diameters.,

PROGKESS

(51 10 - 2o 09y the tochniea] 1eortion ot this protocol was
completed and a manuascer it 1g 10 preparation. This study demon-
trated that administr ation ot testosterone and HOG had a greater
ftect on suppression of testicnlar testosterone levels than
ininistration of testosterone glone,.  Testosterone alone lowered
intratestycatar testosterone Ly L suppression and increased
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Testosterone and HCG Effects on Testicular Steroidogenesis -
Plymate

intratesticular E,. The combined effect of HCG and testosterone
appeared to be by further increases in intratesticular E, as well
as greater suppression of serum LH.

STATUS: (0O)

PRESENTATION: Influence of Long Term Testosterone (T) and Human
Chorionic Gonadotropin (HCG) Administration on
Intratesticular Testosterone. 3rd Annual Military
Endocrinologists Meeting, San Francisco, CA,

15 June 1982.
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TITLE: The Effect of Opiates on the Release of Gonadotropins
in the Mairara nemestrina

PRINCIPAL INVESTIGATOR: LTC Stephen R, Plymate, MC
PROFESSIONAL ASSISTANT: MA1 Stanley P. Liebenberg, VC

WORK UNIT NO: 81.793

TECHNICAL OEJEICTIVE_J
To further study the effects of endorphins on the hypothalamic-
pituitary gonadal axis of the Macaca nemestrina monkey. Opiate
compounds have been shown to release LH from the glands of humans.
It is well known that the morphine-addicted human can become
hypogonadotroplc.

METHOD _
Six female Marcar1 nemestrina monkeys will be addicted to morphine.
When they become amenorrheic with maintenance of their weight by
appropriate food supplement and have not lost significant body
weight, gonadotropins will be drawn every 10 min for 1 hr and 20
minutes, Next, a bolus of naloxone will be given and samples
Arawn for 120 minutes. The animals will be continued on morphine
and 2 weeks later given a bolus of LH releasing hormone with
samples for gonadotropins drawn every 10 min for 120 minutes,
The animals will then bhe withdrawn from the morphine and again a
holus of naloxone will be administered during the luteal phase of
the menstrual cycle with serum samples drawn every 10 min for 120
min before and after administration of naloxone. Samples will be
assayed for progesterone to determine the point of time in the
menstrual cycle, Menstrual cycle timing will be determined by
watching sex skin swelling., LH will be measured by leydig cell
hioassay. Data will he analyzed by appropriate T test and linear
reqression,

PRUGRESS

(81 10 - ®#2 09) The technical portion of this protocol was
completed and a manuscript is 1n preparation. This study demon-
strated a significant suppression of LH by chronic morphine
sulphate addiction unrelated to weight loss and this suppression
was also seen with acute morphine sulphate administration when

a sensitive bioassay for LI was nsed,  This suppression 1is
veversed by Naloxone,

STATUS: (0)
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The Effect of Opiates on the Release of Gonadotropins in the
Macaca nemestrina - Plymate

PRESENTATIONS: Bimodal Effects of Opiates in LH secretion in the
Primate. HSC Annual Clinical Investigation
Conference, Sep 81, San Antonio, TX.

Morphine Sulfate Addiction Suppresses Gonadotropin
Secretion in the Female Macaca nemestrina .

» 64th Annual Meeting, The Endocrine Society, San

" Francisco, CA, 16 June 1982. Abstract #579,

1 Abstracts of the 64th Annual Meeting of The
Endocrine Society, June 1982, page 224,

IBID, 3rd Annual Meeting, Military Endocrinologists
, Society, San Francisco, CA, 15 June 82, poster
4 session, page 14 of the abstracts.
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TITLE: Differentiation of Luteinizing Hormones From Different
Animal Species ''tilizing the HPLC

C' PRINCIPAL INVESTIGATOR: LTC Stephen R. Plymate, MC
b

PROFESSTONAI, ASSISTANTS: COIl Bruce L. Fariss, MC
MAJ Willis H. .Tacob, MSC

WORK UNIT NO: 82/23

TECHNICAL OBJECTIVE

To determine if high pressure liquid chromatography can be a
means by which the pituitary gonadotrophins can be separated and
"I quantitated between species.

! METHOD

, Various nanogram amounts of LH ranging from 1-50 ng/ml will be

F @ assayed by the HPLC using the protein 125 column. Human, primate,
! ovine, rat, and rabbit LH will be assiyed. Human LH which has
been labelled by chloramine-T or lactoperoxidase will also be used.
The same concentrations of [LH will then be added to the mouse
leydig's cell hicassay system. The results bhetween these two
techniques will he compared as well as the points at which the

" various LH's are detected on the HPLC. The statistical analysis
Y will be performed by linear regression and T tests.

[

! PROGRFSS
b (82 01 - 82 09) M*PHT linked to SHBG, using P-125 columns in

tandem, has bern separated., Using a high salt gradient, SHBG

f has successfully teen 1anlated,

b

}

@ STATHS: )
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K
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3

Y

b

®

}
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TITLE: The Incidence of Varicocele in an Unselected Male Population

PRINCIPAL INVESTIGATOR: LTC Stephen R. Plymate, MC

PROFESSIONAL ASSISTANTS: COL Bruce L. Fariss, MC
LTC William D. Belville, MC
MAJ Willis H. Jacob, MSC
Alton B. Peyton, M.D., (COL Ret), DAC

William J. Bremner, M.D., VA Hospital, Seattl’

WORK UNIT NO: 82/42

TECHNICAL OBJECTIVE

To determine the incidence and functional significance of a
testicular varicocele in an unselected male population.

METHOD

Une thousand (1000) ROTC cadets will be examined during summer
physicals for the presence of varicocele. Twenty men in whom a
varicocele is found will be randomly selected as subjects. Blood
will be drawn for LH, FSH, and prolactin, A LH-RH stimulation
test will be performed by giving 100 yg of LH-RH and drawing
baseline and 45-minute LH and FSH levels. Sperm counts will be
obtained on all subjects and a fertility history will be obtained.
A group of 20 normal volunteers will have sperm counts and the
LH~RH test performed. Data will be analyzed by the appropriate
statistical analysis using the non-paried t-test and analysis of
variance where appropriate.

PROGRESS

(82 03 - 82 09) This was terminated due to the inability of the
investigators to obtain a population,

STATUS: (T)
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TITLE: Effect of HCG and T on Regulation of Leydiqg Cell Function
PRINCIPAL INVESTIGATOR: LTC Stephen R. Plymate, MC
PROFESSIONAI, ASSISTANTS: COL Bruce L. Fariss, MC
MAJ James S. Little, MSC
Mina Garrison, M.T.
John White, Ph.D.
Louis Matej, M.T.
WORK UNIT NO: 82/67

TECHNICAL OBJECTIVE

To expand further the studies which the investigators have reported
showing the relationship between LH and testosterone (T) in
reqgulating testosterone production. The current study is designed
to determine the time course of events following HCG administration
to testosterone suppressed animals by determining changes in intra-
testicular testosterone and [H receptors at specified intervals
followinag HCG administration.

METHOD

Male Wister rats »>90 days and weighing 200-250 gms will be given
testosterone enanthate 150 ugm/100 gm body weight IM biweekly for
six weeks and control animals will be injected with sesame o0il. This
will be time zero time. FEight control and eight treatment animals
will be sacrificed at this point. Then HCG 18 IU each day will be
started on all animals treated with T and control animals will be
injected daily with saline. Fight control and eight treatment
animals will be sacrificed at 3, 7, 14, 28, and 56 days after zero
time and trunk blood collected. Testes and epididymae will be
removed, trimmed of fat, weighed, and frozen at -70°C until assayed.
Serum will be separated and frozen until assayed. Serum will be
analyzed for T and ILH. Testes will be analyzed for T, E,, ABP, and

HCG receptors. Testes from six control and six treatment animals
sacrificed at 7, 28, and 56 days will be prepared for electron-
microscopy. FElectron-microscopy and stereological analysis of

the smooth endoplasmic reticulum in the Leydig cells will be
performed.  Serum T and I.H will be performed hy RIA. The testes,
while still frozen, will be cut in half. One half along with the
epididymis, witl b thawed and homogenized in a phosphosaline
buffer pH 7.4 with 6 ml used per am of tissue. This homogenate
will then be assayed for T, F,, and ABP and results expressed per
ng of protein, The other half of the testes will then be assayed
for HCG/LH receptors. Comparison between groups will be made
using the non-paired Student's T test or a non-parametric test
such as the Mann Whitney test,

PROGRESS

(82 08 - 82 09) Supplies have heen ordered. This project will
begin as soon as they are received.,

STATUS: (0O)
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TITLFE: Effects of Lower Body Positive Pressure on Tissue Perfusion

PRINCIPAL INVESTIGATOR: CPT Carey N, Chisholm, MC
PROFESSIONAI, ASSISTANTS: None

WORK UNIT NO: 82/22

TECHNICAL OBJECTIVE

Lower extremity ischemia and compartment syndromes have recently
been attributed to the use of pneumatic trousers. These detri-
mental effects may be related to the quantity and duration of
pressure applied. The purpose of this protocol is to study the
effect of lower body positiv~ pressure over time and at different
pressures in normal volunteers,

METHOD

Intramuscular compartment pressure will be monitored throughout
the study by the wick catheter technique. Military-Anti-Shock
Trousers (MAST) will bhe inflated to 30 mm Hg for 60 minutes,
increased to 60 mm Hg for 20 minutes, decreased to 30 mm Hg for
10 minutes, and finally deflated. Peripheral blood samples for
venous pH, lactate, CPK, myoglobin, and K+ will be obtained
prior to inflation of the MAST and upon detlation from 60 mm Hg
to 30 MM Hg. Blood pressure will be monitored at 10 minute
intervals throughout the study.

PROGRESS
(82 01 - 82 09) The study has been completed and a paper is in
the final draft stage. The anterior tiblal compartment pressures
of 8 healthy volunteers were studied at varying PASG inflation
pressures, A linear correlation between PASG pressure and IMP
exists with >90% ot the externally applied pressure being
transmitted to the muscle compartment, All subjects developed
IMP 50 mm Hag at PASG 1nflation of 60 mm Hag. FExternally applied
pressure appears to create a condition which may stimulate or
lead to a compartment syndrome. Inflation pressure should be
closely monitored during PASG appliccation as IMP may be assumed
to be at least as high as inflation pressure., The lowrst
cffective PASG prossaro should he ntilized,

STATUS: ()
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TITLE: Effects of Alcohol on the Hepatotoxic Properties of an
Acute Acetaminophen Overdose

PRINCIPAL INVESTIGATOR: CPT Doreen M. bargon, MC

PROFESSIONAL ASSISTANTS: LTC George S. Ward, VC
MAJ James S. Little, MSC

WORK UNIT NO: 81/30

TECHNICAL OBJECTIVES

To evaluate the effects of acute and chronic alcohol on the
hepatotoxicity of acetaminophen; to ascertain specific risks or
benefits from acute and chronic alcohol ingestion with a concom-
itant acetaminophen overdose and determine whether mortality
varies; and to determine whether glutathione deficiency is the
cause of increased or decreased hepatotoxicity when acetaminophen
is acutely ingested in the setting of chronic alcohol usage.

METHOD

Phase 1l: Phase 1 will be concerned with acute alcohol ingestion.
Forty male rats will be divided into 4 groups of equal weight and
fed a normal diet and water ad libitum. The first group will be
a control; the second group will be force fed one predetermined
LD50 dose of acetaminophen; the third group will be force fed

one dose of alcohol to achieve a serum level of approximately

200 ug/ml; and the fourth group will receive both acetaminophen
and alcohol. Rats will be weighed prior to the study and at
sacrifice. Liver function tests will be performed to determine
baseline values and at 12 hour intervals up to and including 36
hours post ingestion. Rats will be sacrificed at 36 hrs after
ingestion and liver weights will be determined and liver sections
prepared for light microscopy. A portion will also be fixed in
glutaraldehyde for electronmicroscopy if light microscopy proves
inadequate. Data will be compared to determine if acute alcohol
ingestion alters the hepatotoxic effects of an acute acetaminophen
overdose.

Phase 2: Chronic alcohol ingestion. Forty male rats will be
used. Group 1 will be force fed alcohol daily tor 3 weeks to

achieve serum alcohol levels of 200 pg/ml. This will correspond
to approximately 40% of their caloric intake per day. The other
60% will be obtained from a normal rat diet. Group 2 will be

treated the same as Group 1 plus given a single LD50 dose of
acetaminophen after the 3 wecks of alcohol ingestion. Group 3
will be treated the same as Group 2 plus treatment with diethyl
maleate to deplete glutathione. Group 4 will be treated with
diethyl maleate to deplete glutathione and then force fed an
LD50 dose of acetaminophen.
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Effects of Alcohol on the Hepatotoxic Properties of an Acute
Acetaminophen Overdose - Dargon

Liver function tests will be performed on all rats prior to the
experiment to determine baseline values, at 3 weeks after the
initiation of the experiment to determine the effects of alcohol
or glutathione depletion, and at 12 hour intervals after the
LD50 dose of acetaminophen up to 36 hours at which time all rats
will be sacrificed. Liver weights will be determined and liver
sections prepared for light microscopy and electronmicroscopy.
Electronmicroscopy will be performed only if no changes are
observed with the light microscope. Data will be compared to
determine the effects of chronic alcohol ingestion, acetaminophen,
and glutathione depletion.

PROGKESS

(81 10 - 82 09) Prolonged treatment with ethanol had no significant
effect on any of the liver function enzymes measured. Approximately
30 rats in whom alcoholism had been induced and approximately 30
rats in a control group were given acetaminophen in varying

doses. Preliminary results suggested and subsequent experiments
contirmed that the ethanol treated animals were not any more
susceptible than the controls and, in fact, may be less susceptible.
It was confirmed that serum enzyme levels were not altered by
~thanol treatment and that ethanol had a protective effect when
animals were subsequently intubated with acetaminophen.

STATI! = ()
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TITLE: Evaluation of Peak Expiratory Flow Rates as an Early
Predictor of Admission for Patients with Acute Bronchospasm

PRINCIPAL INVESTIGATOR: CPT Braxton H. DeGarmo, MC

PROFESSIONAL ASSISTANTS: MAJ William R. Kilpatrick, MC
LTC Henry Covelli, MC

WORK UNIT NO. 81/41

TECHNICAL OBJECTIVE

To evaluate peak expiratory flow rate (PEFR) as an early predictor
of admission for patients with pulmonary disease who present in
acute bronchospasm.

METHOD

Phase 1: The hand-held Wright Peak Flow Meter to be utilized
will be compared with similar computerized spirometric parameters
in order to assess its sensitivity in measuring changes in air-
ways disease. This will be done by randomly testing PEFR in

30 patients scheduled for routine spirometry. The highest of
three PEFR measurements in each patient will then be correlated
to the computerized FEV] g, PEFR, MMEF, and other spirometric
values. The highest three values will be used throughout the
study because the test is effort related. The patient's best
effort will correlate better with the actual severity of his/her
disease,

Phase I1: FEach patient in three different groups will be treated
by a physician in the ER according to the SOP. The RN will admin-
ister medication and the PEFR test and the physiciar will have no
knowledge of results during treatment and dispostion of the
patient. Group I (l10-15 years of age) will undergo PEFR testing
upon admission to the ER, 15 minutes after the first dose of
epinephrine, and prior to discharge from the ER, whether admitted
or released to go home. Group II (age 15-40, otherwise healthy)
will undergo PEFR upon admission, 15 minutes after the first dose
of epinephrine, after bronchosol therapy, and prior to release
from the ER. Group I1II (age >40, cardiac disease, hypertension,
severe COPD) will undergo PEFR testing upon admission to ER,
after bronchosol therapy, one hour after starting IV amino-
phylline, and prior to release from ER. All patients will be
contacted 12-24 hours after release from ER for a subjective
followup of their condition. 1I1f the patient was admitted, the
physician will be asked for his reasons for admission.

PROGRESS
(81 02 - 82 06) Data has been collected and has been analyzed.

A manuscript is being prepared.

STATUS: (C)
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TITLE: Emergency Room Procedure Training
PRINCIPAL INVESTIGATOR: CPT Steven C. Dronen, MC
PROFEFSSTONAL ASSISTANTS: LTC George S. Ward, VC
MAJ Wilson R. Kilpatrick, MC
MAJ Robert D. Smith, MC

WORK IINIT NO: 80/04

TECHNICAL OBJECTIVE

To provide training to acquire the necessary manipulative skills
in per forming invasive, life-saving procedures for the Emergency
Medicine Residency Program,

METHOD

After a lecture with visual demonstration of the procedures, in
an initial session each resident will be assigned a large
anesthetized dog. Under staff supervision, the following pro-
cedures will be performed: venous cutdown; peritoneal lavage;
cricothyreotomy; tracheostomy; chest tube insertion; lateral
thoracotomy; cross clamping aorta; and cardiac wound repair.
“ix months after the initial session, the residents will repeat
the procedures and will be timed for each procedure to simulate
emergency conditions and to evaluate how effective the initial
tralning has been.

PROGRESS
(R] 09 - 82 02) Three residents practiced techniques on this
[T ogr am, In February 1982, the protocol was rewritten and
ippr oved by the Committees under the same name as MAMC #82/25.
T~ I (C )
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TITLE: Emergency Room Procedure Training
PRINCIPAL INVESTIGATOR: CPT Steven C. Dronen, MC

PROFESSIONAL ASSISTANTS: LTC Samuel T. Coleridge, MC
MAJ Stanley P. Liebenberg, VC

WORK UNIT NO: 82/25

TECHNICAL OBJECTIVE

To provide training to acquire the necessary manipulative skills
in performing invasive, life-saving procedures for the Emergency
Medicine Residency Program.

METHOD

The procedures listed below will be performed in two separate
sessions under the supervision of a staff member and the
veterinarian assigned to Clinical Investigation. All animals will
be anesthetized and then will be sacrificed immediately after the
procedures. All participants will be instructed concerning the
impor tance of humane and professional treatment of the animals

and the involvement of any participant who does not adhere to
these principles will be terminated.

PART 1I: PART II:

l. Femoral vein cutdown 1. Tissue pressure monitoring
2. Peritoneal lavage 2. Arterial pressure monitoring
3. Tube thoracostomy 3. Swan-Ganz catheter placement
4, Thoracotomy 4. Transvenous ventricular
5. Aortic cross-clamping pacemaker placement
6. Control of pulmonary 5. Transthoracic ventricilar
hemorrhage pacemaker placement
7. Cardiac wound repair 6. Pericardiocentesis
8. Endotracheal intubation 7. Segstaken-Blakemore tube placement
9, Percutaneous transtracheal 8. Auto transfusion from hemothorax
ventilation 9, Twist drill decompression
10. Cricothyroidotomy 10. Skull Trephination
PRUGKESS
(82 02 - 82 09) Incoming bknergency Medilicine Residents have been
trained in the first part ot the procedures protocol. The second
phase will be completed later 1n the calendar year.,
STATUS: ()
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TITLE: Hemodynamic Responses to Application and Removal of
Nitroglycerin Ointment in Normal Subjects

PRINCIPAL INVESTIGATOR: MAJ Kenneth Frumkin, MC
PROFESSIONAL ASSISTANTS: CPT Ted A. McMurry, MC
WORK UNIT NO: 82/17

TECHNICAL OBJECTIVE

To determine the temporal characteristics of the action of
topically applied nitroglycerin on pulse and blood pressure
volunteers. The onset of action, time required for maximal
hemodynamic response, and the time for return to baseline
values after the ointment has been removed will be measured,

METHOD

Sixteen (16) healthy male volunteer subjects with a normal blood
pressure and pulse without orthostatic changes during the baseline
phase of the experiment will be used. An automated Critikon blood
pressure cuff and an automatic dental chair in the fully erect
position will be used. Initially, orthostatic vital signs will

be taken. Patients will then have pulse and blood pressure taken
after being supine for two minutes and again after two minutes

of standing. Those with a decrease in systolic blood pressure

of 20, a decrease in diastolic blood pressure of 10, or a rise

in pulse of >20 beats /minute will be excused from the study.
Non-or thostatic patients will then sit erect in the chair and
pulse and blood pressure will be recorded automatically by the
device every two minutes for 14 minutes (baseline). Two inches
(30 grams) of 2% nitroglycerin ointment will then be applied to

a 53 cm?2 area at the left costal margin in the midclavicular line.
Blood pressure and pulse will be recorded every two minutes by the
machine and also by a physician. Symptomatic hypotension will be
treated by Trendelenberg position and other standard means. After
40 minutes of continuous monitoring, one half of the patients
(randomly assigned) will have the nitroglycerin paste completely
wiped off with a clean terrycloth towel. Monitoring of these
patients will continue for another 60 minutes. The control
suhiects will have the paste left on and will be monitored for

the same period of time,

PROGRESS

(81 11 - 82 09) Four of the proposed sixteen subjects have been
tested. There have been no adverse reactions. Preliminary
analysis suggests that the effects of nitroglycerin ointment

on pulse and blood pressure in normal subjects is not as pre-
dictable as the literature implics,

STATUS: (0)
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TITLE: Severity of Illness in After-Hours E.R. Visits:
The Physician's Assessment versus the Patient's

PRINCIPAL INVESTIGATOR: CPT Robert E. Stuart, MC
PROFESSIONAL ASSISTANTS: CPT Joseph Divita, MC

WORK UNIT NO: 80/53

TECHNICAL OBJECTIVE

To compare the patient's estimation of the urgency/severity of
his medical problem with the physician's assessment in after-
hours emergency visits and to gather information about what
kind of services after-hours patients expect.

METHOD

Patients presenting between 1700 and 0800 weekdays and on a
24-hour basis on weekends will be included for a period of two
weeks. At the time of the patient's visit, the physician will
place a code number on the chart as follows: (1) true emergency;
({2) acute or chronic severe illness; (3) acute minor illness;

(4) chronic minor illness; and (5) no illness found. The patient
will be asked to complete a questionnaire at the time he presents
for treatment as to his opinion of his illness as categorized
above and if he thought he was presenting to the ER or an after-
hours walk-in clinic. Later, a telephone survey of patients will
be done by an assistant who does not have access to the code,
asking patients to categorize their opinion of their illness after
seeing the physician.

PROGRESS
(80 07 - 81 09) Data collection was completed and data has been
analyzed. Many of the patients who came to the ER did not have
a good idea of how severe their illness was. A paper has been

written and is being reviewed by the various authors before
submission.

STATUS: (C)
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TITLE: Diamine Oxidase Levels and Asthma in Pregnancy

PRINCIPAL INVESTIGATOR: CPT Julie Ducey, MC

PROFESSIONAL ASSISTANTS: MAJ James S. Little, MSC
MAJ Rebecca Sullivan, MC
CPT Diane J. Madlon-Kay, MC

WORK UNIT NO: 81/73

TECHMICAL OBJECTIVE

To determine if a correlation exists between serum diamine
oxidase levels and disease activity in pregnant asthmatic women.

METHOD

Approximately 25 new obstetric patients who have had an asthma
attack within the previous three years and a control group of 12
newly pregnant non-asthmatic women will have a detailed history
taken. In particular, any history of allergy, hayfever, or
smoking will be noted, and in asthmatics the frequency and sever-
ity of attacks and their treatment. In addition to the routine
initial laboratory tests, the patients will have determinations

of their diamine oxidase levels and spirometry measurements of

FVC AND FEV. At every clinic visit, the asthmatic patients will

be examined for wheezing and questioned in particular about their
respiratory symptoms and medications. Every four weeks and at

six weeks postpartum both the control and asthmatic patients will
have spirometry and diamine oxidase determinations. The asthmatic
patients' clinical conditions during pregnancy will be classified
as worse, unchanged, or improved by evaluating the change in
respiratory symptoms, severity ot wheezing on physical exam,
medicat ion chanqes regquired, and spirometry. A chi-square analysis
will be done to determine if any correlation exists between the
A1amine oxidase levels and the asthmatic patients' clinical conditions.

PROGRESS

(81 10 - 82 09) ‘tourtcen asthmatics and nine matched control
patients have been enrolled, of the 19 asthmatics, ten have
completed the study, three arc still pregnant, and six have

dropped out of the study. 0Of the controls, five are still pregnant
and four were dropped from the study. Fourteen of the asthmatics
ani all ot the controls enrolled daring FY 82,

An Attempt hs been made to correlate the diamine oxidase levels
in these pregmant asthmatics with their clinical status as
determined by FEV]/FVC and clinical histories. There has been
no difference in the diamine oxidase levels in patients placed
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Diamine Oxidase Levels and Asthma in Pregnancy - Ducey

in three different groups "improved", "no change", and "worse"
by virtue of their clinical status. However, in four of the
nine asthmatic patients, threre has been a direct relationship
between diamine oxidase levels and FEV]/FC. Data collection is
continuing.

Due to the departure of Dr. Madlon-Kay in June 1982, Dr. Julie
Ducey is now the principal investigator on this protocol.

STATUS: (0)
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TITLE: Exercise Prescription and Dietary Restriction for the
Reduction of Weight and Cardiovascular Risk Factors

PRINCIPAL INVESTIGATOR: CPT Gaspar Giorgi, MC
PROFESSIONAL ASSISTANT: MAJ Diana M. Barefoot, SP
WORK UNIT NO: 82/61

TECHNICAL OBJECTIVE

To establish through the aegis of the Family Practice Clinic a
program of exercise therapy coupled with dietary restriction for
the reduction of weight and other cardiovascular risk factors.

METHOD

Thirty (30) obese patients will be enrolled. Obesity will be
defined according to the Metropolitan Life Insurance Tables.
Patients 20-60 years of age are eligible; patients >35 will be
screened by treadmill to determine functional capacity and the
presence of latent cardiovascular disease; patients with estab-
lished cardiovascular disease after a myocardial infarction or
coronary bypass will not be allowed into the program; screening
history and physical and labs pertinent for cardiovascular risk
factors will be obtained before and after the program; routine
chest x-ray and spirometry will be obtained in patients with a
history of pulmonary discase., Laboratory screen will include
B¢, SMA-20, HDl-cholesterol, triglycerides, and urinalysis.
This will be an individual, rather than a group, exercise program
and will consist of swimming or running, Patients will be
admitted into the program bi-monthly. Exercise prescriptions
utilizing a training heart rate zone for 20 minutes, 3 times a
week, coupled with diet therapy appropriate for age and weight
will be given at that time, Follow-up will be at 1 week and 2
weeks, and then monthly. Weight, compliance, and various cardio-
vascular performance and risk factors will be checked at each
ollow-up with further dietary and risk factor counselling at
that time. Data from the program analyzing its success will be
taken in 12 months,

PROGRESS

(82 06 - 82 09) Fifteen subjects were enrolled on 11 Sep 82.

All had initial blood work and FKG and stress tests performed
acording to the screening criteria established by prescription
hbased on age and then issued an exchange diet. Follow-up meeting
one week later showed that all patients lost weight (2-5 lbs).
However , only 70% ot the initial number returned for the next
follow-up. No problems were reported. Follow-up will continue
on a monthly basis with periodic induction ot further subjects,

STATUS: (0)
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TITLE: Metronidazole Therapy for Nonspecific Vaginitis: 3 vs 7 Days
PRINCIPAL INVESTIGATOR: CPT Mark B. Mengel, MC
PROFESSIONAL ASSISTANTS: MAJ Shannon Harrison, MC

MAJ James Higbee, MSC

CPT William Watson, MC

WORK UNIT NO: 82/66

TECHNICAL OBEJCTIVES

To determine the effectiveness of 3 days of metronidazole therapy
(500 mg po bid) vs 7 days (500 mg po bid) in the treatment of
nonspecific vaginitis (NSV) and to determine if treatment of the
male sexual partner of a woman with NSV reduces the rate of
recurrence of that disease in previously cured women.

METHOD

Women 18-50 years of age who complain of abnormal vaginal discharge
or vulvar itching, are non-pregnant, non-menopausal, have not

used oral abtibiotics or vaginal medications in the previous

month, do not have clinical evidence of a mucopurulent cervical
discharge or genital herpes, but do have negative wet-mounts for
Trichomonas vaginalis and negavive KOH prep for Candida albicans
will be admitted to the study if their vaginal discharge fulfills
two of the following four criteria: grey, homogenous discharge
that adhers to the vaginal wall; pH >4.5; positive "“clue cells"

on wet mount or gram stain; or release of a "fishy" amine odor on
addition of 10% KOH. Cultures will be taken from the vaginal vault
for . vaginalie, T. vaginalis, C. alhicans, and N. gonorrhea.
Women with positive cultures for the latter 3 organisms or negative
cultures for 4. vaginalis will be excluded from the study at the
first follow-up visit. Epidemiologic data will include age, race,
number of sex partners, marital status, contraceptive use, number
of pregnancies, and rank. All women will then be given a 3-day
supply of metronidazole and a 3 day supply of placebo or metron-
idazole for their sexual partner. Women will be asked to abstain
from sexual intercourse during the l-week treatment period.

Thirty asymptomatic women will be used as controls and asked
to have a clinical assessment done, cultures taken, and to provide
epidemiologic data.

The first follow-up visit will be conducted at 3 days. A
clinical assessment and cu'tures will again be taken. Patients
will then be randomized to receive 4 additional days of metron-
dazole or 4 days of placebo. Sexual partners of the 7-day
treatment group will be randomized to receive 4 days of placebo
or 4 days of metronidazole. Because of the randomization process
the sexual partners of the 7-day treatment group will be divided
into those that receive placebo, those that receive a 3-4 day
course, and those that receive a 7~day course.
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Metronidazole Therapy for Nonspecific Vaginitis: 3 vs 7 Days -
Mengel

A follow-up visit at one week after the start of therapy
will be conducted to judge cure. A full clinical assessment and
cultures will be taken. Cure will be judged by culture results
and lack of symptoms. Cultures will not be taken from the male
sexual partner as evidence of eradication of the organism from
the male can be judged by the rate of recurrence in the female.
Follow-up visits will occur at 3 and 6 weeks post start of
therapy. A full clinical assessment and cultures will be taken
at these visits as well. Recurrences will be treated with a
7-day course of metronidazole for both patient and partner.

Appropriate statistical techniques will then be used to
analyze the data. A minimum of 60 women in each treatment group
will be used in order to assure statiscal significance.

PROGRESS
(82 08 - 82 09) The principal investigator is in the process
of getting necessary paperwork completed in order to obtain the

drug from the supplier. The study will begin as soon as the
drug is received.

STATUS: (0)
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TITLE: Post-Partum Weight Loss in Lactating and Non-Lactating
Females

PRINCIPAL INVESTIGATOR: CPT Richard Turner, MC
PROFESSIONAL ASSISTANTS: MAJ Philip Marinelli, MC
CPT Cathy Canny, AMSC
CPT Kevin Kiley, MC
Catherine Yokan, M.D., DAC
WORK UNIT NO: 82/44

TECHNICAL OBJECTIVE

To examine the short term post-partum weight reduction in lactating
and non-lactating females, specifically to see if the caloric
expenditure of the mother for the infant is clinically effective

in allowing lactating women to return to pre-pregnancy weight
sooner, in greater numbers, or with less dietary restriction than
non-lactating women. Demographic data to more closely define the
military post-partum population and examine how mothers make the
decision to breast feed or bottle feed their newborn infants will
also be studied,

METHOD

The weights of patients will be taken after a positive urine HCG,
at time of admission for delivery, at discharge from hospital, and
at 2 weeks, six weeks, 2 months, and 6 months. A questionnaire

to obtain demographic data and determine the reasons for breast
versus bottle feeding will be filled out on the post-partum

ward. An ideal body weight will be estimated and compared with
height and weight curves to check its validity. A dietary and
activity questionnaire will be filled out at six months to obtain
an estimate of caloric intake and activity levels, and the mother
will be asked if she is still breast feeding and if she has
stopped the reason why. The data will be analyzed to determine

if a statistically significant difference in post-partum weight
loss exists between breast and bottle feeders and to determine 1if
any other correlations exist between post-partum weight loss and
the maternal age, education, and socioceconomic status. The norm..
expected rate of weight loss following parturition will be documented.

PROGRESS
(82 04 - 82 09) A total of 230 patients has been registered on
the protocol and weights have been obtained and questionnaires
completed according to the protocol. The investigators are
still in the process of gathering data and no analysis has been
done at this point.

STATUS: (0)
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TITLE: Comparison of Captropril and Propranolol with Added
Hydrochlorothiazide, If Necessary, in the Treatment
of Moderate Essential Hypertension

PRINCIPAL INVESTIGATOR: MAJ Lawrence Agodoa, MC

PROFESSIONAL ASSISTANTS: LTC Robert V. Hollison, Jr., MC
Ralph E. Cutler, M.D,
Martin Burke, M.D.

WORK UNIT NO: 80/73

TECHNICAL OBJECTIVE

To evaluate and compare the antihypertensive activity and possible
adversge effects of captopril to those occurring with conventional
propranolol treatment.

METHOD

This study is being done in conjunction with Harborview Hospital,
Seattle, WA. Approximately 20 adult patients with mild to moderate
hypertension, ages 20-75, will be studied. The following patients
will be excluded: pregnant women, nursing mothers, potential child
bearers who are not practicing contraception, myocardial infarction
within one month, severe kidney failure and bronchial asthma or
severe obstructive lung disease. The study will be divided into
three periods. Period A:’ patients will discontinue any prior anti-
hypertensive drugs and be given a placebo for approximately two weeks
to allow the investigators to see how severe the hypertension is
prior to initiating the comparative drug study. At the end of this
period patients with a diastolic blood pressure >100 and <120 mm HG
will be assigned by random choice to either captopril or propranolol
treatment groups. Period B: Patients receiving propranolol will
have brief physical examination oz 3, 4, 6, and 8 weeks. Blood and
urine will be obtained at weeks 2 and 6. Patients receiving cap-
topril will have a physical examination weekly for 12 weeks at which
time blood will be obtained for blood counts. Alterations in either
either drug doses may be made during any clinic visit and hydro-
chlorothiazide may be added if necessary to control blood pressure.
Period C: The dose of medication established in Period B will be
continued for 8 weeks. Propranolol patients will be seen at weeks
2, 4, and 8. Blood and urine tests will be repeated at the end of
the study period. Captopril patients will continue weekly visits
for 4 weeks and then every 2 weeks for the remainder of the period.
Blood and urine tests will be repeated at the end of this study
period.

PROGRESS

{80 10 - 81 09) The start of this protocol was delayed for almost
a year due to complications in getting an IND number. Within a
few weeks of approval, both investigators at MAMC were reassigned;
therefore, the protocol at MAMC has been terminated.

STATUS: (T)
17
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TITLE: In vivo Uptake of 13lI- by Semen and other Body Fluids
PRINCIPAL INVESTIGATOR: MAJ Allan Avbel, MC

PROFESSIONAL ASSISTANTS: COL Bruce Fariss, MC
COL Stanton Brown, MC
MAJ Willis Jacob, MSC
CPT Michael Smith, MSC
James Graves, DAC

WORK UNIT NO: 80/44

TECHNICAL CBJECTIVE

To investigate the in vivo uptake of 1311~ by human semen and
to compare this to the uptake in other body fluids. Also, the
effects of this 1311~ on spermatogenesis will be investigated.

METHOD

Twelve hyperthyroid men and 6 men with thyroid cancer receiving
1311- for partial or complete thyroid ablation will be selected
for study. Semen, blood, saliva, perspiration, and a 24-hour
urine will be collected from these patients at various intervals
following dosing. The first patient will be used to determine
these intervals. This patient will give samples at 1, 3, 6, 14
and 80 day(s) post-dosing. Then the intervals will be adjusted
for the other patients to obtain a reasonable activity-time plot
for each type of body fluid. Semen will be collected by having
the patients masturbate and ejaculate into a polypropylene spec-
imen container. After liquefaction, one ml will be counted in a
gamma scintillation counter and a routine semen analysis will be
done. Five cc of blood will be drawn into an EDTA tube and 1311-
activity will be determined in one ml of whole blood and one ml
of plasma. Saliva will be collected by having the patient chew
wax, then expectorate into a polypropylene container. 131~
activity will be determined in one ml. Sweat will be collected
utilzing pilocarpine for stimulation. Twenty-four hour urine will
be collected in 3 liter plastic bottles. 1311- activity in 2 ml
will be determined. After data is collected, the distribution

of 1311- bpody fluids at various periods after oral dosing will
be assessed and an activity time plot will be constructed for
cach patient. Changes in semen analysis will also be determined.
The sperm will be separated from the seminal plasma with differ-
ential radioactive counts being performed in an attempt to learn
whether the iodide is bound to the sperm.

EROGRESS
(80-05 -~ 82 06) A literature review and experimentation with
methods were performed on this protocol. Due to the departure
of the principal investigators during both years the protocol

was open and an inability to obtain subjects, the protocol had
to be terminated.

STATUS: (T)
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TITLE: The Effects of a Chronic Hyperthyroid State on Testicular

Steroidogenesis in the Rat
PRINCIPAL INVESTIGATOR: MAJ Allan Avbel, MC
PROFESSIONAL ASSISTANTS: COL Bruce Fariss, MC
LTC Stephen Plymate, MC
Mina Garrison, B.S., DAC

WORK UNIT NO: 81/110

CR
TECHNICAL OBJECTIVE

To elucidate the relative contribution of intratesticular Ej
lrvels on sex hormone production in the hyperthyroid rat and the
effect of a natural circulating absence of SSBG (as is seen in
the rat) on sex hormone equilibrium in the hyperthyroid state.

METHOD

Forty control rats will be injected with saline as a placebo,

daily. Forty experimental rats will be injected with a daily

dose of 30 ugm of thyroxine. Ten animals from each group will
be sacrificed at 1, 2, 4, and 8 weeks into the study and serum
samples taken and analyzed for FS¥, LI, T, DHT, and Ej levels.
Testicular samples will be analyzed for T, DHT, E,; and SSBG.

PROGRESS

(81 08 - 82 06) This protocol has been completed and data
are being analyzed. An initial presentation was made from
the preliminary results.

STA'TUS: (C)

PRESENTATION: Plymate, S.R., Avbel, A., and Fariss, B.L.:
Effects of Hyperthyvoidism on Intratesticular
Testosterone and Androgen Binding Protein
Production. Reproductive Biology Section,
"'niversity of Washington, Seattle, WA, May 1982.
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TITLE: Cis-Platinum, 5-FU Chemotherapy of Advanced Head and Neck
Squamous Cell Carcinoma (Stage III and Stage 1V)

PRINCIPAL INVESTIGATOR: CPT Thomas M. Baker, MC
PROFESSIONAL ASSISTANTS: COL Donald Kull, MC
COL Frederich H. Stutz, MC
LTC Dennis M. Lanier, MC

WORK UNIT NO: 81/106

TECHNICAL OBJECTIVES

To determine response rates of patients with previously untreated
Stage III and IV squamous cell CA of head and neck as well as
response rates of similar patients who have had prior treatment
and have local or systemic recurrence; to determine survival of
previously untreated patients receiving preoperative or preradio-
therapy chemotherapy and compare this survival to that of pre-
viously treated similar patients at MAMC or from the literature;
to determine type and severity of adverse effects of the
chemotherapy.

METHOD

Patients who meet the criteria as listed In the protocol will
receive cis-platinum, 80 mg/M?2, given with hydration and manitol
diuresis, followed by 5-FU, 1000 mg/MZ by 1v infusion, for 4
consecutive days. A second course 1s repeated in 3 weeks.

After 2 courses, patients that have not had prior treatment
should then be re-evaluated by radiotherapy and surgery for
further therapy. In patients who have recurrent or metastatic
disecase, treatment is given every 3-4 weeks for as long as the
tumor 1is controlled and the patient tolerates the side effects
reasonably well.

PROGRLSS
(81 08 - . 29) Twe lve (12) patients have been registered (all
in FY 82). These paticnts can be divided into those who had this
form of chemotherapy as theilr initial treatment of advanced stage
carcinoma subsequently tollowed by radiation and/or surgery or
those patients who have relapsed atter having had prior treatment

(radiation and/or surgery). The tindings concernings tnose
patients in which this torm ot chemotherapy was used initially
are too early to evaluate., Preliminary tindings for those
patients who received this torm ot chemotherapy atter relapse
show that a proportion of paticnts can be palliated with this

form of chemotherapy.

STATUS: (O)
ARV}
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TITLE: Dexamethasone vs Standurd Antiemetic Drugs in the
Treatment of Chemotherapy-~Induced Nausea and Vomiting

PRINCIPAL INVESTIGATOR: CPT Thomas M. Baker, MC

PROFESSIONAL ASSISTANTS: (QOL Friedrich H. Stutz, MC
LTC James E. Congdon, MC
LTC Irwin B. Dabe, MC
MAJ Lauren K. Colman, MC
MAJ Howard Davidson, MC
CPT Alfred H. Chan, MC
WORK UNIT NO: 82720

TECHNICAL OBJECTIVE

To determine the antiemetic effect of dexamethasone as compared
to the present "best" standard therapy for the nausea and vomit-
ing caused by cancer chemotherapy; to determine type and severity
of adverse effects of dexamethasone as an antiemetic; and to
determine if there is any additive effect of dexamethasone with
the "best" standard therapy for nausea and vomiting.

METHOD

Any patient who is undergoing 3 or more courses of chemotherapy with
drugs thought to be strongly emetic who does not have an underlying
or active psychiatric problem, diabetes mellitus, or osteoporosis
will bhe eligible. Patiecnts will receive a different antinausea
regimen for each course of similar chemotherapy following numeric
order (Arm 1 to Arm 2 to Arm 3; or Arm 2 to Arm 3 to Arm l; or

Arm 3 to Arm 1 to Arm 2) until! the 3 regimens have been utilized

with each patient. The patient (and physician if present) will

be asked to quantify the nausea and vomiting experienced with each
course. The patient will subsequently continue the antiemetic
regimen which is most effective and be continued on study to check
for the development of resistance to the antiemetic therapy. Those
thought equally ecffective will continue to alternate antiemetic
therapy. Arm I: standard antiemetic regimens; (a) after doxorubicin,
daunorubicin, DTIC, mechlorethamine, or actinomycin-D: compazine

10 mg po jusc prior to chemotherapy and g 6 hr po x 24 hrs prn

after chemotherapy and regland 20 mg IV just prior to chemotherapy:
(b) after cisplatin: thorazine 25-50 mg po I hr prior to chemotherapy
and q 6 hr thereafter x 4 doses, valium 5-10 mg po 1 hr piror to
chemotherapy and g 6 hr thereafter x 4 doses, and regland 20 mg IV

'ust prior to _hemotherapy. Arm II1: Dexamethasone regimen: 4 mg po
« h hr starting the AM of chemotherapy treatment x 48 hrs and 10
mag IV just prior to chemotherapy. ARM II1: standard + dexamethasone.

This regimen will contain the drugs described in both Arms 1 and
2 in the same doses,

32 91 - B2 09) Due to lengthy approval procedures and lack of
~ime of the investigators, this protocol was terminated.

STATUS: (T)
81




TITLE: Prophylactic Alternate Day Corticosteroid Therapy
Following Irradiation for Lung Carcinoma

PRINCIPAL INVESTIGATOR: COL J. Waylon Black, MC

PROFESSIONAL ASSISTANTS: COL Donald Kull, MC
LTC Jerome F., Beekman, MC

WORK UNIT NO: 81/91

TECHNICAL OBJECTIVE

To evaluate the effectiveness of alternate day corticosteroids in
preventing radiation pneumonitis and pulmonary fibrosis with their
associated loss in lung function due to chest irradiation for lung
carcinoma.

METHOD

Patients receiving chemotherapy will be excluded from the study.
Forty to fifty patients selected for irradiation therapy will be
assigned in a double blind random fashion by the pharmacy to
receive either 60 mg of prednisone qod or a placebo god for one
vear. The placebo will contain all except the active ingredient
of the prednisone tablet. PFT's, CXR, and clinical exam will be
per formed prior to treatment at 3, 6, and 12 months. This eval-
uation will add only an additional PFT to what is now routine
followup. The data will be analyzed using the objective and
subjective evaluation of patients after the placebo code is
broken.

PROGRESS

(81 07 - 82 09) This protocol has not received final approval
from HSC since required changes have not been forwarded. The
protocol has been 1in a temporaryly inactive status due to the
change of the duty assignment of the principal investigator
within MAMC. With the addition of new staff in the Pulmonary
Service, the protocol is now being revised 1n accordance with
HSC and should become active within the next two months,

STATUS: (0)
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TITLE: The Clinical Evaluation of Naloxone (NARCAN) as a
Diagnostic Agent in the Differential Diagnosis of
Hyperprolactinemia.

PRINCIPAIL INVESTIGATOR: MAJ Robert Chadband, MC

PROFESSIONAL ASSISTANTS: COL Bruce Fariss, MC
1.,TC Stephen Plymate, MC

WORK UNIT NO: 80/15

TECHNICAL OBJECTIVE

To determine if, by comparing the results of the prolactin
response to bromocryptine and Narcan, a separation can be
made between pitultary hypersecretors and hypothalamic
hyperstimulators.

METHOD

To be eligible, patients must have had two prolactins >20 ng/ml

by RIA. Twenty-five patients will be evaluated. One week

after the standard evaluation for hyperprolactinemia, baseline

prolactins will be drawn and then at 5, 30, 60, and 120 minutes.

Narcan, 0.8 mg 1V, will then be given through a heparin lock.

Phlebotomy ot 10cc will again be done at 0, 15, 30, 60, 90,

120, 150, and 180 minutes, Five cc will be spun and sent for

prolactin analysis. The following week, patients will be given

2.5 mg bromocryptine PO and phlebotomy will be performed as

hefore. After completion of these tests, patients will be

treated in accordance with standard medical care for the suspected

cause of hyperprolactinemia, Patients will be followed on a -
monthly basis for at least 6 months. After collection of the o
raw data, results will be analyzed using Student's t Test and
linear regression analysis,

PROGRESS
(80 02 - 82 09) bhue to the lengthy approval procedures associated

with this protocol and the imminent departure of the principal
investigator upon 1ts approval, no patlients were entered on the

protocol. The principal i1nvestigator had planned to transfer
this protocnl to Fisenhower Army Medical Center. However, due
to the lack ot time: he has been unable to do so, and 1t has been

terminated.,

STATUS: ()
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TITLE: To Determine if Tolinase (Tolazamide) Exerts Clinically
Detectable B Adrenergic Stimulatory Effects in AODM
Patients without Known ASCAD

PRINCIPAL INVESTIGATOR: MAJ Robert Chadband, MC

PROFESSIONAL ASSISTANTS: COL Bruce Fariss, MC
COL Theodore Steudel, MC

WORK UNIT NO: 80/17

TECHNICAL OBJECTIVE

To determine which patients may or may not be suitable for the
use of oral hypoglycemic agents and to determine if there is a
possible risk of g stimulatory effects on AODM patients without
known ASCAD.

METHOD

Ten patients, who have no allergy to the medication and no known
symptomatic ischemic cardiac disease by history, physical, or
baseline ECG and who would normally be considered as candidates
for oral agents will initially receive 250 mg Tolinase while
continuing on appropriate diabetic diet. All patients will have
a baseline ECG followed by Holter monitor and graded Bruce Tread-
mill Test (BTM). Patients developing ischemic symptoms on BTM
will be withdrawn and treated appropriately. Initial fasting
and 2hPP glucoses will be done and records of urine reductions
will be recorded. Tolinase dosage will be increased at one week
intervals as necessary to obtain a 2hPP glucose <250 mg% and
followed for a total of 3 months with fasting and 2hPP glucoses
to the maximal dose of 750 mg/day. Blood levels of oral agents
will be drawn after one week on stabilizing dose and before BTM,
Patients will be withdrawn from the study with decompensation,
DKA, or ischemic coronary symptoms. Ten patients who are age
matched AODM, sex matched, and on diet therapy will be used as
controls. All patients will be asked to record any palpitation
or cardiac symptoms and will be followed at one month intervals
as outpatients.

PROGRESS

(80 02 - 82 09) Due to the departure of the principal investigator
no patients were entered on this protocol. The principal investi-
gator had hoped to continue this study at his new assignment;
however, he was unable to do so because of time restrictions.

The protocol has been terminated.

STATUS: (T)
84
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TITLE: Vinblastine - Continuous 5-bay Infusion in Refractory
Advanced Solid Tumors

PRINCIPAI INVESTIGATOR: CPT Alfred H. Chan, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC James E. Congdon, MC
LTC Irwin B. Dabe, MC
MAJ Lauren K. Colman, MC
MAJ Howard Davidson, MC
CPT Thomas M. Baker, MC

WORK UNIT NO: 82/10

TECHNICAL OBJECTIVE

To determine the response rate and remission duration using Velban
as a continuous IV infusion in patients with advanced solid tumors
refractory to all effective forms of conventional treatment; and
to define further the gualitative and quantitative toxicity of

the continuous infusion of Velban.

METHOD

Since the response rate of these tumors at this stage to any
particular agent or combination of agents has been dismal in the
past, it would be meaningful, if a response rate of >15% can be
nrstablished, to add this method to the existing regimens for the
treatment of refractory solid tumors such as breast cancer, non-
seminomatous testicular germ-cell! cancer, small cell undiffer-
entiated cancer of the lung, renal cell cancer, ovarian cancer,

and lymphomas. This will be a single-armed study. The results
will be compared with historical data whenever avilable. All
patients registered on this study will be considered evaluable

and be analyzed., Paticnts will be stratified according to tumor
11 typrs., In the case of breast cancer, further substratifica-
tion into FR+/- and pre- vs post-menopausal status will be carried
~ut,  Vinblastine will be given as a continuous infusion over

five days every three weeks, provided there has been recovery
trom hematologic toxicity,

PROCGRESS

{81 11 - 82 09) tive patients have been accrued. This included
one patient with metastatic breast carcinoma and extensive prior
treatments who attained a remarkably lengthy period of stable
diseasc exceeding nine months. Response in the remainder of the
patients was variable. At present, the number of patients accrued
is insufficient tor meaningful statistical analysis.

STATUS: (0)
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TITLE: Distribution of Gold Used to Treat Rats with Adjuvant
Arthritis

PRINCIPAL INVESTIGATOR: COL R. Sidney Cloud, MC
PROFESSIONAL ASSISTANTS: MAJ George S. Ward, VC

WORK UNIT NO: 79/13

TECHNICAL OBJECTIVE

To determine the distribution of gold salts injected in rats
with adjuvant arthritis and to correlate distribution with
effect on the arthritis.,

METHOD

Adult male rats will be given gold by injection or by mouth.
Disseminated arthritis will be produced by the injection of

Freund's adjuvant. The animals will be sacrificed at 4, 8,

12, and 16 days and tissue surveyed for gold concentration.

Clinically, the degree of arthritis will be compared in the

control versus the treated animals.

PROGRESS

(78 11 - 82 07) Rats were injected with treund's adjuvant and
either gold thiomalate 0.7 mg/kg or 10 mg/kg. <Comparison of IM
vs oral gold was not possible as the investigators were unable
to obtain the oral gold preparation. The low dose gold had no
effect on the severity of the arthritis induced by the adjuvant.
The high dose gold did ameliorate the severity of the arthritis,
This effect, however, may have lteen caused by nonspecific toxic
factors rather than specific etfect on the disease. There was

a 20% mortality in the high dose gold animals including the digh
dose gold control group. The second part ot the study was to
determine the tissue distribution of the gold in animals with
and without arthritis. The plan was to use an atomic absorption
technique. Thus far attempts to modify existing methods of gold
analysis have been unsuccessful. As the investigators have been
reassigned it was necessary to forego this part of the study.

STATUS: (C)
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TITLE: Study of the Effect of d-Penicillamine and Chloroquine
on Antigen and Mitogen-Induced Human Lymphocyte
Proliferation

PRINCIPAL INVESTIGATOR: COL R. Sidney Cloud, MC

PROFESSIONAL ASSIETANTS: MAJ Martin Crumrine, MSC

WORK UNIT NO: 80/43

TECHNICAL OBJECTIVE

To determine if d-penicillamine and/or chloroquine inhibit lympho-
cyte transformation induced by antigens and mitogens in treatment.

METHOD

Human peripheral blood mononuclear cells (PBM) from 10 normal
volunteers will be stimulated in tissue culture by the addition of
concanavalin A (Con A), pokeweed mitogen (PWM), phytohemagglutinin
(PHA) and streptokinase-streptodornase (SKSD)., Cultures will be done
in triplicate in microtiter plate. 1Initially the cffect of d-peni-
cillamine (d-Pen) and chloroquine (AM) added to the cultures prior
to stimulation will be studied. The amcount of DNA synthesis will
be measured by incorporation of tritiated thymidine (3HT). The
time of optimum effect will be established by assaying 3HT uptake
daily from the second thrcugh the sixth day. The length of culture
producing optimum inhibition will be used in the remaining investi-
ation. The effect of varying concentrations of d-Pen and AM will be
studied against optimal and suboptimal concentrations of Con A and
PHA. The etfect of adding d-Pen and AM at different times in the
cycle of stimule*tion will be done with the agents added at time of
stimulation and =t 1, 2, 4, and 48 hours post stimulation. To
determine whether ~he lymphocytes are injured so they can not be
stimulated, PBM will be cultured with Con A for 24 hours and then
wished to remove Con A. These cells will then be cultured for

48 hours with and without the inhibiting drugs. Another way to
study this effect will be to culture PBM with the inhibiting agents
for 5 days, wash the cells, and continue culture for 48 hours in
fresh media with the mitogens and with or without fresh autologous
monocytes. Additional studies on the role of monocytes will be
done by reducing the number of monocytes in the cultures. Cell
A2ath will be evaluatcd by trypan blue exclusion and cell counts.
Possible formation of suppressor cells will be evaluated by adding
preincubated monocytes to stimulated cultures containing normal
monocytes. Data will be analyzed using the paired t test and

chi? analysis to compare stimulated to non-stimulated values and
the response of treated vas untreated controls.
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Study of the Effect of d-Penicillamine and Chloroquine on Antigen
and Mitogen-~Induced Human Lymphocyte Proliferation - Cloud

PROGRESS

(80 05 - 82 07) The study shows that chloroquine, primaquine,

and d-penicillamine have a dose-related ability to suppress
lymphocyte stimulation by T & B cell mitogens of phytohemagglutinin,
conconavalin A, and pokeweed mitogen. D-penicillamine also
suppressed lymphocyte stimulation but to a much smaller degree.

The addition of sulfate in amounts not toxic to the lymphocytes
greatly increased the suppressive effect of d-penicillamine.

This study shows that suppression of lymphocyte function could be

a mechanism of drug action in the treatment of rheumatoid arthritis.

STATUS: (C)
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TITLE: Effect of Gold on Skin Transplant Rejection in Rats
PRINCIPAL INVESTIGATOR: COL R, Sidney Cloud, MC
PROFESSIONAL ASSISTANTS: COL Thomas Coppin, MC

LTC George S. Ward, VC

MAJ Martin Crumrine, MSC

WORK UNIT NO: 81/60

TECHNICAL OBJECTIVE

To determine if gold will modify the skin graft rejection
reaction in rats.,

METHOD

Thirty Holtzman strain and 30 Wistar strain rats will be used.
Each strain will be divided into 3 groups of 10. Each group
will receive weekly injections of 10 mg/kg gold (myochrysine),
saline, or thiomalate (the vehicle in myochrysine). Twenty-four
hours after the fourth injection, each rat will have a skin
transplant from a rat of the opposing strain and an autograft
reversed 180°. Skin transplants will be clinically evaluated
biweekly. On the 2lst day after skin transplantation, the rats
will be anesthetized and blood harvested from the heart using
sterile techniques. The rats will then be killed and trans-
plantation sites harvested for histopathology. The presence of
humoral antibodies will be evaluated by either compliment
fixation or hemagglutination inhibition.

PROGRESS

(81 03 - 82 07) C(Cross skin grafts were done among two outbred
rat strains. Autografts were done on each animal for controls
and gold was given to 7 out of each group of animals., Histologic
examination of the grafts by a pathologist who was blinded as to
treatment of the animals was done. Fibrosis and inflammation
were in all grafts with no difference as to degree of reaction
whether the graft was homograft or heterograft or whether the
animal had gold or not. It is felt the changes were all related
to technique rather than immune rejection. Further studies
could not be done due to the reassignment of three of the
investigators.

STATUS: (C)
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3 TITLE: Evaluation of Radiation Therapy in the Management of

F(f Endoscopically Visible Tumors of the Lung

’,,

[. PRINCIPAL INVESTIGATOR: LTC Henry D. Covelli, MC

b

: PROFESSIONAL ASSISTANTS: LTC Jerome Beekman, MC

! LTC Donald Kull, MC

MAJ Barry Weled, MC

¥ WORK UNIT NO: 79/717

{ TECHNICAL OBJECTIVE

f‘ To evaluate in a prospective manner the utility of using
radiation therapy to decrease tumor size 1In obstructing
carcinomas of the lung.

T. METHQOD

| A minimum of 15 patients with carcinoma of the lung will be

{ evaluated in the usual manner. If the patient is a non-operable
candidate with endoscopically visible lesions, he will receive
radiation therapy and/or chemotherapy in the usual manner with

reassessment of pulmonary functions, arterial blood gases, and
fiberoptic bronchoscopy approximately one month after radiation
and again approximately six months after radiation. The
parameters used to evaluate progression or regression of disease
will be changing roentgenographic effect (collapse, atelectasis)
in the area of involvement, alteration ot pulmonary function and
arterial blood gases, and changing luminal size of obstructing
lesions as noted by fiberoptic bronchoscopy. Repeat biopsy
results from prior areas of 1nvolvement will also be used to
assess therapeutic results.

PROGRESS

(81 10 - 82 09) Fifteen patients (seven entered during t'Y 82}

were entered on this protocol with no adverse eftects. Data
have been collected, but 1t is too early tor evaluation of
results.

STATUS: (0)
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TITLE: Conjunctival Biopsy in the Diagnosis of Sarcoidosis
PRINCIPAL INVESTIGATOR: LTC Henry D. Covelli, MC

PROFESSIONAL, ASSISTANTS: COL Stanley Sollie, MC
LTC Stanley Allison, MC
MAJ Jerome Beekman, MC
MAJ Bruce Bellin, MC
MAJ Leslie P. Fox, MC
MAJ Barry Weled, MC
CPT Myron Whitehead, MC

WORK UNIT NO: 79,/85

TECHNICAL OBJECTIVE

To evaluate the usefulness of conjunctival hiopsy as a primary
means of diagnosing sarcoidosis.

METHOD

Patients with a tentative diagnosis of sarcoidosis based on
accepted clinical, radiologic, and biochemical criteria will
have baseline evaluations to include chest x-ray, PPD and
ancrgy battery, angiotension converting enzyme level, erythro-
cyte sedimentation rate, arterial blood gases, and pulmonary
tunction tests to assess disease activity. These patients
will undergo slit lamp examination. Patients with conjunc-
tival tollicles will have those follicles biopsed and those
with normal appearing conjunctiva will 've random biopsies,
Tissue will be examined histologically lor noncaseating epi-
thelioid granulomata with hematoxylin and eosin stain. If
aranulomata are ohserved, the specimen will be examined
utilizing polarized light microscopy and stained and examined
tor acid tast bacilli and fungi. If no qranulomata are
observed, no further examination will be done. Patients will
then e evaluated with transbronchial lung biopsy. 1f the
diagnosis is not estatblished by this method, further invasive
diagnostic procedures will not be done unless deemed necessary
tor the management ot the patient., Data on the field from
transbr onchial biopsy will be compared to that from conjunctival
hiopsy., In addit ion, discase activity as manifest by serum ACE
level will be correlaty d with bropsy peositivity,

PROGKE S5
{81 10 - B2 09) Thirty patients have been entered - five during

FY 82 - with no adverse oftocts,  Investigators are continuing
to collect data.

STATUS: (0)
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TITLE: Evaluation of High Dose vs Low Dose Corticosteroid in the
Treatment of Acute Bronchospasm

PRINCIPAL INVESTIGATOR: LTC Henry D. Covelli, MC
PROFESSIONAL ASSISTANTS: COL Bruce L. Fariss, MC
LTC J. Waylon Black, MC
LTC Gary Treece, MC
CPT Arthur R. Knodel, MC
CPT James Wallingford, MC

WORK UNIT NO: 82/64

TECHNICAL OBJECTIVES

To evaluate the optimal dose of corticosteroids used in the
treatment of acute exacerbations of bronchospasm and to assess
the difference in the duration of adrenal suppression between
low and high dose corticosteroid therapy.

METHOD

Approximately 50 patients hospitalized tor an acute exacerbation of
bronchospasm from either chronic obstructive lung disease or asthma
will be evaluated in a double blind ranrdomized trial. Treatment
will consist of the usual therapeutic measures of 1V aminophylline
and orally inhaled bronchodilators. Then one of four corticosteroid
regimens will be used. Regimen 1: 125 mg of IV methylprednisolone
(MP) q 6 hrs x 3 days with a weaning oral prednisone dose of 60 mg
x 3 days, 40 mg x 3 days, and 20 mg x 3 days. Regimen 2: 125 mg of
IV MP g 6 hrs x 3 days with a weaning dose of oral preanisone of

30 mg x 3 days, 20 mg x 3 days, and 10 mg x 3 days. Regimen 3:

125 mg MP q day x 3 days, then a wean.ng dose or oral prednisone of
60 mg x 3 days, 40 mg x 3 days, and 20 m3 x 3 days. Regimen IV:
125 mg MP ‘1 day x 3} days, then a wcaning dose of oral prednisone of
30 mg x 3 days, 20 mg x 3 days, and 10 mgy x 3 days. A plicebo ot
IV glucuse will be given 6 hrs to patlents receiving regimens

3 and 4. Routine studies such as cosinophll counts and peak expir-
atory flow rates (spirometry) will be pertormed during this time.
After discharge, patients will be cvaluated with ¢ cortrosyn stim-
ulation test one or two weeks aftter discontinuing a weening dose

of oral prednisone. It the cortrosyn stimulation test is abnormal,
a repeat stuly will be performed weekly until 1t normal.

1>l{()(;li}-:sss

(82 08 - 82 09Y) No patilents accrued at this time,

STATUS:  (O)




RAD-R125 433

UNCLRSSIFIED

ANNURL RESERRCH PROGRESS REPORT FISCAL VEAR 1382(U>
MADIGA BRRHV HEDICRL CENTER TACOMA WA B L FARISS

F/G 6/%




sy oy

-4

i fun AuA g

g/

E

-
B

JlLlo & 1 n

=0
m" Il

] TER IS

_ ”
o =
- 40
N
t'-: =

I

- gﬁ‘-,v ——" v"Yr LA

1

MICROCOPY RESOLUTION TEST CHART
NATIONAL BUREAU OF STANDARDS 1963 A

et s masan
-

LSO AL L R A

- e



TITLE: S-Azacytadine in Acute Leukemia
PRINCIPAL INVESTIGATOR: LTC Irwin Dabe, MC

PROFESSIONAL ASSISTANTS: COL Friedrich Stutz, MC
MAJ Lauren Colman, MC

WORK UNIT NO: 80/19

TECHNICAL OBJECTIVE

3 To examine the efficacy of 5-Azacytadine in patients with acute
leukemia refractory to conventional therapy.

£ METHOD

! 5-Azacytadine will be given in a dose of 300 mg/Mz/day for 5 days
i in three or four divided doses each day. Courses will be repeated
- every three weeks unless there is earlier evidence of recovery
" from myelotoxicity. If bone marrow cellularity is less than 20%
at three weeks from the last course, chemotherapy will be withheld
{ until marrow cellularity exceeds 20%. Dosages for the next course
will then be reduced by one third. If there is no improvement
{ in the bone marrow after the initial course, the drug dosage for
i( the second course will be increased by one third.

p

PROGRESS

(80 02 - 82 07) Two patients were treated on this study in
FY 80 with very little response to the drugs, followed by
death from uncontrolled leukemia. No patients were entered
Auring FY 81 or FY 82.

C “ﬂ-—v

STATUS: (0)
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TITLE: m~AMSA in Acute Leukemia
PRINCIPAL INVESTIGATOR: LTC Irwin B. Dabe, MC

PROFESSIONAL ASSISTANTS: COL F.H. Stutz, MC
MAJ Lauren K. Colman, MC

WORK UNIT NO: 81/54

TECHNICAL OBJECTIVE

The purpose of this study is to examine the efficacy of m-AMSA
in patients with acute leukemia refractory to conventional therapy.

METHOD

Patients will receive m-AMSA 90 mg/M2 per day by continuous 1V
infusion for 5 days. One half of the daily dose (45 mg/MZ) will
be dissolved in 1000 ml of D5W and infused over a 12 hour period.
If there has been no reduction in the marrow leukemic infiltrate
by day 17 following the second course of m-~-AMSA, patients will be
taken off study. If leukemic infiltrate is reduced by each of the
first two courses, a third and additional courses may be given
according to the above guidelines as long as there is progressive
improvement short of CR. Patients who demonstrate significant
reduction in leukemic infiltrate short of remission will also be
retreated at the above dose level. Patients achieving a CR will
go on to receive consolidation and maintenance therapy when the
granulocyte count is >1500/MM3 and platelets are 2100,000/MM3.

PROGRESS
(81 03 - 82 07) The investigators were unable to obtain the
necessary drugs from the NCI since this was an individual

rather than a group protocol; therefore, the protocol had to be
terminated.

STATUS: (T)
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TITLE: Clinical Correlates of the Abnormal Oral Cholecystogram

PRINCIPAL INVESTIGATOR: CPT David M. Dunning, MC
PROFESSIONAL ASSISTANTS: MAJ John M, Harris, Jr., MC
Herbert F, Cowgill, M.D.

WORK UNIT NO: 81/48

TECHNICAL OBJECTIVE

To analyze the symptoms and past medical history of those patients
who will receive oral cholecystography in a prospective manner and
attempt to develop a decision rule which will allow physicians to
accurately determine which patients will have an abnormal oral
cholecystogram.

METHOD

All persons scheduled to receive an oral cholecystogram in the
Outpatient Radiology Clinic will be asked to fill out a
questionnaire. Data collection will then be analyzed and cor-
related with roentgenographic findings. Using collected data,
an attempt will be made to develop a decision rule which would
allow a physician to more accurately determine which are most
likely to have an abnormal cholecystogram based on clinical his-
tory. Results will also be tabulated on patients not completing
the questionnaire to permit evaluation of selective bias. A
minimum of 25 patients will be studied.

PROGRESS
(81 03 - 82 06) All data has been collected for the study and
has been sent to Dr. Harris in San Francisco for statistical

analysis. The principal investigator is being reassigned to
Furope, but will forward results when they are available.

STATUS: (C)
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TITLE: The Effects of Thyroid Hormone on Sex Steroid Binding
Globulin

PRINCIPAL INVESTIGATOR: MAJ Michael E. Fincher, MC

PROFESSIONAL ASSISTANTS: COL Bruce Fariss, MC
LTC Stephen Plymate, MC
LTC Gary Treece, MC
MAJ Allan Avbel, MC
MAJ Robert Jackson, MC

WORK UNIT NO: 82/06

TECHNICAL OBJECTIVE

To determine the effects of thyroid hormone on sex-steroid
binding globulin (SSBG).

METHOD

Male and female patients (approximately 20 total) will have
plasma estradiol, testosterone, and SSBG levels drawn as well

as LH and FSH when first presenting with hyperthyroidism before
any treatment except propranolol, Following treatment, SSBG
levels will be drawn every two weeks until the patient becomes
euthyroid or until he becomes hypothyroid. Ir addition to the
SSBG parameters, TSH, T4, T3 uptake and T3 by RIA will be drawn
at each visit. The results will be analyzed by linear regression
analysis.

PROGRESS
(81 11 - 82 09) Six patients have been entered in the study.

MAJ Avbel initiated this protocol. Due to his reassignment,
MAJ Fincher was assigned as principal investigator.

STATUS: (O0O)
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TITLE: Coronary Arteriography in the Army
PRINCIPAL INVESTIGATOR: MAJ John M. Harris, Jr., MC
PROFESSIONAL ASSISTANTS: COL John Hill, MC

WORK UNIT NO: 80/60

TECHNICAL OBJECTIVE

To explore the use of coronary arteriography in Army Medicine,
to evaluate certain technical aspects of the procedure, and to

better define the nature of coronary artery disease in the active

duty population.

METHOD

The proposed study will enccompass all Army medical centers
performing coronary arteriography. The proposed collection
form will be distributed to the other medical centers for
comments, then there will be completion of a procedure manual
and trial of data collection at MAMC, After final revision of
collection form, if necessary, initiation of data collection
will begin at each medical center. A computer program for
screening and initial display of data will be developed. At
the completion of the first year of data collection the data
will be analyzed for a report to the Association of Army
Cardiology.

The study will be a prospective survey of current practices.
All patients who undergo left heart catheterization will be
included. Baseline data will be collected on all patients who
undergo cardiac angiography.

PROGRESS

(80 10 - 81 09) All data has been collected. The data has
been analyzed and a paper has been prepared. 1t has now been
sent for local review of participants. It will be submitted
for publication when this review is completed. A paper has
been accepted for presentation at the Robhert Wood Johnson
Foundation Seminar, Scottsdale, AZ, Novemer 1982,

STATUS: (C)
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TITLE: Metronidazole Pharmacokinetics and Metabolism in Liver
Disease, Aging, and Drug-Drug Interactions

PRINCIPAL INVESTIGATOR: MAJ Shannon Harrison, MC

PROFESSIONAL ASSISTANTS: CPT David W. Towle, MSC
Lawrence L. Pelletier, Jr., M.D.,
Amer ican Lake VA Medical Center
Robert Vestal, M.D.,
Boise VA Medical Center

WORK UNIT NO: 82/33

TECHNICAL OBJECTIVE

To compare the levels of metronidazole and its two major metab-
olites to see if metabolites accumulate in liver patients with
liver disease; to attempt to define the contribution of active
metabolites to the therapeutic outcome in patients with serious
anaerobic infections; and to develop guidelines for metronidazole
dosage in patients with liver disease.

METHOD

This protocol will be done in conjunction with the American Lake
VA Medical Center, Tacoma, WA, and the Bosie VA Medical Center.
Twenty patients *.. .1 liver disease and ten controls with provenr or
suspected anaerobic infection requiring in-hospital antimicrobial
therapy will be enrolled. Metronidazole will be administered IV
and serum levels of metronidazole and its two major metabolites
will be determined. Serum levels will be correlated to the
minimum inhibitory concentration of metronidazole and the two
metabolites, results of serial cultures, and clinical outcome.
Dosage will be adjusted to maintain therapeutic serum levels and
any reduction in dosage correlated with the type and severity of
liver disease. In subsequent studies, the investigators will
determine whether metronidazole metabolism is altered in patients
over 70 years and in individuals receiving phenytoin or cimetidine.

PROGRESS

(82 03 - 82 09) The progress on this protocol has been deterred
due to the departure of the co-investigator from the American
Lake VA Hospital. All of the materials and technigues necessary
for the in vitro determination of metronidazole levels and
metronidazole metabolites and the reagent drug requirements
necessary for the in vitro determination of anaerobic sensitiv-
ities are ready for use. The investigators will now begin to
enroll subjects in the study.

STATUS: (0)
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TITLE: Patterns of Angina and Primary Care Utilization After
Myocardial Infarction: Implications for Cardiac
Rehabilitation

PRINCIPAL INVESTIGATOR: COL John C. Hill, MC

PROFESSIONAL ASSISTANTS: CPT Sandra F. Yancy, ANC, USAR

WORK UNIT NO: 81/112

TECHNICAL OBJECTIVE

To determine the prevalence and characteristics of chest pain or
other symptoms perceived by the client as being anginal at two
and four months after uncomplicated MI and to describe the
incidence and disposition of urgent primary care utilization for
chest pain or symptoms during this period.

METHOD

The Cardiac Care Unit Admission Book will be reviewed and patients
30-65 years of age who meet the other criteria as listed in the
protocol will be asked to participate. The information will be
collected via telephone interviews at two and four months post-
cardiac episodes. The subject's health record will be reviewed
for primary care utilization the same day as the telephone inter-
views. Fregjuencies of responses and weighted scores will be
calculated for questionnaires. Group and individual patterns
will be reported and compared. Ordinal values will be assigned
to questionnaire responses in crder to quantify symptom evolution
as stable, regressive, or accelerating.

PROGRESS
(81 08 - 82 10) Six patients have been studied, and the data

collection is complete. The data is being analyzed at this time.

STATUS: (C)
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TITLE: Intracoronary Thrombolysis with Streptokinase in the
Hyperacute Phase of Myocardial Infarction (Western
Washington Randomized Trial)

PRINCIPAL INVESTIGATOR: COL John C. Hill, MC
PROFESSIONAL ASSISTANTS: COL W. Theodore Steudel, MC
LTC John W. Kirk, MC
MAJ Roger F. Chamusco, MC

WORK UNIT NO: 81/114

TECHNICAL OBJECTIVE

To determine the efficacy of intracoronary thrombolysis in the
therapy of acute transmural myocardial infarction.

METHOD

This will be a randomized community-wide therapeutic trial. To
qualify, patients must be <75 years of age and in reasonably good
health and functional state prior to the acute event. Patients
found, on arteriography and ventriculography, to have thrombosis
of the coronary artery supplying the ischemic region of myocardium
will enter the randomized trial. Control patients will be main-
tained on IV heparin and then coumadin for the remainder of their
hospitalization. Patients randomized to Streptokinase will receive
4,000 units/min into the thrombosed vessel for a period of up to
60 min. Arteriography of the thrombosed vessel will be done every
15 min or when clot lysis is suspected. Following thrombolysis or
after 60 min of Streptokinase infusion, the patient will undergo
repeat left ventriculography and then monitored on IV heparin for
four days and on coumadin until hospital discharge. Treatment and
control groups will undergo identical evaluation including serial
enzymes and electrocardiograms and early (12-48 hr) and follow-up
isotope ventriculograms (12-16 days). Follow-up tomographic
thallium imaging for the quantification of infarct size will be at
25-35 days following study.

PROGRESS

(81 09 - 82 09) Seven treatment and three control patients were
studied at MAMC. There were no complications. After assessment
of the first 100 cases (from the 13 hospitals participating in

the study the recommendation was made to continue to 250 cases.
The initial experience would suggest salvage of myocardium by

the therapy in those patients treated within the first five hours.

PRESENTATION: Army Association of Cardiology, May 1982.

STATUS: (O)
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TITLE: An Evaluation of Hemodialysis Blood Loss

PRINCIPAL INVESTIGATOR: CPT Douglas R. Hough, MC

PROFESSIONAL ASSISTANTS: COL Stanton Brown, MC
LTC Poong S. Shim, MC
MAJ Howard Davidson, MC
William K. Tuttle, Ph.D.

WORK UNIT NO: 82/41

TECHNICAL OBJECTIVE

To measure accurately the blood loss due to residual blood
remaining in the dialyzer membrane and document the efficiency
of the Gambro hollow fiber dialyzer. Related objectives would
include answering the following questions: (1) Is there sig-
nificant variation in the amount of residual blood loss between
individual patients; (2) does the dialysis blood loss correlate
with the severity of the anemia; and (3) can the amount of
blood loss be reduced?

METHOD

Twenty-five (25) ml of blood will be withdrawn from each patient
and placed in an oxalate tube for hematocrits. The remainder
will be placed in a sterile prewarmed (gZ'C) 30cc bottle containing
acid citrate dextrose., Then 50 mCi of Chromium will be

added and incubated for 45 min with swirling every five min to
mix, Thgn 50 mg of ascorbic acid will be added to reduce the
unbound °lChromium and inhibit further labeling gf the red blood
cells., With a calibrated syringe, 20 ml of the Chromium

whole blood will be injected 1IV. After 15 Min, 10-20 ml of
blood will be withdrawn and the red blood cell volume measured.
The patient will then undergo hemodialysis after which the
hollow fiber dialyzer and all connecting tubing will be cleared
by the usual backwash techniques. The disconnected dialyzer

and tubing will then be measured for residual bhlood loss.,

PROGRESS

(82 03 - 82 06) This protocol was terminated due to the
transfer of the principal investigator,

STATUS: (T)
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TITLE: Effects of Somatostatin on Plasma Insulin and Glucagon in
Sheep

PRINCIPAL INVESTIGATOR: MAJ Robert Jackson, MC
PROFESSIONAL ASSISTANT: COL Bruce L. Fariss, MC

WORK UNIT NO: 82/62

TECHNICAL OBJECTIVE

To examine the effects of somatostatin on insulin and glucagon
release from the sheep pancreas.

METHOD

Six adult female sheep, after a 24-hr fast, will be immobilized
and an intravenous catheter inserted into the jugular vein for
the introduction of test substances. Another catheter will be
inserted into the contralateral jugular vein for withdrawal of
blood samples. Each sheep will receive an infusion of a solution
of sodium butyrate 1,25 mM/kg of body weight adjusted to a pH

of 7.4. Blood samples will be drawn every 10 min for the next
90 min and analyzed for insulin, glucagon and glucose. Two
weeks later the sheep will receive an infusion of somatostatin
0.8 mcg/kg/min and blood specimens drawn every 10 min for 90 min
for insulin, glucagon, and glucose. While the somatostatin is
infusing, the sheep will be given sodium butyrate 0.2 nmole/kg
body weight and blood samples again drawn every 10 min for

90 min and sent for glucagon, insulin, and glucose. Plasma
glucose will be measured by the glucose oxidase method.

PROGRESS

(82 07 - 82 09) The samples have been drawn and will be processed
within the next few weeks.

STATUS: (O)
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TITLE: Theophylline Induced Seizure: Increased Susceptibility
with Prior Episode

PRINCIPAL INVESTIGATOR: CPT Arthur R, Knodel, MC

PROFESSIONAL ASSISTANTS: LTC Jerome F, Beekman, MC
LTC Henry D. Covelli, MC
LTC Georgio Turella, MC
MAJ Stanely P. Liebenberg, VC
CPT James S. Little, MSC
WORK UNIT NO: 81/96

TECHNICAL OBJECTIVE

To evaluate whether the seizure threshold for theophylline is
altered by a prior theophylline induced seizure.

METHOD

Ten beagle dogs will have continuous EEG monitoring. An arterial
line will be used to draw serum theophylline levels while a venous
line will serve for the infusion. A baseline EEG will be obtained
and the animal will then be given a theophylline bolus, a linear
decreasing concentration of theophylline, and a continuous infusion

of theophylline. This will result in an immediately achieved steady

state level of serum theophylline. Five, fifteen, and thirty min
after the bolus, serum theophylline determinations will be made
to assure a steady state level. Every one-half hour the dosage
of theophylline will be increased to achieve a 10 mg/mm increment
of theophylline. This will be continued until an EEG documented
seizure occurs. One week later the study will be repeated on the
same dogs to determine if their threshold has been altered by the
prior theophylliine induced seizure.

PROGRESS

(81 07 - 82 09) 1Initially, beagle dogs were the experimental
animals used in this study. Utilizing curare, the first dog

died approximately 15 minutes after he was paralyzed and placed
on mechanical ventilation. During the study on the second dog,
in which pavalon was used, the animal experienced cardiopulmonary
instability, but was fortunately resuscitated. At this time, it
was elected to change the experimental animal from a paralyzed
dog to an awake sheep which would be suspended in a sling, which
required an implantable electrode in the brain to obtain an EEG.
There has been difficulty in obtaining the materials in order to
do this. Once the problem with the EEG monitoring with implanted
electrodes has been resolved, the protocol will be carried out.

STATUS: (0)
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TITLE:

PRINCIPAL INVESTIGATOR:

PROFESSIONAL ASSISTANTS:

WORK UNIT NO: 82/72

MAJ

CoL
LTC
LTC
CPT
CPT

Face Mask CPAP for Prevention of Post-Op Atelectasis

Arthur R. Knodel, MC

Waylon J. Black, MC
Henry D, Covelli, MC
Michael Moon, MC
Richard Dearman, MC
William Weaver, MC

Donald Winfrey, DAC

TECHNICAL OBJECTIVE

To evaluate the usefullness of continuous positive airway
pressure (CPAP) delivered by a face mask as a prophylactic

measure in the prevention of post-operative pulmonary atelectasis.

One hundred patients undergoing elective abdominal or thoracic
Patients with acute pulmonary dise-ses,

surgery will be studied:

including ARDS, CHF, and pneumonia, diagnosed immediately post-
operatively, will be excluded.

included in the study.

to one of three groups:
of cough deep breath; no device;
(3) CPAP by mask at a level of 10.
operative instructions on the modality of the post-operative

therapy they will receive.

include pulmonary function test, arterial blood gas, and chest
Four hours post-operatively all of these studies will
The patient will then be given a treatment

X-ray.
be repeated.

METHOD

(2) incentive spirometry

Pre-operative evaluation will

followed in 15-30 minutes by repeat pulmonary function test

and arterial blood gas.

During waking hours the patient will

receive the treatment for 15 minutes every four hours.

Pulmonary function test, arterial blood gas, and chest x-ray
will be done at 24, 48,

will be completed.

(82 09 - 82 09)

STATUS: (0)

and 72 hours.

New protocol;
supplies and materials.

PROGRESS

investigators are assembling

104

No intubated patient will be
The patients will be randomly assigned
(1) control group - consevative therapy

All patients will get pre-

At that time the study
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TITLE: Experimentally Induced Respiratory Distress Secondary to
a High Carbohydrate lLoad Provided Parenterally

PRINCIPAL INVESTIGATOR: LTC Michael S. Olsen, MC
PROFESSIONAL ASSISTANTS: LTC Jerome F. Beekman, MC

LTC Henry D. Covelli, MC

MAJ Stanley P, Liebenberg, VC

WORK UNIT NO: 81/95

TECHNICAL OBJECTIVE

To provide an experimental model to measure the potentially
detrimental effects of the high carbohydrate loads currently
found in most TPN solutions.

METHOD

Increased CO; production will be experimentally induced in an
anesthetized laboratory animal by providing the bulk of the
animal's nutritional support as parenteral carbohydrate. In the
lipogenic state, the deeply anesthetized animal should be unable
to increase its minute ventilation in response to the larger COj
ioad.

After equilibration on a ventilator so that pH and arterial blood
gases are normal and stable and respiratory quotient is less than
one, the animal (dog) will be provided nutrition parenterally.
The CHO calories will be increased gradually until the animal
enters the lipogenic state. The CHO intake will be stabilized

at the lipogenic level for at least 24 hr. The CHO intake will
then be reduced until the animal is once again in a near fasting
state. Arterial blood gases, VO,, VCO,, and VE will be measured
at reqular intervals while the animal is on the ventilator.

PROGRESS
(81 07 - 82 09) Due to difficulties controlling the anesthesia
given to the dogs, no meaningful data could be obtained from
this study. The i(nvestigator has been transferred to Letterman
Army Medical Center, and hopes to attempt the protocol again

at that institution when time permits.,

STATUS: (T)
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TITLE: Rat Liver Membrane Binding of Thyroid Hormones
PRINCIPAL INVESTIGATOR: MAJ Louis Pangaro, MC

PROFESSIONAL ASSISTANTS: COL Bruce Fariss, MC
LTC Kenneth Burman, MC
MAJ Hans De Ruyter, MC
MAJ James Little, MSC
WORK UNIT NO: 81/16

TECHNICAL OBJECTIVE

To determine if there are specific receptors on plasma membranes
which will bind active thyroid hormones; to determine whether this
binding is affected by various stresses and pathologic states and
by various chemical agents which are of clinical and laboratory
interest.

METHOD

Preparation of purified rat liver membranes, membrane and sub-
cellular characterization, and radioreceptor assay methods as
outlined in the protocol. Ten male Sprague-Dawley rats used as
controls for T3 and T4 displacement analysis will be fed ad
libitum, fasted overnight (6 with daily intraperitoneal saline).
The experimental groups will be: 6 female rats; 6 male rats fed

ad lLibhitum (not specifically fasted); 6 male rats fasted four days
(water ad libitum); 10 male rats made hyperthyroid by daily intra-
peritoneal injection of T4; 10 male rats made hypothyroid by
thyroidectomy (with daily injections g.i.d. saline). Control
animal liver membranes are compared to membranes with in vitro
addition of aniline naphtalene, ipodate, iopanoic acid, propran-
olol, tyropanoate, propylthiouracil, methimazole, and amiodarong.
Thyronine analoque displacement curves are compared with the
addition of T4; T3; reverse T3 (3'3'5'T3); Tetrac; triae; D-Ty4;
D-T3; 3'5'Ty; 3,5Tp; 3,3'Ty; 3-Ty1; Tp.KI.

PROGRESS

(80 11 - 82 09) Study is completed. Conclusions: (1) there is
saturable, high affinity binding of T4 and T3 to purified rat
liver plasma membranes; (2) hyperthyroidism decreased maximal
binding capacity (MBC) for Ty; (3) fasting increased MBC for
T3; and (4) iopanoic acid interfered with binding, ipodate did
not. Plasma membrane binding shows different characteristics
from nuclear binding. Its role in thyroid action remains to be
clarified. A manuscript is in preparation,

PRESENTATION: Pangaro, I..N., Little, J.5., tariss, B.L., and
Burman, K.D.: Binding of L-Thyroxine (T4) and
L-Triiodothyronine (T3) to Purified Rat Liver
Plasma Membranes: Changes in Hyperthyroidism
and Fasting. Amer Thyroid Assoc, 57th Meeting,
Minneapolis, MN, 18 Sep 81, Abstract & T-17.

STATUS: (C)
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TITLE: The Role of Phosphate in the Anemia of Chronic Renal Failure.
PRINCIPAL INVESTIGATOR: LTC Poong S. Shim, MC
PROFESSIONAL ASSISTANTS: LTC Stephen R. Plymate, MC
CPT Wayne R. Heaton, MC
CPT Douglas R. Hough, MC
WORK UNIT NO: 82/60

TECHNICAL OBJECTIVE

To study the role of serum phosphate levels in the anemia of
chronic renal failure patients on maintenance hemodialysis.

It has been proposed that parathyroid hormone is a uremic toxin.
The contribution of secondary hyperparathyroidism to the anemia
of hemodialysis patients will be studied. The elevated serum
phosphate levels and parathyroid hormone levels of secondary
hyperparathyroidism are expected to be reduced with low phosphate
diet, oral phosphate binders, and Rocaltrol. The response of

the anemia to the treatment of the secondary hyperparathyroidism
will be evaluated.

METHOD

PATIENTS TO BE STUDIED: Subjects (N=14) undergoing hemodialysis
and those patients with chronic renal failure and evidence of
secondary hyperparathyroidism. Patients with chronic constipation
or documented non-compliance will be excluded. PROCEDURES: Pre-
study bloodwork for each patient will include SMA-20, CBC, serum
iron/TIBC, serum ferritin, folate, B-12, and PTH level. Radio-
graphs of the hands for evidence of secondary hyperparathyroidism
will be done., All patients will receive written and verbal in-
structions describing the study and the need for compliance with
a low phosphate diet, oral phosphate binders, and Rocaltrol, a
potent metabolite of vitamin D given to manage the hypocalcemia
and reduce the elevated parathyroid hormone levels. Serum phos-
phate and calcium levels will be monitored monthly during the
study; the calcium phosphate product will be maintained at <70.
Alucaps or aluminum hydroxide will be given to control serum
phosphate levels. Patients will be examined every two weeks for
adverse side effects. The study duration will be for a minimum
of six months., At the end of the study, all the pre-study blood-
work will be repeated. Radiographs will be repeated only for
patients with pre-study evidence of bone cysts or subperiosteal
resorption. Fach patient will serve as his own control with
pre-study values compared with study values using the Student's

t Test. Also each individual will be compared with the group.

PROGRESS

(82 06 - 82 09) The investigators are in the process of
coordinating supplies and personnel. No subjects have been

entered. Dr. Hough, the original principal investigator, was
replaced by Dr. Shim due to the reassignment of Dr. Hough,

STATUS: (O)
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TITLE: Case Control Questionnaire for Patients with Large
Bowel Cancer and Their Relatives Without It.

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC
PROFESSIONAL ASSISTANTS: Suresh B. Katakkar, M.D., DAC

WORK UNIT NO: 79/78

TECHNICAL OBJECTIVE

To identify and confirm factors associated with large bowel
cancer. Controls are siblings of patients with large bowel
cancer in order to eliminate most hereditary and cultural
factors.

METHOD

All colo-rectal cancer patients at Madigan who are, in the opinion
of the physician, willing and able to complete a questionnaire and
have a sibling who is willing and able to do the same will be
asked to complete a questionnaire including questions regarding
life style, diet, family history, medical history, and the Srole
Anomie Scale. Phase I will be a pilot study to include 30-50
matched pairs. After evalaution of the pilot study, Phase II

will be initiated to include 500+ matched pairs of patients.

There will be an annual follow-~up of patients and analysis of
response. Long-term follow-up is planned to determine if risk
factors correlate with actual colo-rectal cancer incidence.

PROGRESS

(70 10 - 82 09) Six patients were entered by MAMC and 18 by
other institutions for the pilot study, and it was felt that

the study was feasible. Since then the protocol has been revised
and submitted for NCI funding as a SWOG study. However, the NCI
did not appropriate funds for this study in the framework of the
SWOG because this was an epidemiological study which is not
normally performed by the cooperative cancer groups.

STATUS: (C)
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TITLE: High Dose Oral Provera for ER+ and ER Unknown Metastatic
Breast Cancer in Post-menopausal omen

PRINCIPAL INVESTIGATOR: COL Friedrich H., Stutz, MC

PROFESSIONAL ASSISTANTS: MAJ Lauren K. Colman, MC
CPT Thomas M. Baker, MC

WORK UNIT NO: 81/101

TECHNICAL OBJECTIVE

To determine whether or not Provera administered orally in a dose
of 800 mg per day can cause regression of recurrent breast cancer
occurring in the post-menopausal woman,

METHOD

Patients with histologically proven breast cancer who are at least
one year post-menopausal with extensive breast cancer are eligible
for this protocol. Patients with estrogen receptor positive tumor
are eligible as well as those where the estrogen receptor status
is unknown. Patients must have measurable disease and will have

a careful preoperative evaluation and follow-up. Treatment will
consist of 800 mg of oral Provera per day taken in divided doses.
Treatment will continue for as long as the tumor remains stable or
regresses. Unacceptable toxicity or patient refusal of treatment
will be reasons for removal from the study.

PROGRESS

(81 07 - 82 09) No patients entered on this protocol.

STATUS: (0)
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TITLE: The Effect of Nephrosis on Treated Hypothyroidism
PRINCIPAL INVESTIGATOR: LTC Gary L. Treece, MC

PROFESSIONAL ASSISTANTS: COL Bruce L. Fariss, MC
COL Stanton Brown, MC
LTC Stephen R. Plymate, MC
MAJ Lawrence Agodoa, MC
MAJ Louis N. Pangaro, MC
MAJ David Turnbull, MSC

WORK UNIT NO: 81/56

TECHNICAL OBJECTIVE

,

To document an anticipated increased dosage requirement for patients
with treated hypothyroidism who develop the nephrotic syndrome.
Related objectives include answers to the questions (1) does nephrosis
unmask hypothyroidism and (2) does nephrosis mask hyperthyroidism?

METHCD

T~
a

Patients to be studied are: normals; normal treated with L-thyroxine

for one month; subjects with hyperthyroidism; with hypothyroidism,

primary untreated; with hypothyrodism treated for one month with

) L-thyroxine; with the nephrotic syndrome; subjects with the nephrotic

*t syndrome treated for one month with L-thyroxine. A 24-hour urine for

i volume, creatinine, total protein, urine protein, electrophoresis, T4,

: and T3 will be completed, and the following day, after an overnight

q fast, blood will be drawn for SMAC-20, T4, T3 resin, T3 by RIA, TSH,

THAT (an extra tube will be drawn for free T4, reverse T3, and TBG).

q Thyrotrophin releasing hormone test will then be performed, fasting

E! and blood for TSH will be drawn at 0, 30, and 60 mins post injection.
The above procedures will be repeated after at least 30 days on one

or more doses of T4 for the treated groups. Exceptions to the protocol

include the following: (a) urine protein electrophoresis will not be

performed on urine with a total protein of <150 mg for 24 hours;

(b) patients with known cardiovascular disease or age >50 years

L. will be excluded from the treated groups; and (c) 24-hour urines will
i be obtained prior to or at least 72 hours after the TRH test.
PROGRESS
(81 03 - 82 09) Three patients with the nephrotic syndrome, but
4 euthyroid, have been studied, and one patient with the nephrotic
t syndrome and pre-existing treated hypothyroidism and one hypothyroid

patient are currently under study. The three former patients have
normal serum thyroid function (consistent with previous studies)
and normal TRH responses. Urinary thyronines will be measured

X utilizing a RIA, which uses a Sephadex column for both extracting
q and separation of free and antibody bound hormone. This assay is
i to be established in the near future. 1In addition to the stated
objectives, it is anticipated that new insights into urinary

thyronine will be made through this protocol.

¢ STATUS: (0O)
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TITLE: The Utility of Urinary Free Cortisol to Monitor
Replacement Therapy for Adrenal Insufficiency

PRINCIPAL INVESTIGATOR: LTC Gary L. Treece, MC
zc PROFESSIONAL ASSISTANTS: COL Bruce Fariss, MC
- MAJ Robert Jackson, MC
WORK UNIT NO: 82/05

TECHNICAL OBJECTIVE

m! To evaluate the possible usefulness of monitoring urinary free
f cortisol as an objective parameter of therapy that may avoid
both under and over medicating patients with chronic adrenal
insufficiency.

;
' METHOD

Ten euthyroid patients with spontaneous or surgically induced
adrenal insufficiency (primary or secondary) will be evaluated.
Patients taking Aldactone will not be included unless it can be
withdrawn. Patient involvement will be divided into three parts.
During all three parts, the dose of any mineralocorticoid will
not be altered. Patients having been on previous maintenance
dose of glucocorticoid (hydrocortisone or cortisone) for at least
three days and free of acute illness will be asked to collect two
consecutive 24° urines for free cortisol, 17 LH corticosteroids,
and creatinine. A fasting plasma cortisol, an ACTH level, and a
2-hr post-dose cortisol will be drawn on one of the days that

the urine is being collected. Patients will then be asked to
take an amount of glucocorticoid, orally, equivalent to 50% of
their maintenance dosage for seven days, after which blood and
urine will be obtained. If a difference should be found in any
of the parameters between patients taking hydrocortisone vs
cortisone, several patients will be asked to switch to an equiva-
lent amount of the other drug in the maintenance dosage for seven
days after which blood and urine will be obtained. If a dif-
ference should be found in any of the parameters between patients
taking mineralocorticoid (generally provided as Florinef) and
those not taking such a drug, several patients on mineralocorticoid
will be asked to discontinue the drug for 7 days and be restudied.
Also, several patients not taking mineralocorticoid will be asked
to take Florinef 0.1 mg/day orally for 7 days and restudied as
above. At the conclusion of the study, the patients will be
given their maintenance dose and type of drug(s) unless otherwise
clinically indicated.

PROGRESS

(81 11 - 82 09) Two patients have completed the protocol. One
patient has well documented spontaneous primary adrenal insuf-
ficiency; the other has surgically induced adrenal insufficiency
(as treatment for Cushing's disease) complicated by Nelson's
syndrome requiring transphenuvidal hypophysectomy. The patient
tolerance of the protocol has been good.

STATUS: (O)
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TITLE: An Evaluation of Local Anesthetic Skin Testing and
Progressive Challenge in Patients with a History of an
Adverse Reaction to Local Anesthetics

PRINCIPAL INVESTIGATOR: LTC Richard Weber, MC

PROFESSIONAL ASSISTANTS: COL H.S. Nelson, MC
LTC John M. Piersol, MC
Bonnie Baswell, M.D.
Richard deShazo, M.D.
Richard Summers, M.D.

WORK UNIT NO: 82/21

TECHNICAL OBJECTIVE

To confirm the safety and usefulness of local skin testing and
progressive challenge in a large number of patients with histories
of previous suspected adverse reactions to local anesthetics.

METHOD

After a history is taken, skin tests will be preformed as described
in tne protocol and the 20 minute results reconrdéd. If the his-
tory suggests a severe prior reaction, skin tests and progressive
dose testing (PDT) may not be performed at the discretion of the
attending physician. If PDT is indicted, a LA that does not cross-
react with the LA implicated in the prior reaction will be used

for PDT. If the prior LA is unknown, a GCroup II LA will be chosen
If the history suggests a delayed LA reaction, the patient will be
evaluated at 24 hours after initial evaluation. The patient will
be questioned for any delayed symptoms and examined for delayed
physical findings at this time. An attempt will be made to obtain
follow-up on the subsequent clinical history in each patient
regarding the LA use and the presence or absence of a reaction.
Serum (5cc) will be obtained from all patients with positive skin
tests or with reaction to PDT or subsequent LA administration and
frozen for subsequent analysis, including RAST or P-K testing.

PROGRESS

(82 01 - 82 09) Thirteen patients have been studied at MAMC.

A total of 50 patients has been studied group-wide. The study

is approximately 20% complete. No analysis has been attempted

as the numbers are too small for statistical significance.

Dr. John Piersol has been added to the protocol as the investigator
directing the studies at MAMC due to Dr., Weber's reassignment,

STATUS: (0)
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TITLE: A Comparison of the Bain's Anesthesia Circuit to the
Circle Absorber System in Relation to Changes in Oxygen
Measurements

PRINCIPAL INVESTIGATOR: CPT Craigq E. Anderson, ANC

PROFESSIONAI. ASSISTANTS: LTC Michael R. Moon, MC
LTC Leo A. Le Bel, ANC

WORK UNIT NO: B81/49

TECHNICAL OBJECTIVE

To compare the merits of two breathing circuits, the Bain's
Circuit and the semi-closed circle absorber, in improving
post-operative pO; as measured by ear oximetry.

METHOD

Approximately 16 patients scheduled for elective surgery requiring
general endotracheal anesthesia will be randomized to two groups
utilizing the last two digits of the SSAN for randomization. One
group will be anesthetized using the Bain's Circuit and the other
group will be anesthetized using a circle system, Data will be
collected twice on each patient with the use of the ear oximeter.
Preoperative pO,; will be measured the night before surgery for both
groups. Postoperative pOj will be measured within 90 minutes post-
completion of surgery and there will be at least 6 hours between
the pre and post-operative measurements, F Test will be used to
analyze data for significant differences.

PROGRESS

(81 03 - 81 11) Thirty patients were studied in each group.
Utilizing an F test, it was determined that the variances of

the two groups were not significantly different; therefore,

the investigators conclude that the Bains' Circuit and the Circle
CO, absorber circuit are no different in terms of their lasting
effects on the human pulmonary system as measured by pOj.

A thesis was written and accepted as partial fulfillment of the
requirements for the Academy of Health Sciences, Anesthesiology
for ANC Officers Course,

STATUS: (C)
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TITLE: A Research Proposal to Study the Effects of Pretreatment
with Gallamine, Pancuronium, and Curare on the Action of
Succinylcholine

PRINCIPAL INVESTIGATOR: MAJ Leslie D. Collar, ANC

PROFESSIONAL ASSISTANTS: LTC leo A. Le Bel, ANC
LTC Michael R, Moon, MC

WORK UNIT NO: 81/50

TECHNICAL OBJECTIVE

To determine the optimum combination of dosages and/or combinations
of drugs that minimize the chance of complications while at the
same time providing the fastest time to onset of optimal intubation
conditions.

METHOD

The sample population who meet the criteria for the study as
stated in the protocol will be divided into four groups of at
least ten subjects by randomization. Group I will be the control
group. Each subject will be given a routine premedication. After
preoxygenation and from the induction of anesthesia until total
paralysis for intubation is achieved, the patient will continue
to be ventilated with 100% oxygen via face mask. During the
induction, members of Group I will receive a paralyzing dose of
succinylcholine chloride, injected into a free flowing IV line
via a T-piece connected directly at the catheter site. The time
of injection will be noted and a stop watch started. At periodic
intervals, muscle relaxation will be assessed using a nerve stim-
ulator with the amplitude control knob set at maximum. The ulnar
nerve will be stimulated at the ulnar groove for observation of
flexion of the fingers and adduction of the thumb. When no
response is elicited, the stop watch will be stopped and time
recorded. The same procedures will be followed for groups 2, 3
and 4, with one exception. In addition to the succinylcholine,
groups 2, 3, and 4 will receive a pretreatment dose of gallamine,
pancuronium, or d-tubocurarine, respectively.

PROGRESS

(81 03 - 81 11) A total of 20 patients was 1nvestigated, 5/group.
An effort was made to determine which group more closecly approximated
the control group. No appreciable difference was found 1n time from
administration of succinylcholine to abolishment ot muscle twitch.

A thesis was written and accepted as partial fulfillment of the
requirements for the Academy of Health Sciences, Anesthesiology

for ANC Officers Course.

STATUS: (C)
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TITLE: Social Support and Symptomatology: A Study of First Time
Expectant Parents

PRINCIPAL INVESTIGATOR: MAJ Jan Graham, ANC
PROFESSIONAL ASSISTANT: Marie Annette Brown, R.N.

WORK UNIT NO: 82/47

TECHNICAL OBJECTIVE

To describe the dimensions of social support perceived by expectant
mothers and fathers; to compare the similarities and differences
between expectant mothers and fathers in their experience of the
dimensions of support; to explore the relationship between social
support and symptomatology in expectant parents; to explore the
effect of marital quality on the relationship between social
support and symptomatology; and to gather data for a possible

later longitudinal study.

METHOD

The data will be collected using a questionnaire designed by the
investigator which takes about 45 minutes to complete. The
sample will include 125 couples (at least 250 individuals) who
are living together and expecting their first child. Subjects
will be recruited during either prenatal classes or during their
routine visits to the prenatal clinics. When the woman checks
in for her appointment she will be approached by either the
investigator or a staff person and asked if she is interested in
participating in a study of expectant parents. If she indicates
an interest, the study will be explained to her. 1If she desires
to participate, the questionnaire and a consent form will be given
or mailed to her and the questionnaire and a consent form will
be given or mailed to the father in a separate packet. The
questionnaires will be coded and will not include names. Only
the investigator will have access to the code. The expectant
parents will be asked to fill out the gquestionnaire and the
consent form separately with no consultation or discussion
between themselves and to return the questionnaire in a prepaid
envelope at their convenience. All data will be confidential.
Subject numbers will be assigned and questionnaires will be
numbered,

PROGRESS

{82 05 - 82 09) OQuestionnaires were distributed to approximately
400 couples with 125 responses. The data has been coded and is
now being entered into the computer. Analysis will begin within

a few weeks,

STATUS: (0O)
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TITLE: Effect of Hemoglcbin Concentration on Depth of Anesthesia
Using Enflurane

PRINCIPAL INVESTIGATOR: CPT Steven P. Kelsch, ANC

PROFESSIONAL ASSISTANTS: LTC leo A. Le Bel, ANC
LTC Michael R. Moon, MC

WORK UNIT NO: 81/51

TECHNICAL OBJECTIVE

To determine if, when using Enflurane inhalation anesthesia,
hemoglobin concentration influences the depth of anesthetic
level as measured by changes in pulse rate and blood pressure,

METHOD

Subjects (minimum of 25) in ASA category I and non-obese who are
admitted for elective orthopedic procedure on an upper or lower
extremity will be studied. Premedication: demoral, vistaril,
atropine, dose appropriate to age, height, and weight. Preoperative
measurements: hemoglobin level and preinduction pulse and blood
pressure base line. Induction with sodium pentothal and intubation
following curare and anectine. Maintenance with N;0, 05, Enflurane.
Record Enflurane concentration required to maintain pulse and blood
pressure within 20% of base line for 75% of procedure.

PROGRESS

(81 03 - 81 11) Twenty-five (25) ASA class 1 patients admitted for
elective orthopedic procedures on an upper or lower extremity

were studied. There was no relationship between the preoperative
hemoglobin levels and the percent concentration of Enflurane
required for anesthesia. A thesis was written and accepted as
partial fulfillment of the reguirements for the Academy of Health
Sciences, Anesthesiology for ANC Officers Course.

STATUS: (C)




K _

TITLE: Arterial Blood Gas Analysis: A Study of Sampling
Techniques From Indwelling Arterial Catheter Systems

PRINCIPAL INVESTIGATOR: MAJ Nancy C. Molter, ANC

PROFESSIONAL ASSISTANTS: COL Beverly A.,. Glor, ANC
LTC Henry D. Covelli, MC

WORK UNIT NO: 82/40

TECHNICAL OBJECTIVE

To ascertain the least amount of blood required to be withdrawn
and discarded from the indwelling arterial catheter flush system
prior to sampling for accurate arterial blood gas (ABG) values,

METHOD

Samples (at least 30 sets of four specimens per set) will be

taken from patients with an indwelling arterial catheter whose
condition does not warrant removal of nine ml of blood for study
purposes only. All samples will be drawn with a standardized kit
and immediately placed on ice. A baseline ABG sample (#A) of 2 ml
will be obtained by direct puncture. The arterial catheter £lush
system will be cleared of one ml of solution by withdrawing at

the first stopcock nearest the catheter. A standard calibrated
syringe will be used. The solution obtained will be discarded.

A 2 ml blood specimen for ABG 4 1 will be drawn, and then a second
and third sample of two ml will be drawn for ABG's #2 and #3.

Fach sample from the arterial line represents specimens obtained
after 1 ml of clearing, 3 ml clearing, and 5 ml clearing,
respectively. All ABG specimens will be analyzed by a skilled
technician on approved laboratory equipment for pH, PCOj, and POj

values., The ditferences in values between ABG #A and #1, #2, and
#3 respectively will be analyzed by analysis of variance.

METHOD
(82 03} - 822 09) Thirty (30) scts of specimens were studied.
There was no statistical significance hetween the specimens,
As little as 1 ¢ could he withdrawn and discarded with
accurate results nhtain>d, A paper ha been submitted for

presentation at a3 national meeting in the spring of 1983,
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. TITLE: The Effects of Anesthetic Waste Gases on Army Nurse Corps
(T Anesthetists
~

PRINCIPAL INVESTIGATOR: CPT Mary L. Muench, ANC

PROFESSIONAL ASSISTANTS: LTC Leo A. Le Bel, ANC
LTC Michael R. Moon, MC

p! WORK UNIT NO: 81/52

L TECHNITAL OBJECTIVE

"' To determine the incidence rate of spontaneous abortion and
congenital abnormalities experienced by Army Nurse Corps anes-
thetists and their spouses.

METHOD

Approximately 200 active duty ANC anesthetists will be surveyed
to determine basic biographical data, pregnancy history of the
past three years, and specific data concerning the working
environment. The incidence rates for spontaneous abortions and
congenital abnormalities will be tallied and p values computed
to determine the significance of differences between male and
female respondents. Data for the entire study group will be
compared for significant differences with similar data from
other existing studies.

PROGRESS

r (81 03 - 81 l1) Twenty-elght couples were studied. The general
conclusion drawn from this study is that there is no significant
difference in the spontaneous abortion rate between the wives of
active duty Army anesthetists and the wives of general duty male

® nurses. However, since only a small number of a select population
was studied, 1t is felt that further study 1s definitely needed
in this area. A thesis was written and accepted as partial

> fulfillment of the requivements for the Academy of Health Sciences,

| Anesthesiology for ANC Officers Course.

STATUS: (C)
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{ TITLE: The Effects of Laryngoscopy with Intubation at Variable
Time Periods After Lidocaine Spray on Blood Pressure and

! Heart Rate

:( PRINCIPAL INVESTIGATOR: CPT Candace L. Plumlee, ANC

E PROFESSIONAL ASSISTANTS: LTC leo A. Le Bel, ANC

[ LTC Michael R. Moon, MC

!

E WORK UNIT NO: 81/53

TECHNICAL OBJECTIVE

To evaluate the cardiovascular effects of intubation at a time
interval of thirty seconds and sixty seconds post spray of four
bf' percent lidocaine.

f

;

METHOD

Patients (10/group) scheduled for elective surgery requiring
general anesthesia, ASA classification I without regular med-
ication consumption will be premedicated on a mg/kg basis with
identical medications and appropriate IV fluids. A rapid
induction technique will be utilized: curare 3 mg IV, 5 L Oj
via face mask for 3-5 minutes, thiopental 4 mg/kg IV without
test dose followed immediately with succinylcholine IV 1.5 mg
1V. Post induction sequence dependent upon group assigment:
Group 1 - laryngoscopy with lidocaine 4% intratracheal spray

3 mg/kg followed immediately with tracheal intubation;

Group I1 - laryngoscopy with spray followed by 30 seconds of
mask ventilation with 100% Oy then second laryngoscopy with
intubation; Group 11II - laryngoscopy with spray followed by
ventilation for 60 seconds then second laryngoscopy with
intubation. Data collection will be systolic/diastolic BP and
heart rate. Time of readings will be as follows: (1) original
reading with patient awake in the OR prior to administration

of any IV medication; (2) just prior to laryngoscopy with
intubation; (3) 30 seconds, one minute, and 90 seconds post
intubation. Analysis of variance will be used to analyze data.

PROGRESS
(81 03 - 81 11) Fifteen adult subjects from a random convenient

e sample or those patients scheduled for elective surgery were
studied. There was not a significant difference in the three
treatment groups for either mean arterial pressure or heart rate.,
A thesis was written and accepted as partial fulfillment of the

1 requirements for the Academy of Health Sciences, Anesthesiology

r for ANC Officers Course,

STATUS: (C)
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TITLE: Hemoglobin Saturation During Spinal Anesthesia
PRINCIPAL INVESTIGATOR: CPT William A, Richling, ANC
PROFESSIONAL ASSISTANTS: LTC Leo A. Le Bel, ANC

LTC Michael R. Moon, MC

MAJ Donald Christensen, ANC

CPT Martha Downs, ANC
CPT James Spivery, ANC

WORK UNIT NO: 82/43

TECHNICAL OBJECTIVE

To determine whether subarachnoid block anesthesia significantly
alters oxygen saturation of hemoglobin.

METHOD

Approximately 30 subjects undergoing elective surgery, subarachnoid
block anesthesia, ASA classification I or II, whose surgical
position will be supine will be studied. The subjects will

receive no premedication. Oxygen-hemoglobin saturation will be
measured by oximetry before administration of subarachnoid block
anesthesia and thirty minutes after the administration of the
subarachnoid block anesthesia. Data will be examined to determine
if there is a significant change in oxygen-hemoglobin saturation
resulting from the subarachnoid block anesthesia,

PROGRESS

(82 04 - 82 09) Eleven (ll) subjects were studied during Fy 82,
Patients were counselled preoperatively. Oxygen-hemoglobin
saturation was painlessly measured by ear oximetry before
administration of subarachnoid block anesthesia and thrity minutes
after administration of the subarachnoid block. Data has been
examined to determine if there was significant change in oxygen-
hemoglobin saturation resulting from the subarachnoid block
anesthesia. No significant change was noted. The final draft of
a paper is now being prepared.

STATUS: (0)

121




v-

DETATITL SHEETS
F O R

PROTOCOLS

DEPARTMENT OF OB/GYN




-

.- 0 g - . O ¢ s e R A o o

TITLE: Ritodrine Hydrochloride Applications to Fetal Distress
PRINCIPAL INVESTIGATOR: LTC Edward Dashow, MC

PROFESSIONAL ASSISTANTS: COL Joseph Sakakini, MC
LTC Roger A. Spencer, MC

WORK UNIT NO: 81/17

TECHNICAL OBJECTIVE

To determine if ritodrine hydrochloride in arresting labor will
interrupt fetal distress, reduce fetal acidosis, and result in
healthier infants with less requirement for neonatal intensive
care with consequent reduced hospital costs.

METHOD

Phase I (pilot study): Subjects will be patients in whom fetal
monitoring indicates fetal distress and a decision is made to

per form cesarean section. Subjects will receive 250 micrograms

per minute ritodrine hydrochloride IV or sterile saline in equal
volume in a random double-blind method. No attempt will be made

to delay cesarean section. I1f after this infusion labor has stopped
and fetal distress is no longer in evidence, the patient will be
observed for 30 minutes, after which cesarean section will be

per formed. 1f fetal distress reoccurs, cesarean section or the

best treatment for the patient will be performed immediately. At
cesarean section, umbilical artery and vein pH will be measured from
a sample obtained immediately after passing the infant to the pedia-
trician in attendance. Apgar scores at 1, 5, and 10 minutes and
duration of intensive care will be recorded. At the end of Phase I
the code will be broken and the groups compared according to para-
meters of Apgar score, umbilical artery and vein pH, duration of
neonatal intensive care, and hospital costs. Phase II: If the study
group shows no harmful effects compared to the control group, 70
additional patients will be studied and further analyzed.

PROGRESS

(80 11 - 82 09) Thus far only two patients have been entered
into this protocol, both in FY 81. Because of the double-
blind method, the effect of ritodrine hydrochloride used thus
far is not known. The two patients entered had unremarkable
postpartum courses along with their infants,

STATUS: (0)
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TITLE: Management of Intractable Postpartum Hemorrhage by the
Use of 15-Methyl Prostaglandin F2 Alpha-Tromethamine Salt

PRINCIPAL INVESTIGATOR: LTC Edward E. Dashow, MC
PROFESSIONAL ASSISTANT: COL Joseph Sakakini, MC

WORK UNIT NO: 81/36

TECHNICAL OBJECTIVE

To study the effects of l5-methyl prostaglandin F2 Alpha-THAM
given IM to individuals having postpartum hemorrhage secondary to
uterine atony that have been treated with all other conventional
methods.

METHOD

This drug will only be utilized after the conservative management
has failed and the patient is then considered for a surgical pro-
cedure to stop the severe postpartum hemorrhage and only if the use
of the drug is not contraindicated by asthma, hypersensitivity to
the drug, active cardiac, pulmonary, renal, or hepatic disease, or
a history of these conditions or anemia, jaundice, or epilepsy. At
the time of infusion, the IV infusion of oxytocin will be discon-
tinued. The IV fluids will be continued and no further methergine
will be given. Vital signs will be monitored and recorded every

15 min and continued for two hours after the final injection. Hemo-
globin and hematocrit will be checked at 24 and 48 hours after the
last injection. The volume of blood loss after delivery and the
amount of blood loss after the initial injection will be estimated
and recorded. The degree of contraction of the uterus will be
determined by palpation before and one-half hour after each injec-
tion. The rate of hemorrhage will be estimated one-half hour

after each injection and recorded as either increased, unchanged,
or stopped. The presence of lacerations of the genital tract and
retained placental fragments will be ruled out prior to entrance

in the study.

PROGKESS

(81 01 - 82 09) Five patients have been entered, and it would
appear that in only one case did the protocol medication cause
cessation ot bleeding, It is thought that better results might
have been obtained had there not been a problem with a possible
impotent batch of medicine. The medication has had no adverse
effect in any of the patients,

STATUS: (C)
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TITLF: Antepartum Fetal Heart Rate Monitoring and Subsequent
Fetal Outcome at Delivery

PRINCIPAL INVESTIGATOR: LTC Edward E. Dashow, MC

PROFESSIONAL ASSISTANTS: COL Joseph Sakakini, MC
LTC Roger A. Spencer, MC

WORK UNIT NO: 81/37

TECHNICAL OBJECTIVE

To review all pregnancies where antepartum monitoring was used
and assess the following: (1) the outcome of various abnormal
tracings; (2) the results of this institution relative to those
of other large institutions such that our methods and outcomes
may be compared; (3) to review our data for a yet unpublished
seemingly ominous deceleration pattern represented by spon-
taneous deceleration without apparent stimulus.

METHOD

All charts containing antepartum heart rate tracings for the past
two years will be reviewed for the following: (1) changes which
commonly denote fetal jeopardy; (2) spontaneous decelerations not
precipitated by contractions; (3) comparison purposes with other
large institutions; and (4) interesting cases which would then be
placed in a teaching file,

PROGRESS
(81 01 - 82 09) Two thousand charts have been reviewed with 16
charts being positive. All positives have been associated with

fetal jeopardy. A paper has been submitted for publication.

A paper has been accepted for presentation at the Armed Forces
District Meeting »nf the American College of Obstetrics and
Gynecoloqgy, Portland, OR, October 982,

STATUS: (¢

125




r..‘v_“- " L Iy —_—

3 TITLE: Management of Premature Rupture of Membranes in Patients
>( at 34-40 Weeks Gestation

PRINCIPAL INVESTIGATOR: LTC Edward E. Dashow, MC

PRCFESSIONAL ASSISTANTS: COL Joseph Sakakini, MC
MAJ Alexander R. Smythe, MC

ﬂ—-.— T

WORK UNIT NO: 81/55

TECHNICAIL OBJECTIVE

Py
)

(1) To ascertain whether a decreased caesarean section rate will

_ result with conservation management in the patient with rupture of
1 membranes and an "unripe" cervix at 34-40 weeks gestation; and

(2) to judge whether a decreased infection ra'te will result with
conservation management in the above patient group as opposed to
b those where labor is medically initiated immediately in spite of

} the unprepared cervix.

METHOD
Following initial evaluation, patients who are >34 weeks gestation
will be placed in three groups. Group A (Bishop's inducibility
score >7) will be induced and/or augmented as expeditiously as
possible and evaluated per usual obstetrical guidelines. Group B
(Bishop's score <7) and odd terminal SSN digit) will be placed
under observation using standard obstetrical monitoring and
treated according to the progress of each patient. Group C
(Bishop's score <7 and e¢ven terminal SSN digit) will be Induced
or augmented as soon as possible following admission to the
labor and delivery unit.

PROGKE 58S
(81 U3 - H2 09) Nineteen patients have been entered 1n the
conservative treatment group: . There has been one Cesarecan
section secondary to tallure to progress in labor. This was
felt to be secondary to cephalo-pelvic disproportion. There
are eleven subjects 1n the 1mmediate induction greoup. There
is no indication that :infection has been a problem. There has

been one Cesarean section in this group for failure to progress
in labor.

STATUS: (0O))
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TITLE:  Gynecologjical Gncoloyy Procedure Training
PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC

PROFFESSTONAL ASSISTANTS: [LTC Richard Belts, MC
L'TC Georqge Ward, MC

WORK UNIT NO: 81/42

TRUHNICAL OBJECTIVE
To provide training to OB-GYN residents in the technical aspects
nf various types of abdominal resections and anastomoses, to
include training In the use of stapling instruments,

METHOD
ach resident participating will be provided with a large
aresthetized doy. ‘'inder statt supervision, the following
procecdures will e accomplished on each animal:

L. wexploratory laparotomy

2 resection and end to end anastonosis obf o small bowel

3. resection and end to side anastomosis ot small bowel to colon
4. side to side anastomosls using the GIA stapler

. end to end bhowel anastomosis using the EFA stapler,

Atorod comple tion ot cach session, the animal will be sacrificed.,

PROGEE 88
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TITLE: Effects of Pure HCG, Progesterone, HPL, Estradiol 17-B,
and Estriol on Migration Inhibition Factor i1 Vitro

PRINCIPAL INVESTIGATOR: CPT Arthur S. Maslow, MC
PROFESSIONAL ASSISTANTS: LTC Stephen R. Plymate, MC

WORK UNIT NO: 81/94

TECHNICAL OBJECTIVE

The fetsl allograft enjoys an immune competence which prevents
its rejection by the maternal host. The mechanism of this com-
petence is unknown at this time. The objective of this project
is to determine what effect(s) various concentrations of the
hormones noted above have on migration inhibition factor, one
of the potent soluble factors produced by lymphocytes during
the immune reaction.

METHOD

Blood will be obtained from five pregnant patients in the first
trimester. Lymphocyte stimulation assay (comparing PHA and poke-
weed) will be run parallel with M.I.F. assay to test effects of
various concentrations of the individual hormones tested on
M.I.F. 1If inhibitory effects are noted, assays will then be
attempted of the hormones used in conjunction with one another
(i.e., HCG and progesterone). Guinea pigs will be injected

with a substance to produce monocytes in the abdominal cavity.
They will then be sacrificed and the monocytes will be harvested
and used in a study to determine beta HCG on migration inhibition
factor, The guinea pig monocytes will be used because they are
produced in abundance and are easily harvested as opposed to
human monocytes. The experiment is designed to test the function
of migration inhibition factor produced by human lymphocytes

and the effect of migration inhibition factor on the monocytes
(in this case guinea pig monocytes).

PROGRESS
(81 07 - 82 0Y) kquipment and supplies have now be assembled.

Actual inoculation of the animals will begin in late November.

STATUS: (0)
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TITLE: Impact on Fetal Monitoring on the Premature Infant

-~

PRINCIPAL INVESTIGATOR: COL David Sa'Adah, MC

P T Y

PROFESSIONAL ASSISTANTS: COL Joseph Sakakini, MC
MAJ Alexander Smythe, MC
D. A. Luthy, M.D.
E. B. Larson, M.D.
K. K. Shy, M.D.
G. VanBelle, M.D.

WORK UNIT NO: 80/48

TECHNICAL OBJECTIVE

P

To analyze the effects of electronic fetal monitoring versus
traditional auscultation in infants of very low birth weight

# with respect to the following endpoints: (1) perinatal mortality;
] (2) perinatal morbidity including Apgar scores, acid-base status

L at birth, and frequency of intracranial hemorrhage; (3) maternal

morbidity including rates of cesarean section; (4) infant

, neurological and psychomotor development to one year of age;

¢ (5) provider satisfaction; (6) consumer satisfaction; (7) medical

b decision making; and (8) cost effectiveness analysis.

METHOD

Follow-up will be performed on infants who have had fetal monitor-
ing. Those fetuses which have had electronic fetal monitoring and
fetal scalp blood sampling done will be followed and compared to
randomized traditional auscultation fetal heart rate., Comparisons
of fetal outcome and well-being will be made. A comparison will be
made of infants <1100 gm and >1100 gm. Infants will be followed
and evaluated for evidence of retardation, cerebral palsy, and
hearing loss at 6 months, 1 year, 1 1/2 years, and 2 years.

PROGRESS

(80 06 - 82 09) Nineteen patients have been enrolled. It is
too early for any analysis of data.

Due to the departure of MAJ Smythe, COL David Sa'Adah has
become the principal investigator.

STATUS: (0)
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L TITLE: The kftect of in Vivo Vitamin By Supplementation on
in Vitro Lymphocyte Transformation

PRINCIPAL INVESTIGATOR: MA.J Richard keniston, MC

PRHOFESSIONAL ASSISTANTS: CPT Michael Smith, MSC
Louis Matej, M.T., DAC

WORK UNIT NO: 79/21

TECHNICAL OBJECTIVE

S

F To demonstrate that optimum human lymnphocyte transformation in
' vitro requires Tn vino vitamin Bg (as pyridoxal phosphate, PLP).
] PLP is required tor the biosynthesis of the polyamines, which
are required for optimal DNA synthesis by nitrogen-stimulated

{ T-lymphocvtes. Most human beings are far from being saturated

| with PLP, and, therefore, their immune function might bernefit
from vitamin K6 supplementation.

&
METHOD
Normal volunteers: Ten male and ten female volunteers will
! follow the schedule below, All lymphocyte transtormations (LT)
' will be done by the $H-thymidine uptake method without mitogen,
using phytohemagglutinin and concanavalin A. Vitamin Bg assays
will be completed on serum by an enzyvmatic method. Total blood
drawn tor both procedure< will be 20 ml/drawing.
S A . .
Schedule: ) wks - L.T., By assay, begin multivitamins, p.o.
b 2 mg By, q.d.
] 4+ wks - L.T., By assay, begin HBg vitamins p.o.
i 50 mg q.d.
3 wks - [.T., Bg assay
12 wks - L.T., By assay
14 wks - L.T., By assay, end By supplementation
" 20 wks - L.T., By assav, end multivitamin supplementation
21 wks - o1, By oassay
b
[ The magnitude ot mitogen stimulation will be compared in steps
! 1-7. These will also be correlated with serum By levels.
p
X

Chronically 1ll volunteers: Chronically ill patients with
apparent immune detficiency will be identitied. Bg levels will
be determined and the immune deficient patients will be given

By supplementation. A condensed torm of the schedule above will
be tollowed. Any improvement in the patient's 7n vitro and <n
vivo immune response will be noted., "7 »ifro response will be
measured by lvmphocvtie transtormation and @n 2410 response by

] clinical signs.
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The Effect of in Vivo Vitamin By Supplementation on in Vitro
Lymphocyte Transformation - Keniston

PROGRESS

(78 11 - 82 0Y) The data show that dietary vitamin Bg supplemen-
tation markedly stimulates the (methyl—dH) thymidine uptake of
PPHA-stimulated normal human lymphocytes. kvidence has been
presented that a critical role of vitamin B6 in human lymphocyte
activation is the generation of putrescine and polyamines, which
are required for optimal macromolecular synthesis. Interestingly,
the observed degree ot stimulation of HDA synthesis (2 to 3-fold)
was similar to that seen with megadoses of vitamin C. From April
to July 1981, all patients who had SMAC albumins at MAMC (11,099)
were followed and the results correlated with one-month mortality.
A highly significant inverse correlation was found. PLP levels
were found to correlate with albumin levels. From this, an
equation relating mortality to PLP levels was derived. It is

thus possible to¢ predict mortality with a high degree of accuracy
if either the albumin level or PLP level is known. Studies were
also done on a project relating PLP to aminoglycoside toxicity.
Preliminary results show that PLP reverses the antimicrobial
effect of gentamycin in vitro for a few usually highly susceptible
bacteria. Also, PLP readily forms covalent complexes with amino-
glycoside antibiotics at neutral pH in organic solutions, suggesting
that aminoglycosides may deplete PLP in man. Vitamin Bg reverses
this depletion. A previously unreported toxic effect of the amino-
glycoside antibiotics is the apparent exacerbation of pre-existing
vitamin By deficiency, causing patients to become comatose,

A manuscript has been submitted on this latter study.

PUBILICATION: Keniston, H.C.: Polyamine-Pvridoxal 5'-Phosphate
Interaction: Lttects of pH and Fhosphate Concen-
tration on sSchiff's Base Formation. Phvsiol Chem
Phys 11:40b-70, 1979,

PRESENTATION: Role of Vitamin By and Putrescine in Human
Lymphocyte Activation: Beneti1cial ktfect of
Dietary Vitamin Bg Supplements, Joint Meeting,
British Columbia Society ot Clinical Chemists and
American Association for Clinical Chemists (NW
Section), 20-22 Sep 7Y, Harrison Hot Springs, BC.

STATHS: ()
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TITLE : The Role ot Bacterial and Chlamydial Agents in Acute
Epididymitis and the kKftect of Antibiotic Therapy

PRINCIPAL INVESTIGATOR: col, John K. Podgore, MC

PROFESSIONAL ASSISTANTS: CPT Robert U. Finnerty, MC
COL Altred S. Buck, MC

WORK UNIT NO: 78/20

TLCHNIC AL OBJECTIVE

To determine what role certain intectious agents (Mycoplasma,
Neisseria aonorrhinete, “hlamudiz trachomatis, and aerobic

colliform bacteria) play in the etlology and pathogenesis ot
acute epididymitis; and to compare two commonly used forms of

therapy tor treatment Ht epididvmitis.

METHOD

Studv population: All males seen with the dliagnosis ot acute
epididvmitis who are hospitalized at Madigan Army Medical Center
and who have had no antibiotic therapy 1n the month preceding
the current episode ot epididymitis,

Controls: A group of age and race-matched controls will be
selected from Ft. Lewis military personnel undergoing routine
phyvsical examinations.,

Two urethral swabs will he obtained using calcium alginate swabs;
the first for culture ot Y. jonorrioete and Gram stain; the
F

b

second yrocultiare ot "o fegenomas Ty oand . o umeal gyt Teum,

lrine specimens: thee trrst 1o o o volded urine and a midstream
urine will be obtairned .,  Thoe <odiment ot the thirst voilded urine
and midstream urine wiil be exarnined tor number ot WBC per high-
powered ticell and bacteria,  Rotn oarine specimens will be cultured

guantitatively tor ool armes,

Blood specimens: 10 e will he obtarn-i by venipancture tor
sernlogy tor To feretomat e,

Similar urine and blood speciaens will be obtained from the
controls,

When surgery is clinically indicated to rale out torsion ot the
testicle, direct cultures «t epididymal tlutd will be obtained
at scrotal exploratory surgery, Rationucleatide scerotal scans
will be done on all patients within 48 hours to role out
testicular torsion,
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Treatment: All patients will be placed at bed rest witn scrotal
elevation until afebrile and pain has subsided.

If no colitforms are seen on the initial unspun urine or grown
from any specimen with colony counts greater than 103/ml,
patients will be treated individually according to results of
urine cultures and antibiotic sensitivity patterns. Patients
will be instructed not to have intercourse for at least 14 days
after initiation of trecatment.

Follow-up: All patients will be reexamined at 3, 7, 14 days,

and 6 weeks after initiation of therapy. The presence of scrotal
erythema, edema, and tenderness will be noted and recorded by
standard protocol. Repeat cultures will be performed at 7 and

14 days and 6 weeks for 7. trachomatis, . urealyticum, and any
other pathogen initially recovered. Ten cc of convalescent

blood will be obtained for serologic testing at 14 days and 6
weeks.

PROGRESS

(77 12 - 82 09) Preliminary results have been tabulated and were
presented at the American Public Health Association Meeting 1in
November 1980.

Due to the departure of the investigators, the entire protocol
could not be completed. However, a paper entitled " Asymptomatic
"hilamudia traichomatis Urethral Infection in Male Military Personnel"
has been submitted for consideration for publication. Chlamydia
trachomatis alone was isolated from the urethra from 10 of 97
asymptomatic sexually active U.S. Army enlisted men undergoing
routine physical examinations. Neisseria gonorrhoete alone was
isolated from one man, and both N¥. gonorrhoeae and 7. trachomatis
were isolated from another subject. The presence of 7. trachomatis
was associated with a previous history of urethritis, but not

with age, presence ot pyuria, or the number of sexual partners in
the previous six months. The asymptomatic male enlisted population
may comprise a significant reservoir of 7. ¢trachomatis infection
that has been previously unrecognized.

STATUS: (C)




TITLE: A Double-Blind Controlled Study Comparing Erythromycin
and Amoxicillin Treatment During the Last Trimester of
Pregnancy in Prevention of Infant Zhlamydii trachomatis
Infection

PRINCIPAL INVESTIGATOR: COL John K., Podgore, MC

PROFESSIONAL ASSISTANTS: LTC Richard Belts, MC

WORK UNIT NO: 80/72

TECHNICAL OBJECTIVE

To determine if erythromycin or amoxicillin administered orally
to women in *the third trimester of pregnancy and doxycycline
administered to theilr spouses will result in the elimination of
Y. twachomatie from cervical and urethral sites as well as
prevent colonization and infection in their infants.

METHOD

ral

Pregnant women who have trishiomatise  isolated from their
cervical culture at the routine 32-week gestation exam and their
spouses will be studied. The women will receive either 250 mg
erythromycin g.i.d. for 14 days or amoxicilin, 500 mg g.i.d. for
14 days. The spouses will receive doxycycline 100 mg twice a day
for 14 days. A repeat cervical culture will be obtained. Spouses
will have an anterior urethral culture for 7. ft»anrhomatis.

Other necessary specimens will be obtained. Conjunctival and
nasopharyngeal specimens will he obtained on all study infants

at the 2-week, 1, 3, and 6 month examinations. Serum and tear
specimens will be obtained at 6 months for microimmunofluorescent
antibody titre. <Conjunctival specimens will be obtained for
Giemsa stain and bacterial and ~, #»ichomitis culture in all
study infants that present with acute conjunctivitis during the
first 6 months., A posterior nasopharyngeal specimen and viral
cultures will be obtained trom all study children presenting

with pneumonia in the tirst 6 months and serum at the time and
2-3 weeks later tor antibody titres, Repeat cervical cultures
will be obtained at the time of the 6-week post-partum exam and
all patients with ", #f»i~hamit<e will be treated with an

cffective antiblotic to oliminate the Intection and followed up
with cultures, Follow-up urethral cultures will be obtained one
week post-therapy trom male subects.,

PAR()(JRI',SS
(RO 11 - 82 09) All data has toeen collected., A manuscript

1s in preparation,

STATUS: (C)
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TITLE: Use of a Microwave Qven to Thaw Fresh-Frozen Plasma (and
Cryoprecipitate).

PRINCIPAL INVESTIGATOR: CPT Dennis E, Urban, MSC
PROFESSIONAL ASSISTANTS: CPT Robert M. Melmoth, MSC

WORK UNIT NO: 82/03

TECHNICAL OBJECTIVE

To demonstrate that the use of a microwave oven does not
significantly deteriorate labile coagulation factors when
thawing fresh frozen plasma (FFP) or cryoprecipitate.

METHOD

A minimum of 40 split samples of FFP from the same donor will be
prepared. Twenty will be thawed in a waterbath and twenty will
be thawed in a microwave oven with revolving carousel and a
temperature probe to monitor maximum temperature, followed by
coagulation factor assay and the results compared. If the
microwave oven method is successful, the FFP will be thawed by
this method and transfused to patients, with two units per month
assayed for quality assurance purposes.

A minimum of 50 units of cryoprecipitate will be compared in the
same manner as above and transfused in the same manner as above
if the preliminary study is successful.

PROGRESS
(81 11 - 82 09) This protocol has been terminated. The

investigators were unable to obtain the necessary equipment
before being reassigned.

STATUS: (T)
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TITLE: Use of a Syringe and Blood Filter for Neonatal
Transfusions.

PRINCIPAL INVESTIGATOR: CPT Dennis Urban, MSC

PROFESSIONAL ASSISTANTS: Marlene Bartram, M.T.
Delores Dilks, M.T.
Hollis Smith, M.T.

WORK UNIT NO: 82/04

TECHNICAL OBJECTIVE

To provide better utilization of Group O, Rh negative red blood
cells, when small amounts (10-20 ml) are needed for neonatal
replacement transfusions. The investigators will attempt to
obtain (a) the incidence of culture positive fresh frozen
plasma (FFP) on whole blood; (b) correlation with neonatal
bacteremia/septicemia; and (c) comparison of blood utilization
rate with new and old methods.

METHOD

Thirty (30) ml syringes will be filled with 8 ml fresh AB plasma
and frozen in a sealed plastic bag. When blood is needed, syringe
will be thawed and 16 ml of O negative packed red blood cells will
be added and mixed. Syringe will be issued with an 18-micron
syringe blood filter. FExact amount of FFP and packed red blood
cells may be ad justed to provide whole blood with a hematocrit

of 65%. All syringes of thawed FFP or units of reconstituted
whole blood will be cultured for sterility and the NICU notified
immediately of positive culture results. All transfused infants
would be evaluated when FFP or reconstituted blood is culture
positive,

PROGRESS

(81 11 - 82 09) Fightv-four (84) svringes of plasma have been
cultured and transfused to 33 neonatal patients., Of the 84
cultures, 81 showed no growth and 3 were positive, The three
positive cultures consisted ot one Staphylococcus epidermitis,

one Pgeudomonas maltophilia, and one Flavobacterium sp., all common
contaminants, bxtra precautions have been instituted to prevent
contamination. This proiect should bhe enntinued for at least

sSix months.

STATUS: (M
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TITLE: Comparison of Incidence of Asymmetrical Tonic Neck Reflex
(ATNR), Tonic Labyrinthine Reflex (TLR), and Neurological
Soft Signs in Cateqories 1, II, and IlI with Category IV
Active Duty Soliders

PRINCIPAL INVESTIGATOR: COL Richard M. Graven, MC

PROFESSIONAL ASSISTANTS: LTC Barbara Bascom, MC
MAJ Jane K. Sweeney, SP
MAJ Willis Jacob, MSC

WORK UNIT NO: 81778

To determine whether there 1s an increased incidence of primitive
reflexes and neurological soft signs among Category IV active duty
soldliers.

METHOD
One hundred or more active duty soldiers will be evaluated for the
presence of ATNR, TLk, ard neurological soft signs. Following the
collection of data, the soldiers' category classification will be
obtained. The data will then be analyzed regarding the occurrence
of each primitive reflex and number of soft signs in the category
I, 11, and 11! soldiers as compared to the cateqory 1V soldiers.
Conclusions will then bhe drawn regarding the value of these tests
as screening tools 1n the population studied,

I?,RU(},RH,S‘Q":
(Bl 05 - B2 09) ¢tudies on fitty-one (51) active duty soldiers

were completed,  There were no sianificant differences between mean
scores 1n any of the tour areas evaluated,

STATH S ()
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TITLE: Use of Folinic Acid in Prevention of Neutropenia and

Thrombocytopenia Secondary to Trimethoprim-sulfamethoxazole.

PRINCIPAL INVESTIGATOR: CPT G. William Letson, MC
PROFESSIONAL ASSISTANTS: LTC Alan D. Mease, MC

CPT Joseph High, MSC

CPT Merlin L. Robb, MC

CPT Philip L. Rogers, MC
WORK UNIT NO: 82/38

TECHNICAL OBJECTIVE

To establish whether or not folinic acid can significantly reduce
reported incidence of 34% neutropenia and 12% thrombocytopenia in
children treated with Trimethoprim-sulfamethoxazole.

METHOD

Pediatric patiznts diagnosed as having acute otitis media or
urinary tract infections would be treated with Trimethoprim-
sulfamethoxazole (T-S) in one group and T-S plus folinic acid in
a second group. Dosage would be 40 mg/kg per day for T-S and
0.5 mg/kd per day for folinic acid divided in two daily doses
and given over a ten day period. Patients would be randomized
and selected to be in one or the other group with the T-S plus
folinic acid as an experimental group. Drugs would be given in
such a fashion as to achieve a double blind study. Results
would be obtained by drawing a baseline CBC and another on the
final day of treatment. Anyone developing neutropenia would be
followed further with CBC's until resolution of neutropenia.
Count of medication left over would be undertaken at the end of
treatment to determine compliance level. The final step would
be statistical analysis of data. A minimum of 30 subjects would
be studied in each group.

PROGRESS

(82 03 - 82 09) Thirteen patients have been studied. As this is

a double-blind study, no results have been tabulated. Only follow-

up on neutropenic or thrombocytopenic patients has been done.

STATUS: (0)
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TITLE : Mechanical Ventilation of Newborn Premature Lambs: The
Effect of Fregquencv, [:¥ Ratio, PIP, and PEEP on Oxygenation
and Ventilation

PRINCIPAL INVESTIGATOR: MAJ Philip V. Marinelli, MC
PROFESSTONAL ASSISTANTS: LTC Gary Pettett, MC
MAJ Stanley P, Liebenberg, VC
CPT Richard Meidell, MC

WORK UNIT NO: 82/26

TECHNICAL OBJECTIVE

To prospectively evaluate the effect of ventilator setting,
specificallv frequency, 1:F ratio, PIP, and PEEP, on arterial
oxvgenation and minute ventilation in premature newborn lambs.

METHOD

Premature or term lambs (125-135 days gestation) will be delivered
via C-section, intubated with cuffed endotracheal tubes, paralyzed
with Pavulon, and ventilated with the Sechrist ventilator. All
animals will have prophvlactic chest tubes inserted bilaterally

to prevent symptomatic pneumothoraces during the experiment.
Catheters will be placed in the descending aorta through femoral
artery cutdowns. The aortic blood pressure will be maintained at
50-70 mm of mercurv bv infusions of maternal blood and/or lactated
Ringer's solution, Initiallv, ventilator settings will be a rate
of 30, inspiratory time of 1 sec, expiratory time of 1 sec, and
sufficient PIP and PEEP to deliver an adequate tidal volume while
maintaining a normal P,0y and PoCOg. The sequential changes in
rate will be made maintaining the baseline PIP and PEEP. At the
completion of cach change, the fetus will be returned to baseline
until values are stabilized before proceeding to the next step.
Subsequent changes in 1:F ratin, maintaining a constant rate PIP
and PEEP, will be stulied. The fetus will be returned to baseline
settings between each step., Third, changes in PIP will be emploved
with a constant rate, constant [:FE ratio, and a constant PEEP.
Finallyv, changes in PEEP will be determined bv maintaining a
constant rate, a constant I:F ratio, and a tixed peak inspiratory
pressure, Arterial blond gases will be determined prior to and
immediately following each portion of the experiment. Lung tissue
will be obtained from eq~h lamb for microscopic examination.

PROGRESS

(82 02 - R2 09) No studies have been done., The investigators
are awaiting the birth of the lambs.

STATUS: (O) 141




TITLE: Mean Airway Pressure: Significance During Mechanical
Ventilation in Neonates

PRINCIPAL INVESTIGATOR: MAJ Philip V. Marinelli, MC

PROFESSIONAL ASSISTANTS: LTC Gary Pettett, MC
CPT Richard Meidell, MC

WORK UNIT NO: 82/27

TECHNICAL OBJECTIVE

The specific aspects of the respiratory cycle during mechanical
ventilation which allow optimal gas exchange are controversial.
Recently, the concept of mean airway pressure as a composite of
all pressures has been employed. It has been shown that mean
ailrway pressure correlates directly with oxygenation. The pur-
pose of this study it to examine the effect of various ventilator
settings on gas exchange while maintaining a constant mean airway
pressure.

METHOD

All neonates requiring intermittent mandatory ventilation will be
eligible for the study. Indications for mechanical ventilation
will be based on the standard criteria (P3C03>60 Torr, pH<7.25
and/or P02<50 Torr, Fj03>0.6. A pressure limited time-cycled
ventilator will be used. PIP, PEEP inspiratory time, flow rate,
ventilator rate, and FjO); will be adjusted to provide a Pz03 of
50-80 Torr and a P4C03<60 Torr, pH of 7.30-7.40. The initial
combination of settings producing these values will be taken as
the baseline ventilator settings. Mean airway pressure will be
measured from the T piece of the ventilator circuit using a prox-
imal airway ventilator monitoring system which provides a constant
digital display of the mean airway pressure by sampling proximal
airway pressures every 10 mmsec and averaging these values over
time. After achieving a steady state on baseline ventilator
settings, an arterial blood sample will be obtained and the
following sequential changes will be made on the ventilator:
Experiment I: PIP increased by 20% of baseline value and
duration of positive pressure (inspiratory time) will be decreased
in order to achieve the same baseline mean airway pressure. The
other ventilator settings will be maintained at baseline value.
All settings will then be returned to the initial basline values,
Experiment II: PIP will be decreased by 20% of baseline value
and 1nspiratory time will be increased to maintain a constant
mean airway pressure; the other ventilator settings will be held
constant.

Following a 10 min equilibration period, arteria blood gas will

be sampled. Vital signs will be continuousy monitored. 1In
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addition, a transcutaneous PO, monitor will be used to insure
that no detrimental increase or decrease in P30, occurs as the
result of experimental changes. This sequence will be followed
in the first 24 hours of the infant's life and repeated during
the second and third day in order to observe wheteher the natural
change in compliance of the lungs will change the significance of
mean airway pressure.

Each of the infants will serve as its own control. Statistical
analysis of pH and PO, and P,C07 will be performed utilizing
Student's t test for paired data. The zAPOj gradient will be
calculated from 2ach of the blood gas results in order to
standardize P,0; values over a range of FjO; concentrations.
These ratios will be analyzed by the means of the t test for
paired data.

PROGRESS

(82 02 - 82 09) Equipment for this study has just been received.
The study will start within the next few weeks.

STATUS: (O)
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TITLE: Modified Immune Serum Globulin in Neonates
PRINCIPAL INVESTIGATOR: MAJ Philip V. Marinelli, MC
PROFESSIONAL ASSISTANTS: LTC G. Fischer, MC

LTC Gary Pettett, MC

LTC J. Pierce, MC

MAJ Robert M. Skarin, MC

CPT Richard Meidell, MC

WORK UNIT NO: 82/28

TECHNICAL OBJECTIVE

To evaluate Modified Immune Serum Globulin (MISG) as an adjunct to
antimicrobial therapy in the treatment of neonatal Group B strepto-
cocci (GBS) disease. This protocol will analyze the ability of
MISG to elevate neonatal IgG levels and will specitically look at
pre and post MISG sera for evidence of increased actlvity against
Group B streptococci using in vitrn assays for opsonic antibody.

METHOD

Human MISG will be screened to ensure activity agalnst several
strains of GBS and one lot of 5% MISG will be selected and used
throughout the study. Neonates who have a clinical diagncsis ot
suspected or proven sepslis will be evaluated and treated in the
standard fashion and will also receive MISG. Infants thought to
be in need of blood products will be excluded trom the study.

All infants will have cultures for bacterial pathogens taken
prior to antibiotic or MISG therapy which will include umbilical,
gastric aspirate, urine, hlood, and cerebral spinal fiuid. A

2.0 ml blood sample (prespecimen) will be obtained just prior to
starting antibiotics and MISG therapy. A second 2.0 ml specimen
will be obtained 2 hours after the completion of MISG infusion and
again at 1, 2, 3, and 6 weeks after the infusion. The material
will be given as 5% human MISG in a 10% maltose solution. The
dose will be 250 mg/kag or 5 ml/kg to be given as a 30 minute
infusion. Standard supportive care will be given to all other
neonates treated for proven or suspected sepsis. All patients
receiving MISG will be required to have constant temperatue,
heart rate, and respiratory monitoring., Patients with an umbilcal
artery catheter will have continuous BP monitoring. If not, BP
by the Doppler method will be obtained before infusion, every

15 minutes after intusion tor at least 2 hours, and then every

hour for at least 24 hours. Irine volume, protein, and reducing
substances will be measured at cach vold tor the first 24 hours
after MISG administration. Serum sodium, potassium, BUN, chloride,
calcium, ylucose, and osmolality along with hematocrit, hemoglobin,
platelets and white blood cell count with ditferential will be
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obtained before, 2 hours after, and twice weekly for 2 weeks
following the 1ntusion. After the blood specimen is obtained,
the serum will be separated and stored at -70°C. Immunoglobulin
levels will be determined by standard immunodiffusion assay and
opsonic antibody to GBS will be measured using the bactericidal
opsonophagocytic assay currently used in the MAMC lab. In addi-
tion, a chemiluminescent assay, which measures activation of the
hexose —monophosphate shunt, 1s being developed and will be uti-
lized to measure functional antibody to GBS. All patients will
be tollowed tor a minimum ot 6 weeks. The intants will be eval-
vated for growth and development and will receive all standard
immunizations and care.,

PROGRESS

(82 02 - B2 09) Approval has just been received from HSC, No
patients have been enrolled.
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TITLE: Intracranial Two-Dimensional Ultrasonography and
Intracranial Hemorrhage. Identifying Patients at Risk.

PRINCIPAL INVESTIGATOR: CPT Richard Meidell, MC

L Al an . aum e o
! 4

: PROFESSIONAL ASSISTANTS: LTC Gary Pettett, MC
4 MAJ Philip V. Marinelli, MC
t’ MAJ Robet M. Skarin, MC

i WORK UNIT NO: 82/19

TECHNICAL OBJECTIVE

To determine incidence of intracranial hemorrhage in a selected
group of neonates; to document the time of onset of intracranial
hemorrhage and relate this to clinical course and outcome; and to
identify the risk factors which correlate with the occurence of
the hemorrahge.

METHOD

Infants <2000 gms at birth and/or Apgar scores <5 at one minute
and/or <6 at five minutes will be scanned on days 1, 3, and 5 of
*( life. Sagittal, coronal, and, when possible, cross sectional

views will be obtained via 2-D real time ultrasonography. Evidence
of intracranial hemorrhage and its sequelae will be noted.
Physical examination including neurological evaluation will be
made on each study day. Clinical findings assoclated with
intracranial hemorrhage will be noted. Prenatal and intrapartum
history will be obtained along with blood gas studies, serum
clectrolytes, serum calcium, and CBC. Additional laboratory
studies such as CSF will be obtained 1f clinically warranted.
Drug therapy and other therapeutic measures, such as mechanical
! ventilation and fluid therapy, will be roted. (T scan will be

F obtained on all positive ultrasound studles as well as in those

] infants whose clinical course suggests intracranial hemorrhage

| although intracranial hemorrhage is not demonstrated by ultrasound.
! Incidence of intracranial hemorrhage as diagnosed by ultrasound

{ will be determined. Those patients at risk for intracranial

! hemorrhage will be identified.

PROGRESS
(82 01l - 82 09) Twenty-tive patients have been studied 1n a
prospective fashion. Data has been analyzed and a paper has
been submitted for presentation at the American Academy of
] Pediatrics Annual Meeting. A manuscript 1s also being prepared.
STATUGS: (C)
idn




TITLE: Hydrogen Breath Analysis After First Feedings in Infants
in Intensive Care Nursery

PRINCIPAL INVESTIGATOR: LTC Charles Mitchell, MC

PROFESSTONAL ASSISTANTS: CPT Richard Meidell, MC
CPT James Little, MSC

WORK 'NIT NO: R1/107

TECHNICAL OBJECTIVE

"o determine it there is malabsorption in infants in the intensive
care nursery after first feedings and if there is predictive value
nf impending necrotizing enterocolitis in those infants who have
Talansorption.

METHOD

A minimum of 20 patients will be studied before and after one of
the initial feedings of formula. Expired air will be obtained

at 0, 2, and 4 hours. In infants mechanically ventilated, the
air may be obtained via a one-way volume. Non-ventilated infants
will have sampling obtained from a catheter nasal apparatus
connected to a syringe. Breath hydrogen will be measured by gas
chromatograph equipped with a reduction gas detector.

PROGRESS
(81 08 - 82 09) The necessary laboratory apparatus has just

become operational. Investigators will now begin to register
infants in the protocol.

STATIUIS: (0O)
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TITLE: Hydroge = Breath Analysis in Normal Newborns
PRINCIPAI _NVESTIGATOR: LTC Charles Mitchell, MC

PROFESSIONAL ASSISTANTS: CPT Richard Meidell, MC
CPT James S. Little, MSC

WORK UNIT NO: 81/108

TECHNICAL OBJECTIVE

To determine if normal newborns malabsorb any of their formula
feedings.,

METHOD

A minimum of 30 patients will have samples taken ot expired air.
This will be done using a painless catheter apparatus in one
anterior nares. The samples will be taken before the first
feeding, at 2 hours and 4 hours. Breath hydrogen will be
measured by gas chromatograph equipped with a reduction gas
detector.

PROGRESS
(8L 08 - 82 09) The necessary laboratory apparatus has just

become operational. Investigators will now begin to register
infants in the protocol.

STATUS: (0)
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TITLE: Hydrogen Breath Analysis in Children with Chronic
Nonspecific Diarrhea

PRINCIPAL INVESTIGATOR: LTC Charles Mitchell, MC

PROFESSIONAL ASSISTANTS: MAJ Marsha Van Wagner, ANC
CPT James S. Little, MSC

WORK UNIT NO: 81/109

TECHNICAL OBJECTIVE

To determine if ingestion of various carbohydrates is related to
the chronic non-specific diarrhea syndrome; the hypothesis being
that malabsorbed carbohydrates act osmotically to increase the
fluid content of stools and that malabsorbed molecules are
fermented by clonic bacteria producing hydrogen; therefore,
hydrogen detected in the breath of previously fasting patients
implicates malabsorption and subsequent diarrhea.

METHOD
Subject will be tested, fasting, on three different mornings.
First test - cereal given without milk, using water as the fluid;
second test - lactose as 20% solution; third test - sucrose.

After the feeding the breath will be sampled at 0, 60, and 120
minutes. The breath will be sampled by a large catheter inserted
into the anterior nares, a finger pressed against the opposite
nares. A smaller tube will be inserted into the larger and
attached to a syringe. At midexpiration, a few ml will be
aspirated to a total of approximately 20 ml and insufflated into
a vacuum test tube. Breath hydrogen will be measured by gas
chromatograph equipped with a reduction gas detector.

PROGRESS

(81 08 - 82 09) The necessary laboratory apparatus has just
become operational. Investigators will now begin to register
infants in the protocol,

STATUS: (0)
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TITLE: Prevalence of Thyroid Dysfunction in Juvenile Onset
Diabetic Children and Its Helationship to Immunotype

PRINCIPAL INVESTIGATOR: MAJ Dan C. Moore, MC
PROFESSIONAL ASSISTANTs: None

WORK UNIT NO: 81/88

TECHNICAL OBJECTIVE

To define the percentage of juvenile onset diabetic children who
have thyroid dysfunction as assessed by measurement of thyroid
antibodies, T4, T3RU, and TSH response to TRH infusion. HLA
typing will be done and a correlation made between those patients
with evidence of thyroid autoimmunity and dysfunction and their
immunotype to see if a subgroup of patients with juvenile onset
diabetes can be identified by HLA typing who will be at risk for
development of thyroid dysfunction in later life.

METHOD

Twenty-five patients, 18 years of age or less, will have a TRH
test which will consist of three blood samples taken as follows:

a. Baseline - for TSH T4, T3U, thyroid antibodies, HLA type
and hemoglobin A C.

b. Injection of TRH, 7 ug/kg IV

¢. 30 minutes - blood sample for TSH

d. 60 minutes - blood sample for TSH

Measurement of TSH, T4, T3U, thyroid antibodies, HLA type and
hemoglobin A{C are accepted tests in the management of the
diabetic. The TRH test is a standard test to evaluate thyroid
function.

PROGRESS
(81 07 - 82 0Y) Five patients have been entered in this study;

all during FY 82. Data collection is continuing, but is
insufficient to analyze at this point.

STATUS: (0)
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TITLE: The Association of Adolescent High Blood Pressure to
Maternal Toxemia

PRINCIPAL INVESTIGATOR: MAJ Dan C. Moore, MC

PROFESSIONAL ASSISTANTS: Jeanette Welker, R.N,
Roger Meyer, M.D., MPH

WORK UNIT NO: 81/89

TECHNICAL OBJECTIVE

To determine the association of adolescent high blood pressure to

the mother's report of toxemia in pregnancy. The presence/absence
of toxemia will be assessed by use of a questionnaire. Other fac-
tors known to affect adolescent blood pressure will be controlled

for.

METHOD

The population will be adolescents between the ages of 12-18 years
who receive blood pressure readings as part of routine care and
whose blood pressure after three readings is in the 90th percentile
of those tested. Fifty adolescents will be studied along with a
control of 50 age, sex, and Quetelet index-matched adolescents
with normal blood pressure. The mothers of both groups will be
asked to fill out a questionnaire to include family history of
hypertension, pregnancy and delivery history, and information as
to the diet and lifestyle of the adolescent. A random selection
of 10 mothers in each group will have their medical records
checked for validation of the information received through the
interview questions., The interviewer will have no information

of the blood pressure of the adolescent; therefore the study

will be blind.

PROGRESS

(81 07 - 82 09) A sample of 12 mothers of hypertensive adolescents
and 15 mothers of normotensive adolescents matched for adolescent's
age, height, and weight were studied. Hypertension was defined

as diastolic BP>2 S.D. above the mean for age and sex. Only one
case of toxemia was identified in either group, thus limiting

the potential for meaningful analysis. The experience in designing
the studv and problems in conducting it, as well as the data
obtained, formed the basis of a master's thesis in nursing for
co-investigator Jeanette Welker.

STATUS: (C)
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. TITLE: Somatomedin-C and Gonadal Hormones in Precocious Sexual
’( LDevelopment and in Relation to Medroxyprogesterone

- Treatment

PRINCIPAL INVESTIGATOR: MAJ Dan C. Moore, MC

v PROFESSIONAL ASSISTANTS: LTC Stephen R. Plymate, MC
p Vincent C. Kelley, M.D.

b WORK UNIT NO: 81/113

1 TECHNICAL OBJECTIVE

" To define the abnormalities of pituitary, adrenal, and gonadal
function in patients with precocious sexual development in order
to discern whether certain laboratory determinations correlate
s with clinical stages of sexual precocity and can be predictive
of subsequent course; to discern whether any of these same
parameters can be used to predict response to medroxyprogesterone
q therapy,; and to assess the relative effect of medroxyprogesterone
in suppressing somatomedin-C and sex steroids of gonadal vs
adrenal origin.

~ v v vy

METHOD

Thirty patients with precocious sexual development (males under
Y years and temales under 8 years) will be given a physical
examination rating ot puberty status according to the system of
Tanner. Plasma LH, FSH, K}, Ko, T, DHEAS, bone age films, and
skull films will be done. Blood samples will be drawn for
somatomedin-C, somatomedin bioassay, A4-androstenedione and
SHBG. Once a diagnosis is made, patients will be followed at 3
month intervals according to standard procedure. Those patients
in whom it is clinically indicated will be placed on medroxypro-
gesterone therapy (100-200 mg IM every 2 weeks)., Those patients
placed on medroxyprogesterone will have initial blood tests

( repeated at 3 and 6 months to assess effect of therapy.

PROGRESS

1 (81 09 - 82 0Y) Nineteen (19) subjects have been entered in this
‘ protocol. Preliminary analysis of data shows expected increases
in sex homrone level and gonadotropins, In some cases, estrone
levels are significantly higher than estradiol levels. Two cases
of premature thelarche associatexd with elevated estrone levels
have spontaneously resolved in conjunction with return ot estrone
levels to normal. Sex hormone binding globulin levels tend to be
Fn lower than expected for age. Somatomedin-C levels do not appear
q to be atfected.

STATUS: (0)




TITLE: A Teaching Model for Pediatric Intubation Utilizing
Ketamine-Sedated Kittens

PRINCIPAL INVESTIGATOR: LTC Gary Pettett, MC

PROFESSIONAL ASSISTANTS: COL Errol R. Alden, MC
LTC Ronald W, Brenz, MC
LTC Paul B, Jennings, VC

WORK UNIT NO: 74/19

TECHNICAL OBJECTIVE

To teach infant resuscitation procedures to nurses, nurse
clinicians, OB-GYN residents, and other nonpediatric physicians
who may be called upon to treat pediatric emergencies. Many
physicians and paramedics have never had the training oppor-
tunity to attempt intubation of an awake living creature. The
kitten, immobilized with ketamine hydrochloride, gives the
student the opportunity to visualize vocal cords, precipitate
laryngospasm, and learn the difficulties associated with
emergency intubation.

METHOD

Weaned kittens, weighing 0.5 to 1.0 kg will be used in these
teaching sessions. Ketamine hydrochloride (22 mg/kg) plus
atropine sulfate (0.04 mg/kg) will be administered intramuscu-
larly to each kitten. Intubation will be performed with the
kittens on their backs, using a pediatric laryngoscope, and
sizes 8-14 French endotracheal tubes. Kittens may be used for
several consecutive weekly sessions until they grow too large
to be utilized. The procedure is not harmful to the kittens.

PROGRE SS

(81 09 - 82 09) nhuring FY 82 this protocol was utilized on two
occasions as part of the regional medical education program; once

at Bremerton NRMC and once at Whidbey Island NAS. It is anticipated
that this protocol will continue to be used in this manner.

PUBLICATION: Jennings, P.B., Alden, E.R., and Brenz, R.W.:
A Teaching Model for Pediatric Intubation
Utilizing Ketamine-Sedated Kittens.
Pediatrics 53:283-84, 1974,
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Sedated Kittens - Pettett

EXHIBIT: Alden, E.R. and Jennings, P.B.: Animal Models for
Neonatal Resuscitation.

a.

STATUS: (O)

Annual Meeting of the American Academy of
Pediatrics, Chicago, IL, Oct 1976.

Gold Award for Outstanding Exhibit for Teaching
Value.

Annual Meeting of the American Medical Association,
San Francisco, CA, Jun 1977.
Certificate of Merit

American Veterinary Association
Atlanta, GA, Jul 1977.

Annual Meeting of the Association of Military
Surgeons, Washington, DC, Nov 1977.
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TITLE: Short Term Developmental Consequences of Acquiring CMV
From a Blood Transfusion Prior to Term

PRINCIPAL INVESTIGATOR: LTC Virginia F. Randall, MC

PROFESSIONAL ASSISTANTS: LTC John Podgore, MC
MAJ Carl Loovis, MSC

WORK UNIT NO: 82/16

TECHNICAL OBJECTIVE

To describe short term developmental consequences produced in
infants who are CMV negative at birth and who acquire active
disease as a result of being transfused CMV antibody positive
blood. Principal developmental consequences to be assessed are
those related to auditory and vestibular function. Short term
implies less than one year. An important goal of the principal
investigator is to begin screening blood prior to use in the
nursery. This study will terminate collection of new infants
when the blood bank adopts this procedure.

METHOD

ELISA will be used for determination of those infants who are sero-
negative and those seropositive from cord blood and mother's blood
samples. A determination will be made of seronegative or sero-
positive for each unit of blood used for transfusion in the nursery.
Infants who are seropositive at birth are congenitally infected and
will be followed with assessments at due date, 2 months corrected
age, and 4 months corrected age., At 4 months corrected age, BSER

and cold calorics will be done in addition to the neurodevelopmental
assessment. Seronegative infants who receive seronegative blood will
be assessed at due date, 2 months, and 4 months corrected age. ELISA
will be repeated at these dates as well as neurodevelopmental assess-
ment. Seronegative infants who receive seropositive blood will have
neurodeve lopment at due date, 2 months and 4 months corrected age.
ELISA and urine for virus culture will be repeated on these assess-
ments. If the FLISA or viral culture suggests active infection,

BSER and cold calorics will be done at 4 months. Method of neuro-
deve lopmental evaluation: (1) due date - Brazelton, Bayley mental

and motor, MAI, neurovestihular examination; (2) two and four months
corrected age - Bayley mental and motor, MAI, and neurovestibular
examination.

PROGRESS

(81 11 - 82 09) This project was closed when the Blood Bank at
MAMC began to screen for CMV titer prior to release of blood for
transfusion to nursery patients. At that time, only three patients
were entered on whom the total lab work and developmental studies
were available. A paper has been submitted to Child Development
describing the possible developmental consequences of acquiring

CMV from transfusion in the nursery and describing the method used
here at MAMC to reduce that risk.

STATUS: (C)
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TITLE: Comparison of Highly Skilled Professionals and Entry
level Practitioners in Assessment of Infants

PRINCIPAL INVESTIGATOR: Catherine Yokan, M.D., DAC

PROFESSIONAL ASSISTANTS: CPT Nancy Todd, ANC
Lynette S. Chandler, Ph.C.
Mary Andrews, R.N.

WORK UNIT NO: 82/46

TECHNICAL OBJECTIVE

To compare highly skilled professionals with entry level
practitioners in their ability to reliably present and interpret
a screening test of Movement Assessment of Infants in an effort
to discover if personnel with entry level skills can be used in
a screening program without compromising the care of infants.

METHOD

Twenty entry level PT and OT students and twenty NDT trained OT
and PT students will be given an initial 1/2 day training on the
screening test as derived from The Movement Assessment of Infants.
In terms of four trainees and one supervisor, 13 infants will be
screened for movement deficits with the goal of achieving inter-
rater reliabilities of 80 and above. Each training sessions will
last 2 1/2 days. There will be 10 sessions to complete the study
involving a total of 40 trainees and 130 infant-mother dyads.,.
Four month old infants will be screened. All sessions will be
video taped, and parents will be interviewed as to their
perspective on the screening session.

PROGRESS

(82 05 - 82 09) Data analysis 1s in progress and a manuscript is
being prepared for publicaiton.

STATUS: (C)
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TITLE: The Neuropsychological Correlates of Hyperthyroidism
and Its Treatment

PRINCIPAL INVESTIGATOR: MAJ Lloyd I. Cripe, MSC
PROFESSIONAL ASSISTANTS: LTC Gary Treece, MC
MAJ Louis Pangaro, MC
MAJ Raymond Parker, MC

WORK UNIT NO: 81/75

TECHNICAL OBJECTIVE

To determine the neuropsychological correlates of hyperthyroidism
and the effects of treatment.

METHOD

Approximately 30 subjects presenting with a diagnosis of spontaneous
hyperthyroidism, whose management and treatment have been decided
by the primary physician, will be entered in the study. Phase I -
will include the administration of the entire Halstead-Reitan
Neuropsychological Test Battery during the physician's initial
diagnostic work-up. Phase II - Patients will be randomly assigned
to receive either propranolol, 40 mg g.i.d. or a placebo. After
7-10 days of drug therapy patients will again be given the Halstead
Reitan Battery and blood levels will be checked. Phase I1I1I - the
test battery will be administered for the third time after the
patient has been euthyroid for one month as determined by TFT.
Thirty controls without psychiatric, neurological, or thyroid dis-
ease will be matched with the experimental group for age, sex,
intelligence, and education. They will be administered the
Halstead-Reitan Battery on the same schedule as the experimental
group. Thyroid status would be determined at each testing by

blood levels for hormones. Hoteling's Multiple t-tests for multi-
variant data will be utilized to make comparisons between the
groups for the three testings. Correlations with test measures

and blond levels will also be made.

PROGRESS

(81 04 - 82 09) Six subjects have been evaluated. Four of these
have completed the evaluations and the other two reguire another
testing. No controls have been entered. Subject collection

will continue.

STATUS: (0O)
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TITLE: Parental Discrimination in the First 2 Weeks of Life
PRINCIPAL INVESTIGATOR: MAJ Robert C. Hulsebus, MSC
PROFESSIONAL ASSISTANTS: None

WORK UNIT NO: 81/99

TECHNICAL OBJECTIVE

To determine the earliest age at which young infants can
discriminate their parents on the basis of listening to their
voices. This research is designed to extend findings gained
in earlier research by this author.

METHOD

Comparisons will be conducted during the first two weeks after
birth., Mothers of the infants and a female stranger will be
compared and fathers and a male stranger will be compared. For
the comparison the adults will wait until the infant begins and
maintains a frequent, mild fussing pattern. For half the infants,
the parent will then speak first and for the other half the adult
stranger will speak first. Each adult speaking will stand behind
the infanu's head out of the infant's sight, and no one will be
within the infant's field of vision. A prepared one-minute talk
will be given by the adult and the infant's fussing during the
talk will be recorded. After a rest period, the infant will hear
the second adult speaking from the script and this will also be
recorded. Analysis of the crying patterns will be conducted by
means of a multichannel event recorder and more than one scorer.
A criterion pause of 5 seconds will be utilized. The tapes will
be analyzed to observe if this five second pause occurs more
frequently in response to the parent or to the stranger. Each
test group will consist of 25 subjects.

PROGRESS

(81 07 - 82 06) This study was modified to only study the

fathers and infants. Twenty-one 3-day old infants were studied
Although there was a preference by 3-days old for their fathers'’
voices (57%), the shift was not statistically significant.
Twenty-two 7-day old infants were studied and their preference

for thier fathers was statistically different using the chi square
test. This study demonstrated that infants can discriminate

their fathers within the first week of birth. More study is
suggested in this area. A manuscript is in preparation from this
study.

STATUS: (C)
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TITLE: Psychological Variables Related to Childbirth and Early
Infant Development

PRINCIPAL INVESTIGATOR: MAJ Anthony C. Zo0ld, MSC

PROFESSIONAL ASSISTANTS: “PT Richard H. Rubes, MSC
L PT (USAR) Maren Stavig, ANC

WORK UNIT NO: 81/59

TECHNICAL OBJECTIVE

To study selected psychological and behavioral variables during
pregnancy which may affect ease of delivery, medical complications,
and early growth and development of the infant. Specifically,

the independent variables to be investigated are: (1) maternal
expectations of delivery and of the infant; (2) mother's per-
ception of the husband's emotional support; (3) orgasmic history

of the mother; (4) participation in various childbirth preparation
programs; and (5) significant depression during pregnancy.

METHOD

Obtain interview and depression scale data from volunteers at
30-36 weeks gestation. After the birth, recontact mother for

a brief follow-up interview to obtain mother's subjective rating
of the delivery and the infant. Conduct record search for
selected variables: length of labor, presence of complications,
status of newborn, and the bonding rating between mother and
child. At the 2-month well-baby follow-up visit, request mother
to repeat the Zung Self-Rating Depression Scale and do a record
search on the development of the infant. Data analysis will
include descriptive statistics, correlation, and contingency
table analysis.

PROGRESS

(81 03 - B2 09) The project is in the fourth of its five stages.
Preliminary work has bequn on stage five. Phase I, interviewed
250 women during the seventh month of pregnancy, and most of
Phase 11, post-partum interviews, were completed in FY 81,

FY 82 work included the remaining post-partum interviews

(87 patients), all of the Phasc 111 review of inpatient records
of mothers and infants and approximately 40% of Phase 1V,
follow-up outpatient record review. Phase V, data processing,
has begun on 75 studies in order to expedite “debugging of
computer progams while Phase IV is being completed.

STATUS: (0)
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TITLE: Implantation of Intraocular Lenses

PRINCIFAL INVESTIGATOR: COL Stanley C, Allison, MC

PROFESSIONAL ASSISTANTS: COL Stanley C. Sollie, MC
LTC Christopher G. Knight, MC
MAJ Bruce D. Bellin, MC
CPT Lawrence E. Hannon, MC
LTC John C. Goodin, MC

WORK UNIT: 79/64

TECHNICAL OBJECTIVE

To become proficient in intraocular lens implantation and to gain
investigator status with FDA requirements, thereby providing a
new technique in ophthalmic surgical care for our patients.

METHOD
1. Obtain appropriate instruments to accomplish the procedure.

2. Obtain research investigator status with companies that have
FDA approval to supply the lenses.

3. Implant lenses in 10 rabbits as a training experience for
surqgical nurses and assistants in this procedure.

4. Implant lenses in appropriately selected patients in order
to provide visual rehabilitation.

5. To eventually establish this as a routine procedure in the
military medical armamentarium of ophthalmic care.

PROGRESS
(81 10 - 82 09) Due to the retirement from active duty of
COL Sollie, COL Allison, who initially began this protocol
before a tour in Korea, is now the principal investigator.
The implantation of intraocular lenses has become the standard of

cataract surgery. It continurs, at this time, to be an experimental
procedure although general clearance is expected from the FDA in
one to five years. There were 123 implants performed over the

past 12 months. This rate is expected to continue for the
forseeable future,

STATUS: (0)
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TITLE: Advanced Trauma Life Support Course

PRINCIPAL INVESTIGATOR: LTC Terence L. Babcock, MC

PROFESSIONAL ASSISTANTS: LTC Stanley C. Harris, MC
MAJ Kenneth Frumkin, MC
MAJ Stanley P, Liebenberg, VC

WORK UNIT: 82/32

TECHNICAL OBJECTIVE

To provide training to General Surgery, Emergency Medicine, and
Family Practice residents in the proper management of the patient
in the initial one hour after major trauma.

METHOD
At least twice a year, the Advanced Trauma Life Support Course as
designed by the American College of Surgeons will be conducted.
The course involves a hands on training session in the placement

of chest tubes, tracheostomy, pericardiocentesis, peritoneal
lavage, and venous cutdown utilizing the dog as the animal model.

PROGRESS

(82 03 - 82 09) Four sessions of this course have been taught.
Due to the departure of LTC Babcock, LTC Stanley C. Harris has
become the principal investigator.

STATUS: (0)
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TITLE: Study of Delayed/Nonunion in Jones Fracture
PRINCIPAL INVESTIGATOR: COL Virginia M. Badger, MC
PROFESSIONAL ASSISTANTS: MAJ Stanley P, Liebenberg, VC

WORK UNIT NO: 81/98

TECHNICAL OBJECTIVE

To study the rate of healing of an experimentally produced
fracture of the 5th metatarsal diaphysis (the Jones fracture)
if: the lesion is left untreated; the lesion is stabilized by
internal fixation; or the stress is removed across the fracture
site by sectioning of the peroneus brevis tendon.

METHOD

Ten adult rabbits will be utilized for the study (20 feet - hind
feet only). After anesthetization with rompum and ketamine, a
transverse fracture at the proximal diaphysis of the 5Sth metatarsal
will be created by direct visualization. Six feet with metatarsal
lesions will be left without internal fixation; eight metatarsals
will be fixed by insertion of "K" wires for internal fixation;

and eight will be left without fixation but will have a section

of the peroneus brevis tendon at the tuberosity. The feet will

be x-rayed weekly until the lesions are healed. The lesions will
be studied pathologically at intervals depending on rate of
radiographic healing.

PROGRESS

(81 07 - 82 09) Technical work and histopathology have been
comp:leted. A manuscript is in preparation.

STATUS: (C)
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TITLE: The Effect of Dimethyl Sulfoxide on the Uptake of Cisplatin
From the Urinary Bladder of the Dog

PRINCIPAL INVESTIGATOR: LTC

PROFESSIONAL ASSISTANTS: LTC
LTC
MAJ
MAJ
MAJ
MAJ

WORK UNIT: 79/57

William Belville, MC

Samuel J. Insalaco, MC
George S, Ward, VC
Eduardo S. Blum, MC
Carl F. Cricco, MC
Willis H. Jacob, MSC
Roger Schoenfeld, MC

NOTE: Thio-TEPA was the original drug to be utilized in this
study. Being unable to develop a successful thio-TEPA
assay, cisplatin was used in the study due to the ease of
measurepent by atomic absorption spectrometry and because
its medium-sized molecular weight avoids excessive
absorption. The original protocol is listed below.

TECHNICAL OBJECTIVE

Thio-TEPA has been used in the management of various types of
neoplasias for almost two decades. However, its use in the
management of urinary bladder carcinoma has had mixed results.
In addition, the cytotoxic effect of thio-TEPA on the hemato-
poietic tissues are a severe side effect in its use. The
objective of this study is to determine if intravesicular
thio-TEPA can be more effectively transported through the

ur inary bladder wall using DMSO as a carrier.

METHOD

Ten dogs will be divided into groups I and II (4 dogs each and
Group III (2 dogs). The test solution (50 ml) will be instilled
into the urinary bladder of each animal and maintained there for
one hour. The test solutions are: Group I 45 mg thio-TEPA in

50% DMSO; Group II - 45 mg thio-TEPA in an isotonic salt solution;
and Group III - 50% DMSO in an isotonic salt solution. The

Group III animals are to verify that DMSO does not interfere

with thio-TEPA identification.

Blood samples will be obtained from the caudal vena cava and the
external Jjugqular vein immediately before instillation of the test

solution and at 5, 10, 20, 40,

and 60 min after instillation. One

blood sample will be taken from a small vein on the bladder sur-
face at 15 min and the test solution will be withdrawn from the

bladder at 50 minutes.
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The Effect of Dimethyl Sulfoxide -~ Belville

Two dogs from Groups I and II will be studied for toxicity
following a complete treatment regime, consisting of four weekly
treatments as described above. These animals will have bone
marrow, liver, kidney, and spleen biopsies before the first
treatment. One week following the last treatment, the dogs will
be sacrificed and tissue sections of the same organs plus the
urinary bladder and lens will be taken. These tissues will be
examined histopathologically for evidence of toxic changes.
Complete blood counts will also be performed at weekly intervals.

The remaining two dogs in Groups I and II will have a section of
urinary bladder removed following the test solution instillation.
This tissue section will be divided and one part homogenized and
extracted for thio-TEPA analysis and the other section evaluated
histopathologically.

The withdrawn test solution, blood samples, and bladder tissue
extracts will be analyzed by spectrophotometry to determine
levels of thio-TEPA. The results will be compared to determine
effectiveness of DMSO in increasing absorption of thio-TEPA.

PROGRESS

(81 09 - 82 10) As stated in the preceding note, cis-platinum
was used in this study rather than Thio-TEPA. A manuscript

has been accepted for publicatin by the Journal of the American
Osteopathic Association., The results of the study suggest that
DMSO is useful by transporting cisplatin into the muscle layer of
the canine bladder. With an acceptable assay, serum levels of
cisplatin can be monitored and dosages can be adjusted to avoid
untoward side effects. A larger series is necessary, and is
planned, to solidify and extend these observations.

Upon the departure of MAJ Schoenfeld in June, LTC Belville became
the principal investigator.

PRESENTATION: Schoenfeld, R.H., Belville, W.D., Jacob, W.H.,
Buck. A.S., Dresner, M.L., Insalaco, S$.J., and
Ward, G.S.: The Effect of Dimethyl Sulfoxide on
the Uptake of Cisplatin From the Urinary Bladder
of the Dog. Kimbrough Urologic Seminar, Denver,
November 1981,

STATUS: (O)
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TITLE: A System for Data Storage and Retrieval Using a
’C Microcomputer: Carcinoma of Prostate Patients,
Madigan Army Medical Center

PRINCIPAL INVESTIGATOR: COL Alfred S. Buck, MC

. PROFESSIONAL ASSISTANTS: LTC William D. Belville, MC
El LTC Martin L. Dresner, MC
: MAJ Willis H. Jacob, MSC
MAJ Roger H. Schoenfeld, MC
: CPT Carl F. Cricco, MC
[ CPT Robert U. Finnerty, MC

' WORK UNIT NO: 80/36
b

1 TECHNICAL OBJECTIVE

r To test the concept of a microcomputer-based system for storage
¢ and processing of patient records.
b
5

METHOD

f The population selected for this study are all patients with
carcinoma of the prostate seen at Madigan. A systems analyst
will review the data and develop a program which will be
designed to permit the following: (1) open file on patient;
(2) update data in the file; (3) retrieve the complete file;
(4) retrieve a single category of data (variable) from the

file of one or more patients; and (5) retrieve a single
category of data (variable) f, om two or more groups of patients
and perform the required statistics for comparisons between the
groups. The system will be evaluated after it has been
operational for six months. If the program is found to be
workable, it will be turned over to the Automation Management
Office for implementation.

| PROGRESS

(80 04 - 82 09) A computerized system tor data storage for the

{ tumor registries of the MEDCENS 1s 1n the proc..ss of being

'! developed at the present time at HSC, Also, MAMC will begin
trial use of a new system within the next 6 months which has
been ongoing at DDEAMC and will be adapted by MAMC for use

here. This model can be modificd to be compatible with American
College of Surgeons requirements. In view of these developments,
this project has been terminated.

STATUS: (T)
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TITLE : knd to Side Distal Gastrectomy in Dogs

PRINCIPAL INVESTIGATOR: LTC Preston L. Carter, MC

PROFESSTONAL ASSISTANTS: MAJ Stanlev P. Liebenberg, VC
CPT Bruce A. Snyder, MC

WORK UNIT NO: 81/77

TECHNICAL OBJECTIVh

To assess the safety and validity ot the end to side distal

gastrectomy, hypothesizing that this method might provide

the

functional advantage of the HBilroth I gastrectomy, while avoiding

the hazard ot performing an end to end anastomosis in the
of scarring ot the duodenal bulb.

METHOD

face

Ten dogs are proposed tor the initial trial. Large dogs will be
subjected to distal gastrectomy and end to side gastroduodenal

reconstruction with oversewing ot the end of the duodenal

stump.

The surgerv will be pertormed in a sterile manner with broad
spectrum antibiotic coverage. Postoperatively, the dogs will be
fed [V for several days and then progressed to oral intake of
normal dog ration. Approximately 30 dayvs later, surviving dogs
will be reexplored and the gastroduodenal anastomosis resected
and inspected tor healing and patency. The dogs will be sacri-
ficed at the end of the reexploration and concomitant general
surgical procedures included in the general surgery training

protocol will also be carried out prior to sacrifice.

PROGRESS

(8] 0Oh - 82 09) This project demonstrated that end to side
gastroduodenostomv heals reliably in the dog model tollowing
Zastrice resection, A paper has pbeen accepted for exnibit at the
American College of Surgeons Meeting in Chicago in October 1482,

STATUS: )
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TITLE: General Surgery KHesident/Surgical Intern Training
Protocol for Technical Skills in Surgery

PRINCIPAL INVESTIGATUR: LTC Preston L. Carter, MC

PROFESSIONAL ASSISTANTS: LTC Dick K. Smitn, MC
MAJ Stanley P. Liepenberg, VC

WORK UNIT NO: 81/90

TECHNICAL OBJECTIVH

This is a formal program to expose junior surgical residents and
surgical interns to certain basic technical skills in surgery,
with emphasis on skills needed in the clinical practice of General
Surgery, and, secondarily, to familiarize the resident and intern
personnel with the capabilities and potentials of the Department
ot Clinical Investigation at Madigan.

METHOD

This is a continuation of a similar previous protocol and is in
conjunction with the end to side gastrectomy protocol. Dogs
which have survived the end to side gastrectomy will be sacrificed
after reexploration. Prior to sacrifice, the nouse officer par-
ticipating on that day will pertorm one or more of the following
procedures on the still anestnetized dog: end to end anastomosis
of the small bowel; splenectomy,; gastrostomy, LEA stapled anasto-
mosis,; nephrectomy; end to side portocaval shunt; and suture of
cardiac laceration. After these procedures, the animal will be
sacrificed (before it is allowed to awaken) and the stomach/
duodenal area removed tor turther gross and microscopic¢ study in
the end to side gastrectomy protocol.

PROGRESS
(81 07 - 82 0Y) This protocol provided technical instruction in

pasic surgical skills to 1nterns and residents in General Surgerv
and met its objective.

STATUS: (C)
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TITLE: Ekarly Definitive Treatment of Pilonidal Abscess vs Delayed
Definitive Treatment. A Prospective Randomized Study.

PRINCIPAL INVESTIGATOR: I'TC Preston Carter, MC

PROFESSTONAL ASSISTANTS: LTC James F. Bascom, MC
CPT Robert B. Freeman, MC
CPT bEdward Pullen, MC

WORK UNIT NO: 81/104

TECHNICAL OBJRECTIVE

Conventional treatment ot pilonidal abscess has consisted of
incision and drainage over a point of fluctuance lateral to the
midline, tollowed at a4 variable interval by detinitive excision
of the midline tracts. A proposed alternative methnod is to per-
form the incision and drainage in the midline with excision of
the midline tracts in the process. The objective of this study
is to study the two methads to see it there is any advantage in
terms ot minimizing the patient morbidity ot one method over the
other,

ME THOD

Fatients who have haa previous surgical treatment of pilonidal
disease and minors will be excluded. ratients will be randomized
to one ot the two treatment methods outlined above and will be
tollowed until complete healing has occurred. Hospitalization
time, if any,; loss of time trom work, healing time; and compli-
cations related to either treatment method will be studied. A
minimum ot ten patients per group will be studied.

PHOGKESS

(X1 OK - K2 04y  Nine patients have been entered into the study.
Fstimate completiron ot stady (20 patients) in one vear,
STATE S (0
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TITLE: A Protocol to Compare Segmental Mastectomy and Axillary
Dissection With and Without Radiation of the Breast and
Total Mastectomy and Axillary bissection.
PRINCIPAL INVESTIGATOR: LTC Preston Carter, MC
PROFESSIONAL ASSISTANTS: LTC James F. Bascom, MC
LTC Stanley C. Harris, MC
LTC Dick K. Smith, MC

WORK UNIT NO: 82/02

TECHNICAL OBJECTIVE

To begin participation by MAMC inr an established national
cooperative study comparing the survival, treatment failure, and
cosmetic results of partial mastectomy with and without radiation
compared to modified radical mastectomy.

METHOD

Patients with breast cancers under two inches in size and without
fixation to the chest wall or skin will be offered randomization
to three treatment arms: (a) segmental mastectomy, axillary dis-
section; (b) segmental mastectomy, radiation, axillary dissection;
(c) total mastectomy, axillary dissection. Patients with positive
axillary nodes will, regardless of the primary treatment, be

given L-PAM and 5-FU chemotherapy as further treatment.

PROGRESS
(81 10 - 82 0Y) OUne patient at MAMC has been entered into

this highly specialized and specific study (hence tfew suitable
candidates).

STATUS: (0)
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TITLE: Intravenous bDexamethasone to Control Post OUperative Pain
in Orthopedic Patients

PRINCIPAL INVESTIGATOR: CPT Michael Q. Cosio, MC
PROFESSIONAL ASSISTANTS: CUL Richard Camp, MC
LTC Thomas J. Parr, MC
MAJ Douglas Beirne, MC
WORK UNIT NO: 82/29

TECHNICAL OBJECTIVE

To determine whether intravenous dexamethasone can decrease the
severity of post-operative pain in orthopedic patients.

Patients undergoing elective surgery will be studied with the
following exceptions: history of altered immune response or
delayed wound healing; steroid use in past 6 months; open wounds
or fractures, infected wounds/joints or abscesses; open growth
plates; total joint, hip, and spine surgery, history of malignancy,;
pregnant or lactating female. 1In a prospective, randomized,
double-blind study, dexamethasone or placebo (UsgW) will be given
1V slow push in 3 doses: 12 mg in the OK prior to surgery, then
4 mg 6 hours and 14 hours after the first dose. The patient

will fi1ll out a questionnaire regarding his pain level throughout
the hospital stay. Pain medications will be standardized as
follows: Morphine 4 or 8 mg IM q 3 hr and codeine 30 or 60 mg

po q 4 hr prn pain. It allergic to codeine, Zomax 1 or 2 tabs

po q 4 hr prn will be used. If allergic to morhpine, Stadol 1

or 2 mg IM g 3 hr with Zomax will be used. In order to elimi-
nate nursing bias in the use of pain medications, the patient
will regulate his analgesic use by informing the nurse if he
desires the IM or PO medication and the amount. The use of anti-
pyretics and salicylates will be withheld for one week to insure
detection of fever and possible infection as early as possible.
Since some surgery is more painful than others, the patients

will be subdivided into regions, ie; hand and forearm (150),
shoulder (50), foot (50); ankle/tibia (100), knee (1lUU), metal
removal (50), for a total of 500 patients. Patients will be
followed until the sutures are removed, usually two weeks later.

PROGRESS
(82 02 - 82 0Y) VFifteen subjects from a mixed population have
been entered.

STATUS: (V)
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TITLE: Incidence and Natural History of Deep Venous Thrombosis
in Patients Undergoing klective Knee Srugery

PRINCIPAL INVESTIGATOR: CPT Michael Q. Cosio, MC
PROFESSIONAL ASSISTANTS: COL Stanton Brown, MC
COL Joel Sim, MC
LTC Thomas J. Parr, MC
Denise Anderson, K.N.

WORK UNIT NQ: 82/57

TECHNICAL OBJECTIVh

To determine the true incidence, natural history, and response
to therapy and prophylaxis of DVT in patients undergoing elective
Knee surgery.

METHOD

Approximately 100 patients undergoing elective surgery about the
knee, except tor knee ligament reconstruction, total knee replace-
ment, or pediatric patients, will have daily clinical evaluation
for DVT and Pk following surgery. If a patient develps signs and
symptoms of DVT or Pk, an immediate Doppler and venogram and/or
lung scan will be perfornzed as appropriate. Otherwise, a venogram
will be pertormed following a Doppler evaluation of both limbs
7-10 days post op. If the incidence of DVT in the nonoperated leg
is found to be <(5%, venography will be done only on the operated
leg. Those patients who have DVT will undergo a perfusion lung
scan immediately after the venogram, at four and eight days

after detection of the DVT. Those who have CVT confined to the
calf will not receive any therapy. Thoese with DVT of the calf
with proximal extension will receive a 10U day course of 1V heparin.
The heparin will always be given by continuous [V intusion,
maintaining the PTT between one and a halt to two times normal.

PRUG KESS

(82 0B - 82 0OY) Thirteen patients have been studied. Patient
collection will continue.

STATUS: (0)
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TITLE: Bulbocavernc :us Reflex and Conduction Velocity of Dorsal
Penile Nerve in Normal Men

PRINCIPAL INVESTIGATOK: COL Martin L. Lresner, MC
PROFESSIONAL ASSISTANT: MAJ Mohammad A. Saeed, MC
WORK UNIT NO: BU/67

TECHNICAL OBJECTIVE

To determine the normal values of the bulbocavernosus reflex arc
as transmitted througn the dorsal penile nerve as an indicator
of peripheral neuropathy. Peripheral neuropathy is one of the
causes of organic impotence.

M THOD

Approximately 25 men will be studied with electrophysiological
testing of the bulbocavernosus reflex to determine reflex
latency and conduction velocity of the dorsal penile nerve.
Subjects will have no history or clinical evidence of any
disorder which would attect the peripheral nervous system and
sural nerve conduction will be tested to rule out subclinical
pheripheral neuropathy. A monopolar teflon coated needle
electrode will be placed in either the right or left bulbo-
cavernosus muscle and the dorsal penile nerve will be stimulated
with bipolar stimulator electrode at the base of the penis and
the glans penis using TkCA Thk4 electromyogram. These stimuli
will be delivered with a frequency of 1/second and a pulse
duration ot 0.5 msec. At least five identical responses will
be recorded. Motor unit action potential of bulbocavernosus
muscles, recruitment pattern in pbulbocavernosus muscles, retlex
latency, wave torm, and dorsal penile nerve conduction velocity
will be evaluated.

PROGRESS

(80 07 - 82 0Y) Approximately 200 subjects have been studied.
The investigators found that the bulbocavernosus reflex was
slightly higher in patients when stimulation was done at the
glans penis. More subjects are to be studied. A manuscript
has been accepted tor publication.

PRESENTATIONS : singh, S., Dresner, M., and Saeed, M.: Bulbo-
cavernosus Retlex in Men with Impotence. Amer Assoc of

Electromyography and klectrodiagnosis, 20 Sep 80, Philadelphia.

Dresner, M.L., Saeed, M.A., Belville, W.D., and Buck, A.S.:
Evaluation ot I[mpotence. NY Scction ot the American
Urological Assoc, 16 Oc¢t ®2, Home, ltaly.

STATUS: (O)
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: TITLE : An kEvaluation of the Safety and bktficacy of Cyanoacrylate

'(’ Ester in Ossicular Reconstruction and Nerve Graft
Anastomosis in the Guinea Pig Middle Ear

PRINCIPAL INVESTIGATOR: COL William H. Gernon, MC

PROFESSIONAL ASSISTANTS: CPT Hoy Kim Davis, MC

E‘ WORK UNIT NO: 77/8%
[
TECHNICAL OBJECTIVE
*‘ To determine the safety and etfficacy of cyanoacrylate ester in
f the middle ear; specifically, for ossicular reconstruction for

histological changes in the oval window area and in the facial
nerve. In addition, the use of this compound in tympanoplasty
would be a natural extension of this project. The intended
purpose of this study is to open the door for the use of cyano-

¢ acrylate ester in human surgery, initially on an experimental
3 basis.

3

b

F( The investigators propose to use Histoacryl and Crazy Glue to

} do interpositions (incus) on a test group of guinea pigs as well

as place glue on the tacial nerve, perhaps to do facial nerve

anastomoses, and to place the glue in the oval window area.

Approximately 39 animals would be utilized. At 3, 6, and 12
months, 12 experimental animals and one control animal would be

h! sacrificed. Histological temporal bone studies would then be
conducted at AFIP,

BH_U( HESS

s
N | (81 10 - K2 09) In previous vedars, 1o animals were studied and
sacrificed. The skulls and temporal bones were sent to the
ENT Section, AJF.L.P., tor review, but repeated calls have only
resulted in promises ot completion by the end of November 1982,
A paper has been submitted tor publication entitled "The Guinea
Pig as a Surgical Otologic Madel” from the pretrial work.
q
PRESENTATION: Wells, J., Gernon, W.H., Ward, G.5., Davis, R.k.,
and Havs, 1.1, Otosuargical Madel in the Guinea Pig
{Mavis norea’lysy, American Academy of Otolarvngology,
Head and Neock Surgeryv, Sep 81, New Orleans, LA,
]

STATLS: 0))




TITLE: Teaching Program for Practical Microsurgery
PRINCIPAL INVESTIGATOR: LTC Thomas G. Griffith, MC

PROFESSIONAL ASSISTANTS: CUL Leonard L. Hays, MC
LTC David kkland, MC
LT George S. Ward, VC
MAJ Stanley Jackson, MC
MAJ Robert Kenevan, MC
MAJ Stanley P. Liebenberg, VC

WORK UNIT NO: 77/92

TECHNICAL OBJECTIVE

To establish a formal training program at Madigan Army Medical
Center in clinical microsurgery.

METHOD

The teaching program will be e¢stablished at the Department of
Clinical Investigation, and a room will be set aside for the
project where equipment tor the microsurgery can be housed.

A schedule ot two atternoons per week will be set aside for
teaching sessions. Animal model preparations (cadaver and liver)
will be developed by the veterinary surgical consultant with

the support of the clinical teaching staff. Sessions will

hegin with lectures, tollowed by practical exercises in anatomy
and step-bv-step instruction in the surgical techniques.

PROGKESS

(77 09 - = 03) This protocol has been updated and replaced
by Prote $52/30 with the same name.,

STATUS: ()




TITLE: Teaching Program tor Practical Microsurgery

PRINCIPAL INVESTIGATOR: LTC Thomas G. Grittith, MmC
PROFESSIONAL ASSISTANTS: COL Leonard L. Hays, MC

L'TC Preston L. Carter, MC

LLTC Stanley Jackson, MC

MAJ Stanley P. Liebenberg, VC

WORK UNIT NO: 82/35

THCHNICAL OBJECTIVE

To establish a tormal training program in clinical microsurgery
at MAMC for use of surgeons desiring to develop this expertise.

MbTHOD

In order to perfect the techniques needed to perform clinical
microsurgery, extensive practice is needed 1n the research
laboratory. The teaching program will be established at the
Department of Clinical Investigation, and a room will be set
aside tfor the project where equipment for the microsurgery can
be housed. A schedule of two afternoons per week will be set
aside tor teaching sessions. Animal model preparations (cadaver
and live) will be developed by the veterinary surgical consultant
with the support ot the clinical teaching staft. Sessions will
begin with lectures, tollowed by practical exercises in anatomy
and step-by-step instruction in the surgical techniques.

PROGRESS

(82 U3 - 82 UY) Lkight sessions were completed during FY 82.
Due to the departure of LTC Griftith, LTC Stanley Jackson
has by 2n selected as the principal i1nvestigator.

STATUS: (0)
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TITLE: Medical Treatment of the Frey Syndrome
PRINCIPAL INVESTIGATOR: COL Leonard L. Hays, MC

PROFESSITONAL ASSISTANTS: Alvin J. Novack, M.D.
University of wWashington

WORK UNIT NO: 76/06

TECHNICAL OUBJECTIVE

1. To study objectively the true incidence of the Frey syndrome
in post-parotidectomy patients by means of the Minor Starch lIodine
Test.

2. To determine the effect of, and patient satisfaction with,
med ical management comparing on a double blind basis topical use
of a placebo, varying concentrations ot scopolamine hydrobromide,
and the newer anticholinergic agent, glycopyrrolate.

3. To investigate the value and practicality of iontophoresis
of the above agents to increase the duration of satisfactory
control of sweating.

4, To compare the topical use of a patient's most effective
antiperspirant on the involved facial skin with the result from
the topical use of the most effective agent in the double blind
series for that patient.

METHOD
Phase 1 - Double-blind treatment with 1/4%, 1%, and 3% scopolamine
nydrobromide cream, 0.1% glycopyrrolate, and a placebo; comparison
by the patient as to ettectiveness;, and retreatment atter drug
dosage ad justment if the patient tails to respond.

Phase [1 - Utilize iontopnoretic introduction of the best anti-
cholinergic agent to a group ot volunteers with signiticant
sweating symptoms and to a group who are medical tfailures and
compare action and dAuration ot action with iontophoretic intro-
duction using tap water, gRinger's lactate, or saline,

rhase [I1 -~ pratients who tail medical tredatment or have become
dissatistied witn the medical treatment and have signiticant
symptoms conftfirmed on minor starch-itodine testing will be
ottfered surgery such as tlap elevation or tvmpanic neurectomy.
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Medical Treatment of the Frey Snydrome - tHays

PROGRESS

(81 10 - 82 09) 1Twenty-two patients participated in this study.
Seventeen of these have been tollowed for four to five years.
Topical glycopyrrolate has achieved satisfactory control of the
Frey syndrome in all but one patient with only rare side etfects.
In the past year, the investigators studied varying dose levels
on patients who had borderline satisfactory responses. Owing to
its more numerous side effects and greater potential toxicity,
scopolamine has been excluded from investigation tor the last
four years. Tlopical antiperspirants were usually ineffective in
cqompletely controlling gustatory sweating. More patients will
be studied.

PUBLICATION: Hays, L.L.: The Frey Snydrome: A Review and Double
Blind EKvaluation of the Topical Use of a New Anti-
chloinergic Agent. laryngoscope 88:1796-1824, 1978,

PUBLICATION: Hays, L.bL.: The Frey Snydrome., News Bulletin, The
American Acad Otolaryngology-Head and Neck Surgery,
20 Sep ¥8l.

PRESKENTATION: Hays, L.l.., Novack, A.d., and worsham, J.C.:
The Frey Syndrome, A Simple kttfective Treatment.
American Academy ot Otolaryngology Meeting, New
Orleans, LA, Sep 8l1.

PUBLICATION: Hays, L.lL., Novack, A.J., and Worsham, J.C.:
The Frey Syndrome, A Simple kftective Treatment.
Otolaryngol Head NecK Surg Y0:419-25, 1Y82.

STATUS: (V)
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TITLE: Microvascular Study on bogs. A Study Project for
Reconstruction Using Omental Free Grafts

PRINCIPAL INVESTIGATOR: LTC Dennis Lanier, MC
PROFESSIONAL ASSISTANTS: LTC Prest .n Carter, MC
LTC David kEkland, MC (USAR)
MAJ Stanley Liebenberg, MC

WORK UNIT NO: 81/111

TECHNICAL OBJECTIVE

(1) To develop a study protocol for microvascular surgery on
dogs using omentum as free grafts to peripheral vessels. .
(2) To direct application to clinical situation in head and

neck surgery in ENT,
(3) To maintain technical expertise in microsurgery.

METHOD

After general anesthesia is given to the dog, a section of omentum
complete with vascular pedicle will be harvested trom the abdomen.
A detect created on the neck of the same dog will be filled by the
omentum and a vascular anastomosis performed to the thyroid artery.
A split thichness skin gratt will immediately be removed from the
animal and placed over the omentum for epithelial coverage. By
monitoring the tate of the split thickness skin graft, the via-
bility of the omental graft could be ascertained, No biopsy will
be necessary as the fate of the graft would be visibly apparent.

PHUGRESS

(81 OB - 82 06) Preliminary work involved microsurgical work in
a rabbit model on several occasions to gain tamiliarity with
microsurgical techniques of arterial and venous anastomoses,
Because ot time constraints, MA)J Lanier was unable to carry
through the primary goal ot the protocol betore being reassigned
following the completion ot his residency.

STATUS: (T)
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TITLE: Evaluation of a Short Course of Dexamethasone in the
Treatment of Serous Otitis Media: A Double Blind
Crossover Study

PRINCIPAL INVESTIGATOR: MAJ Del Ray Maughan, MC

PROFESSIONAL ASSISTANTS: COL William Gernon, MC
LTC William Harpster, MC

WORK UNIT NO: 82/01

TECHNICAL OBJECTIVE

To evaluate the eftfect of a brief course of dexamethasone on the
course of serous otitis media.

METHOD

Population: Patients diagnosed as having unilateral or bilateral
serous otitis media by clinical microscopic exam; type B tympano-
gram must be present; ettusion must be unresponsive to standard
medical therapy, using decongestants, for at leaast three weeks;
adult and pediatric patients will be studied.

Double blind protocol: Group [ (25 patients) - placebo
Group 11 (25 patients) - dexamethasone
1 mg/kg for 2 days; 0.75 mg/kg
for 2 days, and 5 mg/day for 3 days.

Follow-up clinical exam after one week and crossover then performed
for patients with a persistent ettfusion. Fatients clearing their
eftfusion would be tollowed with periodic c¢linical exam and tympa-
nometry tor one year (every 3 months). Any patient developing
acute otitis media would have his medication discontinued, be
removed from the study, and receive standard therapy.

l;}i()(iHth’

(81 10 - 82 0Y) Six patients have been entered in the protocol,
No conclusions can be made at present as the code will not be
broken until fifty patients have been enterred,

STATUS:  (0)
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TITLE: Evaluation of Calcium Sulfate (Plaster of Paris) as
an Alloplastic Implant in Mandible Reconstruction

PRINCIPAL INVESTIGATOR: MAJ Del Ray Maughan, MC
PROFESSIONAL ASSISTANTS: COL Leonard L. Hays, MC
MAJ Stanley P, Liebenberg, VC
CPT John H. McGath, MC
CPT Wallace kK, Taylor, MC

WORK UNIT NO: 82/34

TECHNICAL OBJECTIVE

To evaluate the use of calcium sulfate as an alloplastic implant
material in reconstruction of surgical defects of the mandible.

METHOD

Six mongrel dogs will undergo unilateral partial mandibulectomies
(2-4 cm segments of hemi-mandible, depending upon dog size) under
endotracheal halothane anesthesia. Three will have periosteum
preserved and three will have periosteum removed. kach dog

will undergo immediate reconstruction utilizing calcium sultfate
as an alloplastic implant, Stabilization will be accomplished
utilizing standard ASIF fixation bone plates applied to the
lateral aspect ot proximal and distal segments. Lkach animal

will be placed on liquids postoperatively until intraoral mucosa
is sealed and then on a soft diet for four to six weeks. bhkach
dog will be followed with monthly roentgenograms to determine
calcium sulfate resorption and osteoneogenesis. Two dogs (one
with periosteum intact and one witnh periosteum removed) will be
sacriticed at two, four, and six months postop and the reconstructed
mandibles examined histologically for bone formation.

(82 03 - 82 09) Three dogs have undergone partial mandibular
resection with reconstruction utilizing calcium sultate. All
three dogs have required removal of exposed wire which was
utilized to secure tne alloplastic implant to the mandibular
plates. The first dog developed the exposed wire more than
three months atter the initial surgery. The second and third
dogs developed exposed wire at 4 briefer post-operative time.
There has been no loss of mandibular stability due to this
unexpected complication and all three dogs have been able tco
continue on their planned diet, Investigators are exploring
alternative methods of securing the implant bhetore proceeding
with more surgery.

STATUS: (0)
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TITLK: Immunologically Mediated Persistent Intertility in
batients Following Vasovasotomy

PRINCIPAL INVESTIGATOR: LTC Michael R. Moon, MC

PROFESSIONAL ASSISTANTS: LTC William E. Belville, MC
LTC Stephen R. Plymate, MC
MAJ James W. Higbee, MSC

WORK UNLT NO: B82/638

TECHNICAL OBJECTIVE

To investi~ate the relationship between immunologically mediated
infertility in patients after vasovasotomy and its treatment by
corticosteroids.

METHOD

Thirty males who are going to have vasovasotomies performed will,
prior to surgery, have serum samples analyzed for antisperm anti-
bodies using the Isojima and Kibrick techniques as described by
Linnet. They will have two serum samples measured at least one
week apart. Following vasovasotomy, monthly semen analyses will
be performed, and upon the first appearance of sperm in the ejac-
ulate, serum and semen will be analyzed by the Isojima and Kibrick
technigne for antisperm antibodies, Monthly semen analyses will
be follvwed, and, when sperm samples for two consecutive months
are >20 million/ml with >20% motility, a sperm penetration assay
(SPA) will be performed as well as a repeat antibodv study. If
the SPA is negative, patients will be treated with 1 mg dexa-
methasone three times a day for one month. One month following
the dexamethasone treatment, a repeat SPA will be pertormed as
well as serum drawn for antibodies. If the patient's spouse
becomes pregnant during the study, serum and semen antibodies
will be drawn and a SPA performed as soon as the pregnancyv is
recognized .

PROGKESS

(82 U8 - 82 0Y) No patients have been entered as this project
has ju: t be approved.

STATUS: (0)
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TITLE: A Prospective Clinical Trial Comparing Urainage or no
Drainage After Acute Cholecystectomy

PRINCIPAL INVESTIGATOR: CPT Michael J. O'Heilly, MC
PROFESSIONAL ASSISTANT: LTC Preston L. Carter, MC

WORK UNIT NO: 8Z2/58

TECHNICAL OBJECTIVE

This study will be a randomized prospective clinical trial.
Patients presenting with signs and symptoms consistent with acute
' cholecystitis to include right upper quadrant pain, fever, and
] luekocytosis will have diagnosis confirmed by histological exam-
ination of the gallbladder. Cholecystectomy will be performed
according to standard technique through a subcostal incision. If
the surgeon determines that the patient has no contraindications
for inclusion in the study, the patient will be randomly assigned
e to have drainage of the gallbladder bed with a Jackson-Pratt
) drainage system brou,ht out through a lateral stab wound or no
’ drainage of the gallbladder bed. A bile culture will be taken
and an intraoperative cholangiogram pertormed when possible.
Visible bile in the peritoneal cavity tollowing cholecystectomy,
presence of a tfrank abscess cavity in the gallbladder bed, or a
?( common bile duct exploration will be cause for exclusion from the
study. Postoperative management and follow-up will be identical
in both groups. Parameters to be tollowed include: postoperative
[ fever, wound infection, return ot gastrointestinal tract function,
and length ot stay in the hospital. A SMAC-20 will be drawn on
all patients on postoperative day number two.

{ PROGRESS

f (82 06 - 82 09) No patients have been entered in this study.

STATUS: ()
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TITLE: Hepair of Peripheral Meniscal Tears; A Long Term Study
PRINCIPAL INVESTIGATOR: LTC Thomas dJ. Parr, MC
PROFESSIONAL ASSISTANTS: CPT Michael Q. Cosio, MC

WORK UNIT NO: 82/45

TECHNICAL OBJECTIVE

To determine the long term sequelae of repair of peripheral
meniscal tears.

METHOD

PATIENT POPULATION: Patients who have had symptoms of a torn
meniscus for at least four months and who subsequently are tound

to have a peripherally torn meniscus. Patients will be excluded
who have undergone a previous menisectomy, who have a torn anterior
or posterior cruciate ligament, or who have worse than Grade 11
osetoarthritis.

It the meniscus is detached from its capsular attacnment, it will
be reattached with Z2-0 Dexon suture going through the capsule,
grabbing at least 1 mm of the body of the meniscus, then back out
of the capsule and tied. [t there is a tear of the body ot the
meniscus paralleling the capsuilar edge of the meniscus and leaving
no more than 2 mm of meniscus still attached to the capsule, this
capsular remant will be excised, the edge of the meniscus will

be abraded, and the meniscus reattached to the capsule as above.

Both groups of patients will be placed in a long leg bent knee
cast, partial weight bearing on crutches tor six weeks betore
beginning knee rehabiliation. tollow-up will be every three
months for the first vear, six months the second year, then
annually for subsequent years up to ten years, It the patient
develops recurrence ot the syvmptoms despite vigorous physical
therapy and anti-intlammatory medication, he will be rearthroscoped
for inspection of the repair. A tinal evaluation of the knee

will be made at ten vears that will include x-rays ot the knees,
assessment of the leve of activity, and knee furction.

PROGHESS

(82 04 - B2 0Y) No patients have been Seen that ti1t the criteria.

STATUS:  (0)



TITLE: Use of Brainstem kvoked Hesponse (B.S.E.R.) in
Identification of Learning Disabilities

PRINCIPAL INVESTIGATOR: CPT wWallace k. Taylor, MC

PROFESSIONAL ASSISTANTS: MAJ Carl F. Loovis, MSC
MAJ A, W, Atkinson, MC
Mary W. Loovis, M.S,.
Susan Boyce, M.S.

WORK UNIT: 81/97

r. TECHNICAL OBJECTIVH

. To determine it signiticant ditferences exist in auditory evoked
. response between children with auditory processing problems and
normal children randomly selected.

i
h

Fe

: METHOD

g

t Ten randomly selected 8 and Y-year old Caucasion males will be
g subjected to puretone and speech audiometry, tympanometry, and
t B.S.E.R. audiometrv. Ten Caucasian males, 8 and 9-year olds,
F suspected of having auditory-related learning disabilities by

~

review of school achievement testing will be given the sections
of the Illinois Test of Psvcholinguistic Abilities, subserving
audition, and auditory processing. Those children scoring less
than 2nth percentile in at i1east one subtest will be given the
same battery of audiologic tests as the control group. The
choice of Caucasian males was made on the basis of evidence
which suggests that B.S.k.H. potentials ditfer from sex to sex,
race to race, and with age. By limiting the make-up of the
group, these ditterences will be eliminated. Questionnaires
will also be answered by parents involving history ot potential

{ risk. Statistical analysis will be by t-test, [t difference
q exists, but is not statistically signitficant, additional numbers
| of children will be studied.
1 PROGRESS
¢ (81 07 - 82 09Y) No patients have been entered in this study.
i Discussion with several leading researchers in the tield ot

learning disabilities and auditory evoked response led the

investigators to the conclusion that several modjiftfications in the

design of the study should be made. At the present time, these

moditications are in the planning stage. They will be presented
| to the researcj committees for approval when completed.

STATUS: (O)
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TITLE: Canine Training Model for Endoscopic Laryngeal Surgery
Using the COy Laser

PRINCIPAL INVESTIGATOR: CPT Wallace k. Taylor, MC
PROFESSIONAL ASSISTANTS: COL Leonard L. Hays, MC
MAJ Stanley P. Liebenberg, VC
MAJ Del Ray Maughan, MC

WORK UNIT: 82/55

THCHNICAL OBJECTIVE

To train ENT residents in the use of the COy laser 1n a non-human
subject in a controlled setting simulating a human situation
prior to performing in an actual clinical setting.

METHOD

Twelve large mongrel dogs will be anesthetized with ultra-short
acting barbiturate and placed 1n dorsal recumbancy. Suspension
laryngoscopy will then be emp'  =d to visualize the larynx. kNT
residents will use the COy la ¢ to pertorm a partial laryngectomy.
Supplemental oxygen will be administered to the animal using the
Saunders jet ventilating device to displace CUy from the lower
airways and to facilitate viewing ot the operative site during
actual tissue removal with the laser. The opposite hemilarynx
will be lett unoperated to serve as a control. Fkach dog will be
placed on a liquid diet for 24 hours post-op and will then be
fed a semi-soft diet tor the next H days. kach dog will be
endoscoped at weekly intervals until healing is completed. The
dogs will then be used in conjunction with the protocol "Use of
the CUy laser in Pharyngeal Surgery in the Dog"; LTC Stanley

P, Liebenberg, Principal lnvestigator.

PROGRESS
(82 0O - 82 09Y) Fitteen canine subjects underwent laser

cordectomies. These animals have been closely tollowed with
good photographic documentation ot thelr progress.

STATUN: ()
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TITLE: bDefining Blood Gas Parameters Using the Saunders Jet
Ventilating Device in the Dog in Conjunction with Endoscopic
Laryngeal Surgery

PRINCIPAL INVESTIGATOR: CPT Wallace E. Taylor, MC
PROFESSTONAL ASSISTANTS:  COL Leonard L. Hays, MC
MAJ Willis H. Jacob, MSC
MAJ Stanley P. Liebenberg, VC
MAJ Del Rayv Maughan, MC
WORK UNIT: 82/66

TECHNICAL OBJECTIVE

To define blood gas and blood pH levels in the dog using the
Saunders jet ventilating device,

METHOD

A total of six dogs will be included in this study. After each
dog has been anesthetized with ultrashort-acting barbiturate and
before actual tissue excision with the COy, laser commences, a
femoral arterial cutdown will be pertormed. Arterial catheter-
ization will be made under direct visualization by insertion of
an Intracath. Atter ligatures are securelyv placed around the
Intracath to prevent accidental withdrawal, a 3d-way stopcock will
be placed on the end of the catheter, the catheter will be flushed
with 10% heparinized saline to prevent clot tormation, and tnen
the catheter will be connected to a Hewlett-backard Model 7700
A-channel physiograph machine for bluod pressure and kEKkG monitor-
ing. Ventilation with the Saunders device will ve performed at
varving rates (4, », 7.5, 12, and 30 times/minute) tor 5 minutes
each. The duration of each burst ot oxvgen will be approximately
one second. An initial artertal blood sample will be drawn for
Uy, COg, and pH determinations prior to any ventilation with the
Saunders device. Further blood samples tor the same parameters
will be drawn at the end ot each 5 minute ventilation period.

The study will commence with the most rapid rate (30/minute) and
proceed in order to the Slowest rate (d/minute), Atter comple-
tion ot all ventilation periods, the Intracath will be withirawn.
This protocol will be done in conjunction with the protocol "Use
ot the COy Laser in Pharvngeal Surgery in the Dog" o [TCU Stanley
. Liebhenberg, Principal Investigator,

PROGHESS

(82 U5 - K2 (0Y) [t has become obvious to the investigators that
this study will need to be pertaormed alone, Further planning to
better control the result<s and ftindings will ne completed betore
actual animal investigation beyins,

STATUS (0)
188




AD-A12S 433 RNNURL RESEARCH PROGRESS REPORT F ISCAL VERR 1982¢U> 3/4
Dlg?ﬂsgkﬂ’i MEDICAL CENTER TACOMAR WA L FARISS

. el
UNCLASSIFIED F/G 6/5 NL




2 1.0 %2 23

{ "mE m [ EM m"zz

' —_— E Iﬂé_:é ==
[

T =

I

I I

28 e pree

MICROCOPY RESOLUTION TEST CHART
NATIONAL BUREAU OF STANDARDS 1963 A




DETATIL SHEETS

F OR

PROTOCOLS

NATIONAL CANCER INSTITUTE PROTOCOLS

189




Y

-y~
[

DU 4 AR & gaa ) AB oA Od AR 2

TITLE: NCI #178-4: Guidelines for the Clinical Use of
Streptozotocin (Group C Guidelines)

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Irwin B. Dabe, MC
LTC Archie W. Brown, MC

WORK UNIT: 81/18

TECHNICAL OBJECTIVE

To provide an investigational drug of proven efficacy, not
previously released for general use, to MAMC patients under
Group C NCI Guidelines. Also, to determine extent and variety
of side effects with streptozotocin that have not been
previously described.

METHOD
Streptozotocin will be used for patients with malignant islet
cell tumor (response rate 70%) and in metastatic carcinoid.
Streptozotocin will be given IV either daily for 5 days every
4-6 weeks or weekly for approximately 4 weeks. Careful pre-
treatment evaluation will be accomplished and any untoward or
unexpected side effects will be reported to the National Cancer
Institute.

PROGRESS

(80-12 - 82 09) No entries at MAMC.

STATUS: (0)

190

e e W




——— Y

vvvvvv

TITLE: NCI #178-10: Guidelines for the Clinical Use of
Hexamethylmelamine (Group C Guidelines)

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC
PROFESSIONAL ASSISTANTS: LTC Irwin B. Dabe, MC
LTC Archie W. Brown, MC
LTC Roger B. Lee, MC

WORK UNIT: 81/19

TECHNICAL OBJECTIVE

To provide an investigational drug of proven efficacy, not
previously released for general use, to MAMC patients under
Group C NCI Guidelines. Also to determine the extent and
variety of side effects with hexamethylmelamine that have not
been previously described.

METHOD

Hexamethylmelamine will be used in patients whose cancer of the
ovary has become refractory to therapy with alkylating agents
or in patients where therapy with alkylating agents is contra-
indicated. Hexamethylmelamine will be given daily by mouth,
either continuously or intermittently depending on response,
toxicity, and other drugs which the patient may be taking
concomitantly. The treatment will continue for as long as the
disease is stable or the tumor shrinks.

PROGRESS

(80 10 - 82 09) Five patients were on this protocol during
FY 82. Of these, one was entered during FY 82 and four were
entered during the previous year. All had recurrent ovarian
carcinoma. One patient had progression, three had stable
disease for 3, 4, and 7 months, and one patient has had a
partial response for 4+ months. Hematological toxicity

was significant but there were no drug related fatalities.

In the previous year, four patients were entered and had
progressive disease after administration and were taken
off study.

STATUS: (0O)
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TITLE: NCI #I80-11: VP-16-312 For Small Cell Carcinoma of
the Lung (Group C Guidelines)

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Irwin B, Dabe, MC
LTC Archie W. Brown, MC

WORK UNIT: 81/20

TECHNICAL OBJECTIVE

To provide an investigational drug of proven efficacy, not
previously released for general use, to MAMC patients under
Group C NCI Guidelines. To determine extent and variety of
side effects with VP-16-312 that have not been previously
described.

METHOD

VP 16-312 will be used in refractory or recurrent small cell
cancer of the lung, usuallv in combination with other effective
chemotherapeutic drugs. 1[It will be administered IV over a
30-minute period either daily for 5 days every 2-3 weeks or on
days 1, 3, and 5 every 4-5 weeks. The exact interval between
subsequent courses will be moditfied, depending on the time
required for recovery from toxic manifestations. Careful pre-
treetment evaluation and follow-up will be done. Any untoward
or unexpected side effects will be reported to the NCI. The
treatment will be continued for as long as the patient's tumor
responds or remains stable.

PROGRESS

(80 12 - 82 09) There are eight patients on this study,; seven
entered during FY 82. Seven of the patients had extensive
oatcell Ca and one had limited disease. Four patients died
within 0-3 months after starting treatment with combination
chemotherapy including VP16. Four patients are still under
treatment; one with a complete (clinical) response, one with

a partial response, and two are too early for evaluation.

STATUS: (0O)
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TITLE: NCI1 #180-12: Group C Guidelines for the Use of Delta-9-
Tetrahydrocannabinol

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Irwin B, Dabe, MC
LTC Alan D. Mease, MC
MAJ Lauren K. Colman, MC

WORK UNIT: 81/102

TECHNICAL OBJECTIVE

To determine untoward side effects not previously described with
THC and to make available this antinausea drug to patients on
chemotherapy.

METHOD

Delta-9-THC will be used as an antiemetic therapy in cancer
chemotherapy patients refractory to standard antiemetic agents.
It will be administered at a starting dose of 5 mg/m“ p.o.,

6-8 hours prior to the administration of chemotherapy and for
12 hours thereafter. Should the 5 mg/m“ dose prove to be
ineffective, and in the absence of significant side effects,
the cnse may be escalated to 7.5 mg/m¢. Any untoward side
effects will be reported to the NCI.

EROGRESS

(81 07 - 82 09) Six patients are entered on this study; five
of them were entered during FY 82. Two patients with ovarian
Ca and four with breast Ca were treated with oral THC (Group C
drug) Four patients had some reduction of nausea and vomiting.
The other two reported that the THC did not reduce severity of
side effects.

STATUS: 0)
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TITLE: NCI #7601 - Selected Stage 1, - Igj Ovarian Cancer
(Well and Moderately Differentiated)

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC
PROFESSIONAI ASSISTANTS: COL William L. Benson, MC

WORK UNIT: 81/45

TECHNICAL OBJECTIVE

To define the natural history of patients treated by surgery;
to determine whether prophylactic, ad juvant chemotherapy with
melphalan alters the natural history,; to study the effect of
varjous potential prognostic factors on the natural history of
patients treated by each form of therapy,; to establish the
value of various staging parameters on the stage of disease
and its natural history.

METHOD

To be eligible, patients must have a histopathologic diagnosis
of common epithelial ovarian cancer, either serous, mucinous,

or other (endometrioid, transitional, mesonephroid, adenocanthoma,
mixtures and intermediate types, and unclassifiable). Patients
will be stratified by histology, histclogic grade, and stage.

Af ter staging laparotomy and total abdominal hysterectomy or
bilateral salpingo-oophorectomy, patients will be randomized

to observation with no chemotherapy or to a chemotherapy regimen
of melphalen (0.2 mg/kg/day PO for 5 days). The chemotherapy
will be repeated every four weeks “~r 18 months or after 12
cycles of therapyv, whichever comes first. Chemotherapy will

be discontinued for unacceptable toxicity or at 18 months if

the patient 1s free of disease at that time. If patient
relapses, she will be taken off study at that time. Second-look
will cccur at 18 months after randomization using peritoneoscopy
or laparotomy.

PROGRESS

(81 02 - 82 09) One patient was entered in FY 81 and is disease
free at this time. No patients entered during FY 82,

STATUS: (0)
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TITLE: NCI #7602: All Stage Ic and 11 (A, B, C) and Selected
Stage Ipji; and Igjj Ovarian Cancer

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC
PROFESSIONAL ASSISTANTS: COL William L. Benson, MC

WORK UNIT: 81/33

TECHNICAL OBJECTIVE

To define the natural history of patients treated by surgery
plus either chemotherapy or radioisotope; to study the effect
of various potential prognostic factors on the natural history
of patients treated by each form of therapy; to determine the
patterns of relapse for each form of therapy,; to establish the
value of various staging parameters on the stage of disease
and its natural history.

METHOD

All patients with common epithelial ovarian cancer are eligible,
if after definitive staging procedures the patient is zoned to
be in Stages 25, 2B, 2¢, laii, 1Bii, or lai or 1pj with poorly
differentiated tumors. Patients with prior therapy are ineligi-
ble. Patients will be stratified by histology, histological
grade, and stage group for Regimen I. Regimen I will have
staging laparotomy, total abdominal hysterectomy and bilateral
salpingo-oophorectomy with no macroscopic residual disease
found. Patients will then be randomized to receive melphalan

or radioisotopes. Regimen 11 will be stratified by histology,
histological grade, and extent of disease after surgery. Patients
will have staging laparotomy, total abdominal hysterectomy, and
bilateral salpingco-oophorectomy. If Ilg, [Ic, residual disease is
found, patient will be randomized to pelvic radiotherapy plus mel-
phalan alone. If after 18 months of therapy, the patient remains
free of disease, chemotherapy will be discontinued. Second look
will be done if the patient is free of disease after 18 months

of chemotherapy.

PROGRESS

(81 01 - 82 09) One patient entered during FY 81 and is alive at
present time. No entries during FY 82.

STATUS: (0O)
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TITLE: SWOG 7433: Non-Hodgkin's Lymphomas (Stage I, Ig, II and
IIg). A Phase IIl Study

PRINCI PAL INVESTIGATOR: COL Friedrich H. Stutz, MC
PROFESSIONAL ASSISTANT: LTC James E. Congdon, MC

WORK UNIT NO: 77/53

TECHNICAL OBJECTIVE

To compare the remission rate, remission duration and survival
in patients with non-Hodgkin's lymphoma, pathologic stage I,
Ig, 11 and 11g treated with extended field radiotherapy (supra-
diaphragmatic mantle or abdominal field) alone or with extended
field radiotherapy plus combination chemotherapy [Cytoxan,

Hyd roxyl-daunorubicin (adriamycin), Oncovin (vincristine), and
prednisone].

METHOD

Patients newly diagnosed (no type of prior therapy) with non-
Hodgkin's lymphoma except mycosis fungoides and diffuse lympho-
cytic well differentiated lymphoma will be thoroughly evaluated
for extent of disease and then randomized to either radiation
therapy or radiation therapy plus chemotherapy. If the patient
does not achieve a complete remission after completion of his
treatment course, he will be removed from the study. Those
achieving complete remission will be followed for two years

or until relapse.

PROGRESS

(77 06 - 82 09) One patient was entered during FY 80 but was
ineligible because of bone marrow involvement found at a later
date; however patient is alive in complete remission for 2 1/2
years. One patient was treated from May 1978 to November 1978;
continues in complete remission for four years. No new patients
were entered in FY 82.

STATUS: (C)
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TITLE: SWOG 7510: Intensive Ad juvant Chemotherapy with or
Without Oral BCG Immunotherapy for Patients with Locally
Advanced Adenocarcinoma of the Large Bowel

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANT: LTC James E. Congdon, MC

WORK UNIT NO: 77/18

TECHNICAL OBJECTIVE

‘ To determine the efficacy of ad juvant chemotherapy with the
highly effective combination of Methyl CCNU (MeCCNU) and
5-Fluorouracil (5-FU) and to determine whether this is added
to by immunotherapy with oral Bacillus Calmette-Guerin (BCG)
on the disease-free interval and survival of patients with
Duke C large bowel adenocarcinoma.

METHOD

Patients will be randomly assigned to either of the two
following regimens:

'(’ Chemotherapy alone - Methyl CCNU, given orally on day 1, plus
intravenous 5-Fluorouracil, given intravenously weekly for
three doses would constitute one course. Courses would begin
every eight weeks.

above plus immunotherapy in the form of oral BCG given every

h! Chemotherapy plus immunotherapy - Chemotherapy as described
two weeks,

P—p——

PROGRESS

o (77 10 - 82 09) This protocol was closed to new entries in
August 1980. Of the 626 patients studied, MAMC contributed
10 patients. Nine of these are still in remission and are
being followed every 6-12 months. One patient had metastasis

] to brain and lungs. Results from the study indicate no

4 statistically significant difference between the two groups.

—p—p——y

STATUS: (C)
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TITLE: SWOG 7632: Combined Modality Protocol for Recurrent
Breast Cancer, Phase 111

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC
PROFESSIONAL ASSISTANT: LTC James E. Congdon, MC

WORK UNIT NO: 77/63

TECHNICAL OBJECTIVE

1. To establish the survival of breast cancer patients when
treating the first recurrence with a coordinated hormonal
chemotherapeutic approach.

2. To determine the efficacy of a response to the antiestrogen
Tamoxifen in predicting response to ablative surgery.

3. To correlate hormonal manipulations with estrogen and
progestrone receptors where possible.

METHOD |

First recurrence patients who have been surgically and/or radio-
therapeutically treated with the intent of cure of their primary
disease and who meet other criteria as outlined in the protocol
will be divided into two groups. Group I (no prior castration)
will receive Tamoxifen, 10 mg BID, followed by castration plus
Tamoxifen. Responding patients will subsequently undergo adrenal-
ectomy or hypophysectomy; nonresponding patients will receive
chemotherapy. Group II (prior castration) will start on Tamoxifen.
Responding patients will after relapse go directly to adrenal-
ectomy or hypophysectomy; nonresponding patients will go directly
to chemotherapy. Surgical guidelines and chemotherapy as outlined
in protocol.

PROGRESS

(77 03 - 82 09) No patients registerd during FY 82. Previously,
one patient had progression and died 5 months later; one patient
was treated for 18 months and taken off study due to other
complications with progression of disease; and one patient has
been on studv for 30 months with complete response.

STATUS: (C)
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TITLE: SWOG 7713/14: Chemoimmunotherapy in Non-Hodgkin's
Lymphoma CHOP vs CHOP + Levamisole vs CHOP + Levamisole
+ BCG for Remission Induction Therapy: Levamisole vs No
Maintenance After Remission Induction

PRINCI PAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANT: LTC James E. Congdon, MC

WORK UNIT NO: 78/02

TECHNICAL OBJECTIVES

(1) To compare the effectiveness, in terms of rate of response of

two chemoimmunotherapy regimens (CHOP + levamisole vs CHOP + levam-
isole + BCG) against CHOP for remission induction in previously
untreated patients with non-Hodgkin's lymphoma; (2) to compare the
duration of documented complete response obtained by continued
maintenance immunotherapy in patients proven to be in complete
remission after induction levamisole vs no maintenance therapy,;

(3) to estimate the complete response rate obtained by continued
chemoimmunotherapy with COP + levamisole in patients with imparied
cardiac function (not eligible for treatment with adriamycin), with
mycosis fungoides, or with only a partial response to 11 courses of
treatment with CHOP-levamisole + BCG; (4) to estimate the CNS relapse
rate in patients with diffuse lymphomas when CNS prophylaxis with
intrathecal cytosine arabinoside is used; (5) to continue to evaluate
the impact of systematic restaging of patients judged to be in com-
plete remission and the value of expert hematopathology review of
diagnostic material from all cases; and (6) to establish baseline and
serial data on immunologic status in both chemoimmunotherapy groups.

METHOD

Patients with a diagnosis of non-Hodgkin's lvmphoma e¢stablished
by biopsy with no prior chemotherapy are eligible. Patients
with chronic lymphocytic leukemia are ineligible. Patients

with preexisting cardiac disease or mycosis fungoides are
ineligible for the CHOP programs, but will be treated witt

COP + levamisole. Patients will be stratified according to
nodular or diffuse histologies, adequate or impaired bone marrow
reserves, presence or absence of bone marrow involvement, and
performance status. Initial drug doses are based on bone marrow
reserve., Treatment plans as outlined in the protocol.

PROGRESS

(77 12 - 82 09) Three patients entered study. Patient 1 had
progressive disease and expired; Patient 2 with recurrent ditftuse
histocytic lvmphoma has maintained a complete response for 36 months,
Patient 3 with stage [Vy nodular poorly differentiated lymphoma
obtained and has maintained a good partial response for two vears.

No patients were entered during FY 82,

STATUS: (C)
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TITLE: SWOG 7727/28: Combination Chemoimmunotherapy Utilizing
BCNU, Hydroxyurea, and DTIC (BHD) with Levamisole versus
DTIC Plus Actinomycin-D in the Treatment of Patients
with Disseminated Malignant Melanoma, Phase III.

PRINCI PAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANT: LTC James E. Congdon, MC

WORK UNIT NO: 78/12

TECHNICAL OBJECTIVE

To determine remission induction rates, remission duration,
survival, and toxicity in patients with disseminated malignant
melanoma treated with BHD (BCNU, hydroxyurea, DTIC), BHD plus
levamisole, and intermittent single high dose DTIC plus actino-
mvcein D in a prospective, randomized clinical study.

METHOD

Patient Eligibility: histologically proven disseminated malignant
melanoma with no previous treatment with any of the agents involved,;
measurable disease and estimated survival of at least two months;
adequate renal and hepatic function; BUN >25 mg% or creatinine >1.5
mg% and bilirubin >2.5 mg%, hepatic or renal metastases are eligible
provided organ function is adequate; recovery from the toxic effects
of prior therapy and completion of RT to bone marrow bearing areas
at least two weeks prior to entry. Brain metastasis treatment:
decadron 8-12 mg/day x 3 PO then tapered at the discretion of the
investigator; day 3 begin total irradiation, 4000 rads over 2 week
period; chemotherapy or chemoimmunotherapv will begin on the second
week of radiotherapy. Hepatic metastasis treatment: hepatic artery
cannglation via femoral artery or brachial artery route. DTIC 200
mg /M“/day over 24 hr infusion in 1000 ml of DgW x 5 days,; after 5-7
days patient will begin either chemotherapy or chemoimmunotherapy.
Patients will be stratified according to performance status and age.
Treatment arms: I. (a) BHD - normal marrow (b) impaired marrow;
II. (a) BHD + levamisole - normal marrow (b) impaired marrow,; and
I1t. (a) actinomycin D + high dose DTIC normal marrow (b) impaired
marrow. If patients on BHD + levamisole or actinomycin D + DTIC
have no response in the 2 initial courses, they will be crossed over.
Patients not responding to BHD alone will be taken off study after
an adequate trial. Dosages, courses of treatment, and modifications
are given in detail in the protocol.

PROGRESS

(78 02 - 82 09) Four patients were registered. Three had severe
progressive disease, relapsed, and expired. One patient had an
excellent response (first PR then CR) lasting 12 months and then

relapse. No patients were entered during FY 82.

STATUS: (C) 201




TITLE: SWOG 7804: Ad juvant Chemotherapy with 5-Fluorouracil,
Adriamycin, and Mitomycin-C (FAM) vs Surgery Alone
for Patients with Locally Advanced Gastric Adenocarcinoma

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Congdon, MC
LTC Irwin B. Dabe, MC

WORK UNIT NO: 78/42

TECHNICAL OBJECTIVE

To determine the efficacy of adjuvant chemotherapy with FAM
on the disease-free interval and survival of patients with

TNM stage-groups Ig, I¢, Il and III gastric adenocarcinoma

compared to potentially curative surgery alone.

METHOD

Patient Eligibility: patients must have TNM stage-group lg,

Ic, 1T, or IIl gastric adenocarcinoma and no microscopic or

gross residual postoperatively,; no prior chemo- or radiotherapy;
no medical contraindications to chemotherapy with FAM; serum
bilirubin <2.,0 mg/100 ml; SGOT and SGPT less than three times

the upper limit of normal values; creatinine clearance >75 cc/min;
BUN <25 mg%,; serum creatinine <1.5 mg%; WBC >4,000; and platelets
>100,000.

Treatment: After surgery, patients will be randomized to
either Treatment 1 (no further therapy) of Treatment 2:
FAM - 5-FU, 600 mg/M2 IV days 1 & 8, 29 & 36

adriamycin, 30 mg/M2 IV days 1 & 29

mitomycin-C, 10 mg/Mz IV day 1

A total of 6 courses, one every 8 weeks, will be administered.
After 12 months, the active therapy phase is completed. The
patient will be followed at six month intervals for five years
if remission continues.

(78 06 - 82 09Y) No entries at MAMC,

STATUS: (O)
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TITLE: SWOG 7808, Combination Modality Treatment for Stages
IIT and 1V Hodgkin's Disease, MOPP #6

PRINCI PAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James k. Congdon, MC
LTC Irwin B. Dabe, MC

WORK UNIT NO: 78/47

TECHNICAL OBJECTIVE

To attempt to increase the complete remission rate induced with
MOP-BAP (nitrogen mustard, vincristine, procarbazine, prednisone,
adriamycin, and bleomycin) alone utilizing involved field radio-
therapy in patients with Stages 111l and 1V Hodgkin's disease
achieving partial remission at the end of 6 cycles; and to deter-
mine if immunotherapy maintenance with levamisole or consolidation
with low dose involved field radiotherapy will produce significantly
longer remission durations over a no further treatment group when
complete remission has been induced with 6 cycles of MOP-BAP in
Stages II1 & 1V Hodgkin's.

METHOD

Patients (215 yrs) must have histologic diagnosis of Hodgkin's disease
classified by the Lukes and Butler System; no prior chemotherapy.
Exclusions: a history of congestive heart failure, valvular heart
disease, or serious obstructive or restrictive pulmonary disease.
Treatment: All patients except those with prior radiotherapy must
receive radiation therapy consultation before chemotherapy begins.
Treatment 1: Normal marrow patients will receive 6 cycles of MOP-BAP.
Treatment 2: Imparied bone marrow patients will receive 6 cycles of
MOP-BAP with dose modifications.
Complete remission (CR) patients will be randomized between Treatment
3 (no treatment) and Treatment 4 (levamisole). Partial remission (PR)
patients without prior radiation therapy or residual bone marrow
involvement will receive Treatment 6 (radiation therapy). PR patients
with prior radiation therapy or those with residual bone marrow in-
volvement will receive Treatment 7 (4 additional cycles of MOP-BAP;
after 10 total cycles of MOP-BAP, patient will continue study on MOP-
BAP therapy at the discretion of the investigator). CR patients
without prior radiation therapy will receive Treatment 5 (radiation
therapy for CR). Doses for chemotherapy and radiotherapy can be
found in para 5.0 of the protocol.

PHOGRESS

(78 07 - 82 09) Four patients entered (two during FY 82). All

patients have Stage [I1 Hodgkin's disease and are in complete
remission 5, 12, 21, and 21 months after beginning treatment.

STATUS: (O) 203
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TITLE: SWOG 7811: Brain Metastases Protocol, Phase 111
PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Congdon, MC
LTC Irwin B. Dabe, MC

WORK UNIT NO.: 79/03

TECHNICAL OBJECTIVE

To determine the effectiveness of combined radiation therapy

and metronidazole (Flagyl) in the treatment of patients with
brain metastases from primary malignancies outside the central
nervous system, compared with radiation therapy alone, as
determined by objective response (brain and/or CAT scan) and/or
increase in functional neurologic level and duration of response.

"To determine the toxicity of multiple dose administration of

metronidazole and radiation therapy.

METHOD
Patients will have had no prior radiation to the brain. Patients
with brain metastases will be treated with whole brain irradiation
therapy. A second group will be treated with whole brain
irradiation therapy plus metronidazole.

PROGRESS
(78 11 - 81 09) One patient treated. After one course of
metronidazole, patient refused further treatment because of

nausea and vomitting, patient later expired.

(81 09 - 82 09) No entries at MAMC.

STATUS: (C)
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TITLE: SWOG 7823/24/25/26: ROAD-AdOAP in Acute Leukemia,
Phase 111

PRINCI PAL. INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSTONAL ASSISTANTS: LTC James K, Congdon, MC
LTC lrwin B. Dabe, MC

WORK UNIT NO: 79/02

TECHNICAL OBJECTIVE

To compare the efficacy of the 4-drug combination chemotherapy
regimen, ROAP (Rubidazone, Vincristine, Arabinosyl Cytosine, and
Prednisone) to AdOAP (the same combination using Adriamycin in
place of Rubidazone) in adult acute leukemia, as determined by
remission duration and survival.

To determine the comparative toxicity of these regimens.

To determine whether late intensification therapy at 9 months
after complete remission will improve long-term, disease free
survival.

To determine whether immunotherapy using Levamisole for 6
months after 12 months of complete remission on chemotherapy
improves disease-free survival.,

To determine the effects of intrathecal Ara-C on the incidence
of CNS leukemia.

To determine reproducibility of the FAB/histologic classifica-
tion and correlation to response to therapy in 200 consecutive
cases of acute leukemia.

To studv the effects of intensive supportive care in the manage-
ment of acute leunkemia.

METHOD

For remission induction, Group A will receive ROAP and Group B
will receive AdOAP. When leukemic cells are no longer visible
in the bone marrow, consolidation therapy will begin with one-
half the patients receiving only chemotherapy consisting of the
same drugs, but in reduced dosage. The other one-half will
receive the same drugs with the addition of cytosine arabinoside
in the spinal fluid at weekly intervals for 8 weeks. 1If a
complete remission persists, maintenance therapy will be given
consisting ot vincristine, cytosine arabinoside, and prednisone
for 5 days at monthly intervals for 9 months. One half of these
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SWOG 7823/24/25/26 - Stutz
patients will then receive late intensification therapy consisting
of a combination of vincristine, prednisone, and methotrexate plus
6-mercaptopurine for 5 days. The other one-half will receive
3 additional months of maintenance therapy, at which time all
patients will be randomized into one group receiving no further
treatment and another group receiving levamisole for 2 days of each
week for 6 months.

PROGRESS
(11 78 - 81 02) Five patients entered:
(1) brief complete response - patient later died.
(2) complete response for 7 months; then relapse and death.
(3) complete response with one course; transferred to BAMC.

(4) partial response with two courses; expired after CNS relapse.

(5) patient entered FY 81 with complete remission until March
1982, relapse and reinduction; lost to follow up.

(81 10 - 82 09) No new entries at MAMC.

STATUS: 0)
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TITLE: SWOG 7827: Combined Modality Therapy for Breast Carcinoma,
Phase 111

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Congdon, MC
LTC Irwin B. Dabe, MC

WORK UNIT NO: 79/96

TECHNICAL OBJECTIVE

To compare the disease-free interval and recurrence rates in:

(1) estrogen receptor positive premenopausal patients with

Stage 11 disease using combination chemotherapy alone vs combina-
tion chemotherapy and oophorectomy,; (2) estrogen receptor positive
postmenopausal patients with Stage Il disease using combination
chemotherapy plus tamoxifen vs tamoxifen alone vs combination
chemotherapy alone; (3) estrogen receptor negative patients with
Stage I] disease using one vs two years of combination chemotherapy;
and to compare the effect of the various ad junctive therapy
programs upon survival patterns and tc correlate the estrogen
receptor status with disease-free interval and survival.

METHOD

Patients with a histologically proven diagnosis of breast cancer
(Stage Il or Stage 111) with one or more pathologically involved
axillary nodes will receive one of the following treatments:
(CMFVP = cyclophosphamide, methotrexate, 5-fluorouracil,
vincristine, and prednisone):
(1) CMFVP for 1 vr - pre or postmenopausal ER- patients.
{2) CMFVP for 2 yr - pre or postmenopausal ER- patients.
(3) CMFVP tor 1 yr - premenopausal ER+ patients.
(4) Oophorectomy + CMFVP - premenopausal ER+ patients.

(5) Tamoxiten alone for 1 yr - postmenopausal ER+ patients.
(6 CMFVP for 1 vr - postmenopausal ER+ patients,
(7) Tamoxifen + CMFVP for 1 vr - postmenopausal ER+ patients.

Patients undergoing segmental mastectomy (lumpectomy) will
receive 6 wks of radiation therapy in addition to the treatment
they are randomized to receive,

PROGRESS

(79 09 - 82 0Y) Fourteen patients on studv, six entered during
FY B2. Of these 14 patients, 12 remain in complete remission.
One patient on Ry 2 developed metastases to liver, lung, pleura,
and skin during the ad juvant chemotherapy and died 11 months
after receiving first chemotherapy treatments. Another patient
on Ry 3 developed local chestwall recurrence 11 months after

the start of treatment. She was treated with local radiotherapy
and Tamoxifen and is in complete clinical remission 14 months
after her recurrence. Mild to moderate neutropenia and inter-
mittent nausea and vomiting were the most common side effects.

STATUS: (0) 207
(
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TITLE: SWOG 7841: Phase 11-11I Comparison of FAM + Vincristine
vs Chlorozotocin in the Treatment of Advanced Gastric
Adenocarcinoma

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Congdon, MC
LTC Irwin B. Dabe, MC

WORK UNIT NO: 80/22

TECHNICAL OBJECTIVES

To determine the effectiveness (as determined by response rate
and survival) of 5-FU + mitomycin-C + adriamycin and vincristine
(V-FAM) in the treatment of advanced, previously untreated
gastric adenocarcinoma.

To determine the efficacy (as determined by response rate and
survival) of chlorozotocin in the treatment of previously
untreated gastric adenocarcinoma.

To compare the relative effectiveness of the two treatments.

To determine by crossover, after relapse or failure on V-FAM or
chlorozotocin, the effectiveness (as determined by response rate
and survival) ot the alternate treatment in advanced gastric
adenocarcinoma with prior therapy.

To determine the toxicities of such treatments.

METHOD

Patients with histologically proven gastric adenocarcinoma,
Stage [V in extent, will be randomized to the tollowing treatments:

Treatment 1: V-FAM - one course equals 8 weeks
Treatment 2: Chlorozotocin - one course egquals 6 weeks

Patients with response or stable disease will be treated again
after the appropriate interval on the same treatment regimen.,
Patients failing to respond or relapsing after response to their

treatment arm will receive the alternate treatment,

PROGRESS

(80 02 - 82 0Y) One patient registered in December 1980 with
stable disease for one vear with subsequent progression and
removal from the studv. No other patients entered.

STATUS: (C)
208




[
-
TITLE: SWOG-7860 -~ MGBG Open Groupwide to Refractory Lymphomas
:(? PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC
] PROFESSIONAL ASSISTANTS: LTC Irwin B. Dabe, MC
- LTC Archie W, Brown, MC
h' WORK UNIT NO: 81/61

TECHNICAL OBJECTIVES

To determine response rate and remission duration with primary
weekly intravenous therapy using MGBG in patients with advanced

> .

‘ esophageal, breast, pancreatic, colorectal, and head and neck
carcinoma and lvmphoma; to define the qualitative and quantitative
toxicity of this regimen.

i METHOD
o

Patients with nhistologically confirmed diagnoses of lymphomas
with progressive disease resistant to standard therapy are
! eligible for treatment with MGBG. Patients must have measurable
disease and meet other criteria as outlined in the protocol.
, These patients will receive MGBG, 600 mg/M2, by infusion in DS5W
P(f or normal saline on a single arm. No randomization will take
place; however, patients will be stratified according to type of
lvmphoma. The treatment continues for as long as the tumor
responds, i.e., remains stable or shrinks. Treatment will be
discontinued it the patient experiences intolerable toxicity or
refuses further treatment.

PROGRESS

(R1 03 - 82 09)Y No entries at MAMC.

STATUS: (¢
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TITLE: SWOG 7916: Phase 11 Evaluation of Gallium Nitrate in
Metastatic Urological Malignancies: Testicular, Bladder,
Prostate, and Kidney

PRINCIPAL INVESTIGATOR: COL Friedrich H, Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Congdon, MC
LTC Irwin B. Dabe, MC

WORK UNIT NO: 80/23

LCHNICAL OBJECTIVES

To determine the efficacy of gallium nitrate as determined by
response and survival in patients with metastatic urological
malignancies which include: testicular, bladder, prostate,
and Kidney; who have failed on higher priority treatment,

METHOD

Patients are eligible who are not candidates for studies of

higher priority and who have histologically proven incurable
advanced metastatic testicular carcinoma, bladder carcinoma,
prostate or Kidney carcinoma. Patients should not have had

more than two previous types of combination or single agent

chemotherapy trials.

All patients will be treated at a dose of 700 mg/m2 given

as a 30 minute IV infusion in 200 ml of ncrmal saline. Course
will be repeated every two weeks if blood counts, and liver
and renal functions permit. An adequate trial will consist of
two courses of therapy.

PROGRESS

(8O 02 - 82 0Y) Study is now open only to bladder patients.,
No entries at MAMC.

STATUS: )
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TITLE: SWOG 7920: m-AMSA in Hepatocellular Carcinoma,
Gallbladder Carcinoma, and Bile Duct Carcinoma,
Phase 11

PRINCI PAL INVESTIGATOR: COLlL, Friedrich H., Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Congdon, MC
LTC Irwin B. Dabe, MC

WORK UNIT NO: 79/99

TECHNICAL OBJECTIVES

To determine the efficacy of m-AMSA at a dose of 120 mg/M2 v
every three weeks in producing regressions or remission in
patients with hepatocellular, bile duct, and gallbladder
carcinoma.

METHOD

Patients with histnlogicallyv confimred hepatocellular, gallbladder,
or bile duct carcinoma bevond hope of surgical cure are eligible.
Good risk patients will receive 120 mg/M2 in 500 cc of dextrose

and water over one hour., Poor risk will receive 90 mE/M2 and
abnormal liver function patients will receive 60 mg/M<, Courses
will be repeated every 3-1 weeks if WBC is greater than 3500 and
platelet count is greater than 100,000 and liver functions have
returned to baseline. An adequate trial will be defined as two
courses of therapyv. Patients will remain on therapy as long as
theyv respond.,

PROGRESS 1
(79 09 - B1 09)Y Two patients registered: (1) had progression
on treatment ani was taken otf study after one month; (2) had
progression on treatment and was taken oft study after one

month, expired 1 months later.

(81 10 - K2 09 Noo entries at MAMC,

STATUS: ()
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TITLE: SWOG 7924: Multimodal Therapy for Limited Small Cell
Carcinoma of the Lung, Phase 111

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Congdon, MC
LTC Irwin B. Dabe, MC

WORK UNIT NO: 80/26

TECHNICAL OBJECTIVES

To determine the efficacy of sequentially alternating mutually
noncross-resistant, multidrug regimens in remission induction
and intensification therapy in patients with limited small cell
lung carcinoma; to determine the value of chest radiotherapy
added to intensive systemic chemotherapy in reducing chest
recurrences and in improvement of survival; to determine the
relative efficacy and toxicity of low-dose, extensive chest
radiation when used in close chronologic sequence with systemic
multiagent chemotherapeutic regimens; to determine whether
radiotherapy ports should be set according to tumor size prior
to or after induction chemotherapy; and to determine the value
of combined systemic chemotherapy and radiotherapy in the control
of bulky chest disease.

METHOD

Patients with histologically or cytologically confirmed small

cell carcinoma of the lung are eligible. Patients will be

treated for 8 weeks with combination chemotherapy of methotrexate,
vincristine, VP-16, adriamycin, and cyclophosphamide. Following
the completion of induction chemotherapy, patients will be treated
as follows: (1) Complete remission: patients will be randomized
to receive either chest and whole brain radiotherapy followed by
chemotherapy or whole brain radiotherapy alone followed by chemo-
therapy. (2) Partial remission or stabilized disease: patients
will be randomized to receive either extended field and whole
brain radiotherapy followed by chemotherapy or involved field

and whole brain radiotherapy followed by chemotherapy. Patients
with progressive disease after induction chemotherapy will go

off study.

PROGRESS

(80 02 - 81 09) Three patients were entered during this period
with partial remission (8, 11, and 17 months) and subsequent
progression of disease and removal from the study.

(81 10 - 82 09) Four patients registered: (1) & (2) with complete
remission for 7 and 9 months then relapsed and died; (3) Partial
remission for 9 months, then relapsed and has been retreated

with good second partial remission (2+ months), (4) complete
remission (4+ months).

STATUS: (0)
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TITLE: SWOG 7927/28: Chemotherapy for Multiple Myeloma,
Phase [I1!I1

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Congdon, MC
LTC Irwin B. Dabe, MC

WORK UNIT NO: 80/27

TECHNICAL OBJECTIVES

To compare the effectiveness of four different drug combinations
for remission induction in previously untreated patients with
multiple myeloma; and, for patients with a 75% tumor reduction,
to evaluate the role of 12 months of chemotherapy maintenance
with vincristine, cyclophosphamide, and prednisone vs these
drugs plus levamisole, when compared with previous experiences.

METHQOD

Patients previously untreated with chemotherapy (except prednisone)
with a diagnosis of multiple myveloma, Stages I, II, or III, will be
eligible for the studv. Patients will receive remission induction
treatment with one of the following: (1) vincristine, melphalan,
cvelophosphamide, and prednisone (VMCP) for 3 courses followed

by vincristine, BCNU, adriamyvcin, and prednisone (VBAP) for 3
courses, every 3 weeks; (2) VMCP for 3 courses followed by VBAP

for 3 courses every 3 weeks plus levamisole; (3) vincristine,
cvelophosphamide, and prednisone (VCP) every 3 weeks; or (4) VCP
every 3 weeks plus levamisole. Treatment will continue on all
regimens for a minimum of 6 months, until a 75% tumor reduction

has occurred, but no longer than 18 months in the absence of
remission, Patients who are responsive to remission induction

with Treatments 1 or 3 will receive maintenance treatment with

VCP. Patients responsive to induction therapv with Treatments

2 or 4 will receive maintenance treatment with VCP plus lavam-
isole. Treatment cveles are repeated at 21 dav intervals for 12
months provided the absolute granulocvte count is at least 1,000
and the platelet count is at least R0 ,000,

PROGRESS

(8O 02 - 82 09) One patient was entered in FY 81 and was treated
for 7 months with some disease stabilization before subsequent
progression. ©One patient was entered in FY 82 and treated for

8 months before subsequent progression of disease and death.

STATUS: (0) 914




TITLE: SWOG 7937: Evaluation of m-AMSA in Metastatic Carcinoma
( of the GU Tract Except Renal Carcinoma, Phase II

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James E. Congdon, MC
LTC Irwin B. Dabe, MC

-E WORK UNIT NO: 80/31

TECHNICAL OBJECTIVES

" To determine the antitumor activity of m-AMSA in patients with

i metastatic carcinoma of the genito-urinary tract as determined

by response rate, duration of response, and survival, who have

failed on higher priority treatment protocols; and to determine
the nature and degree of toxicity of this drug.

Mg e o

METHOD

Patients with histologically confirmed incurable metastatic
carcinoma as follows are eligible: renal pelvis transitional

cell carcinoma, bladder transitional cell carcinoma; prostatic
adenocarcinoma; a1l other malignancies (except renal) may be
entered by specific cell-type and will be evaluated separately.
Good risk patients will receive AMSA in a single dose of 120 mg/M2
dissolved in 300 ml of D/W infused IV over no less than one

. hour every 21 days. Poor risks will receive 90 mgéMz. If

P bilirubin >2 mg%, the initial dose will be 75 mg/M4. An adequate

,~r-rw‘

trial is defined as two courses of therapy. Subsequent courses
of AMSA are to be given only when there is full bone marrow
recovery. Patients will remain on the protocol as long as they
| respond or until they experience intolerable toxicity.

PROGRESS

(80 02 - 82 09) No entries at MAMC.

STATUS: (C)
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TITLE: SWOG 7940/44: Evaluation of 5-FU vs a Phase II Drug in
Metastatic Adenocarcinoma of the Large Bowel, Phase 11,
Utilizing Dihydroxyanthracenedione (DHAD) as the Phase 11
Drug

PRINCI PAL INVESTIGATOR: COL Friedrich H., Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Archie W. Brown, MC
LTC Irwin B. Dabe, MC

WORK UNIT NO: 81/62

TECHNICAL OBJECTIVES

To determine the relative activity of a Phase II drug (DHAD) in
previously untreated patients with disseminated colon and rectal
cancer; to compare the survival of patients with disseminated
colon cancer receiving a Phase I1 agent (DHAD) as first therapy
to the survival of patients receiving a fluorinated pyrimidine,
5-FU therapy first; to determine the effect of a previously
administered Phase il drug (DHAD) on the response rate seen with
5-FU in patients with disseminated colon and rectal cancer.

METHOD

This protocol is a continuation of the 79/40 series where the
standard drug, 5-FU, is compared with new phase II drugs for
metastatic adenocarcinoma of the large bowel not amenable to
surgical extirpation. Patients with extensive adenocarcinoma of
the colon or rectum who have clinically measurable disease and
have had no previous chemotherapy are eligible for the study.
These patients must meet other criteria as outlined in the
protocol. Treatment consists of randomization between two arms:
Arm I - 5-FU and Arm 11 DHAD. Treatment is randomlv assigned.
[f there is relapse after a response or if there is no response
a cross-over will take place. Patients receiving 5-FU first
will then receive DHAD and vice versa. Treatment will continue
on the respective agent for as long as the patient is responding
to the current treatment (tumor remains stable or decreases in
size). Treatment will be discontinued if the patient experiences
intoierable side effects or refuses further treatment,

PROGRESS
(81 03 - 82 09) No patients registered during FY 82 on this

studv. In FY 81, one patient was registered with stable disease
for 3 months and then progression of disease.

STATUS: (C)
2156
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TITLE: SWOG 7945: Evaluation of AZQ and Metastatic Adenocarcinoma
of the Large Bowel

PRINCIPAL INVESTIGATOR: LTC James E. Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Irwin B. Dabe, MC
MAJ Lauren K., Colman, MC
MAJ Howard Davidson, MC
CPT Thomas M. Baker, MC
CPT Alfred H. Chan, MC

WORK UNIT NO: 82/12

TECHNICAL OBJECTIVE

To determine the antitumor activity of AZQ in colorectal carcinoma
by determination of response rate and remission duration; and to
further determine the nature and extent of AZQ toxicity in a

K | Phase I1 Study.

METHOD

* The starting dose of AZQ will be 7 mg/M2 daily x 5 as a slow
( injection through the side tubing of a running IV. AZQ will
1 be given daily x 5 and repeated every 28 dayvs provided all
toxicities have resolved by the time of t'.e next treatment

} course. An adequate trial will consist of one complete 5-day
course of treatment.

p PROGRESS

(81 11 - 82 0Y) OUne patient registered on study on 10 May 82
: who had documented progression of disease in pelvis and was
removed from study after three cycles on 7 Sep 82,

STATUS: (C)

!
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TITLE: SWOG 7958: kEvaluation of m-AMSA in Metastatic or Recurrent
Epithelial Carcinoma of the Female Genital Tract, Phase II

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: ILTC James k. Congdon, MC
[LTC Irwin B. Pabe, MC

WORK UNIT NO: 80/37

TECHNICAL OBJECTIVES

To determine the antitumor activity of AMSA in patint with
metastatic or recurrent epithelial carcinomas of the ovary,
endometrium, cervix, vagina, or vulva who have failed on higher
priority treatment protocols; and to determine the nature and
degree of toxicity of AMSA in patients treated by the split-
course three-dav schedule,

METHOD

Patients are eligible who have a histologically proven diagnosis
ot incurable advanced metastatic or recurrent epithelial carci-
noma of the ovary, endometrium, cervix, vagina, or vulva.

The patients will be divided into two treatment groups; good

risk patients and poor risk patients. All patients will be
treated by a split dose, 3-dav schedule. Dose for good risk:

40 mg/Mz/day, IV, tor three days. Dose for poor risk: 30 mg/Mz/
day, IV, for three davs, Total dailyv dose will be dissolved in
250-500 ml of D/W and given IV over one hour. Repeat courses of
AMSA will be given at 21 dav intervals., In the event that myvelo-
suppression persists at dav 21, biweekly WBC and platelet counts
will be done and <ubsequent courses of AMSA will be given only
when there is bone marrow recovery.,

PROGRE S5

(RO 05 - 82 09) o patient with good response for 19+ months,
No entries dAaring FY K2,

STATUS: Oy
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TITLE: SWOu 7963: Trial of m-AMSA in Myeloma Cancer, Phase [1
PRINCIPAL INVESTIGATOR: COL Friedrich H., Stutz, MC

PROFESSIONAL ASSISTANTS: LTC [rwin B. Dabe, MC
MAJ Lauren K. Colman, MC

WORK UNIT NO: 81/82

TECHNICAL OBJECTIVES

To determine the efficacy of m-AMSA at a dose of 120 mg/M2 iv
every 3 weeks in producing regressions or remission in metastatic
myeloma cancer, which is resistant to standard chemotherapy,; to
determine the effect of m-AMSA on survival ofi patients with
metastatic myeloma cancer which is resistant to standard chemo-
therapy; to correlate in vitro m-AMSA sensitivities in the tumor
stem cell colony drug system and in vivo m-AMSA activity in
patients with metastatic myeloma cancer, which 1is resistant to
standard chemotherapy.

METHOD

Patients with histologically confirmed multiple myeloma with
measurable disease refractory to standard treatment are eligible
for the study. Patients must meet other criteria as outlined in
the protocol. Patients will be stratified as good risk or poor
risk as well as those with abnormal liver tunction tests,
Treatment consists ot one arm only and will vary according to
stratification and will be given every 3-4 weeks for as long as
the disease remains stable or regresses and the patient tolerates
the medications satisfactorily.

PROGRESS

(81 U5 = 82 0Y) No entries at MAMC.

STATUS: (C)
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TITLE: SWOG 7965: Chemotherapy or Chemotherapv and Immuno-
therapy Following Initial Surgery and/or Radiotherapy
for Treatment of karly Squamous Cell Cancer of the Head
and Neck

PRINCIPAT INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSTONAL. ASSISTANTS: LTC James E. Congdon, MC
I.TC Irwin Dabe, MC

WORK UNITT NO: HO /32

TECHNICAL, OBJECTIVES

To determine if the disease-free interval and survival of patients
in high risk categories of squamous head and neck cancer can be
improved by ad juvant methotrexate after initial surgery, radio-
therapy or both have resultod in no clinically evident disease,

METHOD

Patients with histologically confirmed squamous c¢ell carcinoma
ot the heat and neck who have been rendered clinically disease
tfree by surgery or radiotherapy with the following stages and

sites are eligible: Pharvnx Stages -1V (MO),; supraglottic and
glottic larynx Stages Il and IV and subglottic larvnx Stages 1-1V
(Mo oral cavity Stages [1-1IV (MO); and nasal cavity/paranasal

<inus Stages [ -1V (MO). These patients will be randomized to
recerve either no treatment or MTX at a dose of 12 mg/M2 M

daily tor 3 davs every 21 davs for one year or until relapse

ar inabiirty to tolerate iruy because of toxicitv,

PROGRIESS

CRO N2 L R Gy oentrre ot MAMO,

STATU S (o
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TITLE : SWOG 7980. Studv of Cis-Diammine Dichloroplatinum (DDP)
for Recurrent Gliomas, Phase 11

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James k. Congdon, MC
LTC Irwin Dabe, MC

WORK UNIT NO: 80/39

TECHNICAL OBJECTIVES

To determine the efficacy of the chemotherapeutic agent DDP

in the treatment of gliomas recurrent after prior therapy with
irradiation (plus or minus chemotherapy); and to determine the
duration of response and survival of patients receiving this
therapy.

METHOD

Patients with gliomas (Grades [-1V) who have recurred following
cranial irradiation will be eligible. The starting dose for
all patients will be 35 mg/Mz/day given IV on 3 consecutive
days. The next course of chemotherapy will be initiated in

3-4 weeks as long as blood counts have recovered and the serum
creatinine, BUN, and creatinine clearance measurements are
satisfactory. A minimum of 2 courses of therapy will be con-
sidered an adequate trial to evaluate efficacy and toxicity.

A course is defined as a treatment plus a 3 week observation
period.

PROGRESS

(80 05 - K82 0Y) No entries at MAMC,

STATUS: (C)
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TITLE: SWOG 7984: The Treatment of Chronic Stage CML with
Pulse, Intermittent Busulfan Therapy with or without
Oral Vitamin-A, Phase I11

PRINCI PAL, INVESTIGATOR: LTC Irwin B, Dabe, MC

PROFESSIONAL ASSISTANTS: COL F. H. Stutz, MC
MAJ Lauren K. Colman, MC

WORK UNIT NO: R1/80

TECHNICAL OBJECTIVES

To determine the efficacy of standard pulse, intermittent
busulfan therapy plus oral vitamin A in prolonging the chronic
phase of CML, and hence in prolonging survival,

METHOD

Patients with a diagnosis of chronic stage CML for one year or
less with no prior therapv are eligible. Patients will be
stratified into those who had a splenectomy and those who did
not. Randomization will be to busulfan alone or busulfan plus
oral] vitamin A. Stratitfication is also by age, <20 or >20 years.
Treatment will continue for as long as the patient responds to
the treatment and does not have unacceptable toxicityv.

PROGRESS

(R1 05 - K2 09 No oentries at MAMC,

STATUES 0y




TITLE: SWOG 7985: Combined Modality Treatment for ER- Breast
Cancer, Phase I11

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Irwin B. Dabe, MC
Suresh B. Katakkar, M.D., DAC

WORK UNIT NO: 80/66

TECHNICAL OBJECTIVES

To compare disease-~free interval and survival among control
groups Stage I (and Stage II node negative) breast cancer
patients whose tumors are determined to be ER- at the time of
mastectomy, versus Stage I (and Stage I! node negative) ER-
patients treated with ad juvant cyclophosphamide, methotrexate,
5-FU, and vincristine (CMFV) for 6 months; and to document
recurrence patterns among untreated patients with Stage I
breast cancer whose tumors are determined to be ER- at the
time of mastectomy.

METHOD

Patients must have undergone a radical, modified radical or total
mastectomy, or segmental mastectomy with axillary node dissection
for potentially curable, histologically proven breast carcinoma,
whose axillary nodes are negative for tumor and whose estrogen
receptor assay on the primary tumor is less than 10 fetamoles/mg
cytosol protein in order to be eligible for study (Stage I and
IT, node negative). Patients with bilateral malignancies are
ineligible. Patients will be stratified by tumor size, type of
mastectomy, and menopausal status. They will be randomized to
Arm 1 to receive no further treatment until relapse or Arm II to
receive combination chemotherapy with CMFV for 6 months on a 21
day cycie if WBC's and platelets are satisfactory. Patients who
receive a segmental mastectomy must receive postoperative
radiation therapy which satisfies the radiation therapy guide-
lines in this protocol. Chemotherapy must be started by 28 days
post-segmental mastectomy even though the patient will still be
receiving radiation therapy.

(B 07 - 82 0Y) One patient entered in FY 81 with complete

remission at 9 months when lost to tfollow up. No patients
registered during FY 8Z,

STATUS: (C)
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TITLE: SWOG 7990: Intergroup Testicular Study

PRINCI PAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC James k. Congdon, MC
LTC lrwin Dabe, MC

WORK UNIT NO: 80/33

TECHNICAL OBJECTIVES

To compare the disease-free survival and overall survival for surgery
alone (with chemotherapy for relapsers) vs surgerv plus early adjuvant
chemotherapy in patients with resectable Stage Il testicular cancer;
to register and follow patients with nonseminoma, nonchoriocarcinoma
Stage | testicular cancer to define prognostic variables which may
predict recurrence in this stage group,; to detine the difference in
disease-free rates and patterns of recurrence, based upon histologic
subtypes and extent of disease on initial presentation; to evaluate
the role of marker subhstances such as HCG, alpha-fetoprotein, and
lactic dehvdrogenase in the early detection and managewment of recur-
rence in patients with Stage | and Stage 11 testicular carcinoma;

to evaluate the accuracy of lymphangiograms, CAT scans, and ultrasound
studies for staging of retroperitoneal nodal involvement.

METHOD

Patients with histologically confirmed carcinoma (not pure seminoma
or choriocarcinoma) of the testis Stage 1 (limited to testis and

ad jacent structures) or Stage 1 (extends beyvond the testis but not
bevond the regional draining ivmph node region) who have had an
orchiectomy will be eligible, Patients will undergo bipedal lymphan-
giogram with the intent of retroperitoneal node dissection. Serum
markers may be obtained and studied prior to orchiectomy and must be
obtained prior to lvmphadenectomy and one to two weeks after. If at
two weeks any marker is positive but falling, markers should be
repeated at 3-4 weeks and the 4-week value must be normal or serial
determinations must be declining with time at a rate predicted by
the known serum halfliie of the marker. Fntry will be at 2-4 weeks
postoperativelv., Stage [ patients will be followed routinely and
tumor markers shonld be negative 4 weeks postop. Stage 1T unresect-
able patients are not eligible. Stage 11 resectable patients will
be treated in two treatment groups. Group 1: no ad juvant chemo-
therapv with monthly follow-up until recurrence. Group l1: adjuvant
chemotherapy with vinblastine, hleomyvcin, and cis-platinum. Stages
I and Il who were originally randomized to the follow-up group and
Stage 11 relapsing atter chemotherapy will be further treated with
vinblastine, bleomvein, and cis-platinum, Patients in complete or
partial remission or showing improvement after relapse induction
will receive maintenance treatment with vinblastine, repeated every
4 weeks until complete remissions have received 104 weeks of therapy
and partial remissions and improvements mav continue indefinitely.
All other patients will go oft study.

PROGRESS
(80 02 - H2 09) No entries at MAMC,

STATUS: (0)
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TITLE: SWOG 8005: Evaluation of DHAD in Refractory Malignant
Lymphomas, Phase I1

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Irwin B. Dabe, MC
LTC Archie W. Brown, MC

WORK UNIT NO: 81/63

TECHNICAL OBJECTIVES

To determine response rate and response durstion of patients with
refractory malignant lymphomas, both Hodgkin's disease and non-
Hodgkin's lymphoma treated with anthracenedione used in a single
dose everv-three-week schedule; to define the qualitative and
gquantitative toxicities of anthracenedione administered 1in a
Phase 11 study.

METHOD

All patients with malignant lymphoma resistant to standard
therapy, who have measurable disease, are eligible for this
study. Patients must meet other criteria as outlined in the
protocol. For patients who have received prior chemotherapy
or radiotherapy, four weeks must have elapsed since the end of
therapv and bone marrow recovery must be documented. Patients
will be stratified hy tﬁpe ot lymphoma and then treated with
DHAD, initially 12 mg/M< infused in D3W over 30 minutes, in a
one-armed trial without randomization. Patients will be treated
for as long as the tumor responds or remains stable. Patients
will be taken off study it intolerable side effects occur or
the patient refuses further treatment.

PROGRESS

(81 03 - 82 09) No entries at MAMC.

STATUS: (C)
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TITLE: SWOG-8008: Evaluation of Dihydroxyanthracenedione (DHAD)
in Refractory Breast Cancer, Phase 11

PRINCI PAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Irwin B. Dabe, MC
LTC Archie W, Brown, MC

WORK UNIT: 81/03

TECHNICAL OBJECTIVES

To determine the response-rate and remission duration of refractory
breast cancer in patients treated with anthracenedione used in a
single dose everv-three-~week schedule and to define the qualitative
and quantitative toxicities of anthracenedione administered in a
Phase I1 study.

METHOD

All patients with a histopathologically confirmed diagnosis of
breast cancer who have measurable disease and whose disease has
become refractory to standard chemotherapy will be treated with
DHAD. These patients will also meet other criteria. Patients
will receive 12 mg/M2 (good risk) or 10 mg/M2 (poor risk) in
100 cc DSW IV infusion over 30 minutes, repeated every 3 weeks,
Treatment is continued for as long as the tumor is stable or
regressing. Reasons for discontinuation of treatment include
patients refusal and intolerable side effects.

PROGRESS

(80 10 - B2 0 No entries at MAMC.

STATUS: ()
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TITLE: SWOG B8009: Kvaluation of Dihydroxyanthracenedione (DHAD)
in Patients with Refractory Small Cell Lung Cancer,
Phase 11

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Irwin B. Dabe, MC
LTC Archie W. Brown, MC

WORK UNIT: 81/04

TECHNICAL OBJECTIVES

To determine the response rate and remission duration of
refractory small cell lung cancer in patients treated with
anthracenedione used in a single dose every-three-week schedule
and to define the qualitative and quantitative toxicities of
anthracenedione administered in a Phase 11 study.

METHOD

All patients with histopathologically proven small cell carcinoma

of the lung with measurable disease who have become refractory

to standard chemotherapy will be treated for as long as the

tumor remains unchanged or regresses. Reasons for discontinuation
of chemotherapy are patient refusal and intolerable toxicity.

This is a one-armed treatment; 12 mg/M2 IV infusion in 100 cc D5W

over 30 minutes, repeated every 3 weeks,

PROGRESS

(80 10 - 82 09) No entries at MAMC.

STATUS: (C)




TITLE: SWOG 8010: Evaluation of Dihydroxyanthracenedione (DHAD;
in Advanced Prostate Cancer, Phase 11

PRINCI PAL INVESTIGATOR: COL Friedrich H., Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Irwin B, Dabe, MC
LTC Archie W, Brown, MC

WORK UNIT: B1/05

TECHNICAL OBJECTIVES

To determine the response rate and remission duration in patients
with prostate cancer treated with dihydroxvanthracenedione used

in a single dose every-three-week schedule and to define the
qualitative and guantitative toxicities of dihvd roxvanthracenedione
administered in a Phase 1l study.

METHOD

All patients with pathologically verified histologic diagnosis of
prostate cancer who have failed standard chemotherapy and have
measurable disease will be treated with DHAD for as long as the
tumor regresses or remains stable. If the tumor progresses, the

patient refuses ftfurther treatment, or toxicities become untolerable,
the patient will be removed from the protocol. Treatment will be

10 mg /M2 1V infusion in 100 cc D5W (poor risk) or 12 mg/M2 (good
risk), repeated everyv 3 weeks. Patients wil) be stratified by
prior chemotherapy.

PROGI S

(RO 10 - K82 09y No entries at MAMC,

STATUS: ()
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TITLE: SWOG 8012: Treatment for Advanced Adenocarcinoma and Large
Cell Carcinoma of the Lung: FOMi vs. CAP vs. FOMi/CAP,
Phase I11

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Archie W. Brown, MC
LTC Irwin B. Dabe, MC

WORK UNIT: 81/21

TECHNICAL OBJECTIVES

To evaluate by pairwise comparison the response rate, duration of
response, and survival of three regimes, FOMi, CAP, and FOMi/CAP,
in patients with advanced (TMN Stage II1 M;) adenocarcinoma and
large cell undifferentiated carcinoma of the lung; to evaluate the
degree of non-cross resistance of FOMi in CAP failures and of CAP
on FOMi failures; to compare the toxicities and side effects of
FOMi and CAP.

METHOD

Patients with histologically confirmed diagnosis of adenocarcinoma

of the lung or large cell undifferentiated carcinoma of the lung

will be eligible for this protocol. Alveolar cell carcinoma

patients will also be eligible but will be treated under the FOMi

arm only. Patients with metastatic disease (TNM Stage [II My) are

eligible. This excludes patients who have metastases only to ipsi-

lateral hilar nodes (Nj) and/or mediastinal nodes (Nj). Patients

whose disease can be encompassed within a single radiation port

are not eligible. Prior chemotlierapy patients are ineligible; how-

ever prior radiation therapy is acceptable as long as the patient

has measurable disease outside the radiation field. Patients with

> brain metastases are eligible and can receive concomitant radiation
to the brain. Patients will be stratified prior to randomization

} by cell type, performance status, presence or absence of bone

] metastasis. Randomization is to Arm I (FOMi) and Arm 2 (CAP) and
an alternating regimen (Arm 3) utilizing FOMi and CAP as described

[ in the protocol. If the patients on Arm 3 (alternating FOMi/CAP)

[ relapse on FOMi, CAP will be continued and FOMi discontinued.

[f there is a relapse on CAP, FOMi will be continued as a single

arm. Patients will be treated for as long as the disease remains

L stable or regresses, Other reasons for discontinuation of the

protocol are patient refusal or intolerable side effects.

PROGKESS

(80 12 - 82 0Y) Five patients have entered this study (two during

§

b

L. FY 82). Two were treated for one month and three months before
' progression of disease and death. Two have been treated for o
. and 7 months, respectively, with stable disease, and one is too
) early for evaluation.

:‘ STATUS: (0)
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TITLE: SWOG 8015: Evaluation of Two Combination Chemotherapy
Programs, Adriamycin and Cis-Platinum (AP) versus
Adriamycin, Cis-Platinum plus VP 16-213 (VAP), in the
Treatment ot kExtensive Sguamous Cell Carcinoma of the
Lung, Phase 111

PRINCIPAL INVESTIGATOR: COl. Friedrich H, Stutz, MC

PROFESSIONAL ASSISTANTS: IL.TC Archie W. Brown, MC
I TC Trwin B, Dabe, MC

WORK UNIT: R /22

TECHNICAL OBJECTIVES

To determine the activitv, in terms ot response rate, remission
duration, and survival in patients with extensive squamous cell
(epidermoid) carcinoma of the lung, for two combination chemo-
therapv programs; Adriamvein and Cis-platinum (AP) versus VP 16-
213, Adriamycin and Cisplatinum (VAP), to evaluate the relative
toxicities of these respective regimens; to assess the teasibility
and reliance of applving "measurable versus evaluable” criteria

of tumor regression in determining therapeutical response; to
correlate tumor grade with response ant survival,

M THOD

Patients with extensive sguamous cell (epidermoid) lung cancer
which has spread bevond the hemithorax and ipsilateral scalene,
supraclavicular and mediastinal lvmph nodes, equivalent with TNM
Stage IIl class My or with anv T or N other than mediastinal, supra-
clavicular scalene node 1nvolvement, or patients with evidence of
disease bevond the contines ot a single radiation therapv port are
eligible, Patients who were initially treated with radiation but
failed and have a measurable lesion are eligible as well, Patients
with prior chemo or immunotherapyv are not eligible, Patients must
have pathologic proot of <sgunamous cell carcinoma of the lung and

a measurable lesion, Patients must meet other criteria as well

as outlined 1n the protoceol. Patients wili be stratified to good
risk and poor risk patients, Thev will be randomized to treatment
with adriamycin/platinum or VI 16a7adriamyvein/platinum and tollowed
on treatment. Reasons tor removal trom the protocol are patient
refusal and intolerable <ide ottects,

PROGRE S
({80 12 - 82 09Y) No patients enterad 1n previous vears.  One patient
was entered during FY 82, but was removed because the pathology

review did not bear out the diagnosis ot <guamons cell carcinoma,

STATUS: (O)
22¢




TITLE: SWOG 8017: 5-FU, Adriamycin, Streptozotocin, and
Cvclophosphamide (FAC-S) in the Treatment of Metastatic
Carcinoid Tumors, Phase 11

PRINCIPAL INVESTIGATOR: CPT Alfred H. Chan, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC James k. Congdon, MC
LTC Irwin B. Dabe, MC
MA.J Lauren K. Colman, MC
MAJ Howard Davidson, MC
CPT Thomas M. Baker, MC

WORK UNIT NO: 82/11

THCHNICAL OBJECTIVE

To determine whether combination chemotherapy employing
5-Fluorouracil, is eftective in the management of metastatic
carcinoid; to study the duration of survival of patients with
metastatic carcinoid tumor treated with combination chemotherapy
regimens; to provide further information concerning the response
and for survival of patients with metastatic carcinoid orginating
in different sites and having different metastatic patterns.

METHOD

All patients except those with cardiac disease will receive the
combination of 5-FU, cvclophosphamide, adriamyvecin, and streptozo-
tocin. Patients will be divided into good and poor risk groups
with medication ad justed accordingly. Courses will be repeated
at 28 day intervals as tolerated. Patients with carcinoid or
other varieties of cardiac discase will not receive adriamycin.
An adequate trial is considered two courses,

PROGRESS

(81 11 - 82 09) One patient entered on study during FY 82 and
expired after tailing to respond atter two courses of treatment,

STATUS: (0)
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TITLE: SWOG 8020: Adriamycin + VP-16 vs Adriamycin Alone in
Advanced Adenocarcinoma of the Breast, Phase 11

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Archie W. Brown, MC
LTC Irwin B, Dabe, MC

WORK UNIT: 81/23

TECHNICAL OBJECTIVES

To determine the efficacy of the Adriamycin and VP-16 combination
in the treatment of previously treated patients with disseminated
breast cancer, as determined by response rate, compared with
Adriamycin alone; and to determine the length of the remission

on VP-16 maintenance after an Adriamvein/VP-16 regimen,

METHOD

Patients with histologicallyv proven breast cancer, stage 4, with
measurable lesions who have previously hecome resistant to CMFVP
will be eligible., Thev will be stratified by ER receptor status,
ER positive, ER negative, or LR unknown. Patients with current
congestive heart failure or prior adriamycin treatment are not
eligible. Prior radiation, hormonal, or chemotherapy may be
permitted ; however, four weeks must have elapsed since prior
hormonal therapy and two weeks since radiation or chemotherapy
was administered. Patients must have recovered from previous
treatment toxicities with evidence of hematologic recovery.
These will be stratified into good and poor risk patients and
randomized between adriamvein plus VP 16 (Arm 1) and adriamycin
alone (Arm 2). Treatment will be given for as long as the
disease remains stable or regresses and for as long as the
patient tolerates the chemotherapv,

PROGRESS
(8O 12 - 81 09) Two patients entered: (1) partial response for
two months with death one month after relapse and (2) patient

refused treatment after one dose and expired three months later,

(81 10 - R2 09) No patients entered,

STATUS: (0)
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TITLE: SWOG 8025: Combination Chemotherapy for Chronic
Lymphocytic Leukemia, Phase II

PRINCI PAL INVESTIGATOR: LTC Irwin B. Dabe, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
MAJ Lauren K. Colman, MC

WORK UNIT: 81/81

TECHNICAL OBJECTIVES

To determine the response rate and duration of remission in
patients with CLL treated with combination chemotherapy con-
sisting of prednisone, vincristine, cytosine arabinoside,
Cytoxan, and adriamvcin; to correlate parameters obtained

in the clinical, pathological, and immunological staging with
response to treatment; to determine the effect of stopping
chemotherapy after patients have achieved a complete remission
plus 2 consolidation courses, in order to define a cured or
stabilized fraction of patients,

METHOD

Patients with chronic lymphocytic leukemia fulfilling the
criteria as outlined by the Rai classification of CLL (all
stages) are eligible for this protocol. Patients who have
been treated previously with a single alkylating agent are
eligible but will be analyzed separately Patients may not

have received prior adriamycin or Ara-C,; however, patients
previously treated with radiation therapy alone are eligible,
and these patients will also be analyzed separately. The
protocol consists of Arm I which is applicable to Rai Class-
ification, stages 1 and 2, which is registration only (no
treatment) with careful documentation of the progression of
the disease; and Arm I1, Ria Classification 3-4, consisting of
chemotherapy with a comhination of prednisone, Oncovin, Ara-C,
cyclophosphamide, and hydroxyduanorubicin (adriamycin).
Treatment will continue for 4as long as the patient reponds on
Arm II. Patients on Arm I at the time of progression to stage
3 or 4 will be eligible tor treatment on the same combination
chemotherapy regimen. Patients will be followed indefinitely
or until death.

PROGRESS

(81 05 - 82 09) No patients registered on protocol at MAMC.

STATUS: (O)
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TITLE: SWOG 8027: The Natural History of Pathological Stage T;_o
No Mg ER+ Breast Cancer, Phase 111

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LLTC Archie W. Brown, MC
LTC Irwin B. Dabhe

WORK UNIT: 81/64

TECHNICAL OBJECTIVES

To document recurrence rates, patterns of recurrence, and survival
among patients with Stage I or Stage Il node negative (Tj;_o5 No Mg)
breast cancer whose tumors are determined to be estrogen receptor
positive at the time of surgery.

METHOD

Patients having undergone radical, modified radical, or adequate
local excision with node dissection for histologically proven
breast carcinoma whose axillary nodes are negative for tumor and
whose estrogen receptor status is positive are eligible. Patients
undergoing local adequate excision with axillary node sampling

as primary treatment must receive radiation therapy beginning
14-20 days postoperatively as outlined in the protocol. Only
patients with pathologic Stage T;_, NyMy with a primary tumor

of <5 cm are eligible. The primary tumor must be movable in
relationship to the anterior chest wall and may not be involved
with extensive skin ulcerations. This protocol involves no
randomization or treatment. It consists only of follow-up and
documentation of natural history. Patients will be stratified

by primary tumor size, <2 ¢cm vs 2 to 5 cm, and by menopausal
status, Patients will be followed until relapse or for 10 years,
whichever comes sooner.

PROGRESS

(81 03 - 82 09) VFive patients were entered into this study
(tour of them during FY 82), All five patients remain in complete
remission at 7, 11, 11, 11, and 15 months.

STATUS: (C)
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TITLE: SWOG 8030: Evaluation of DHAD in Advanced Squamous Cell
Carcinoma of the Head and Neck, Phase 11

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Archie W. Brown, MC
LTC Irwin B. Dabe, MC

WORK UNIT: 81/46

TECHNICAL OBJECTIVES

1 To determine the response rate and remission duration in patients
" with advanced squamous cell carcinoma of the head and neck treated
1 with DHAD used in a single dose every-three-week schedule; to
define further the qualitative and quantitative toxicities of DHAD.

METHOD

{ Patients with histologically confirmed diagnosis of squamous cell
carcinoma of the neck or adenoid cystic carcinoma of the head and
{ neck with measurable disease are eligible if they have become
resistant to standard chemotherapy. Only patients with advanced
. disease not ammenable to surgery or radiation are eligible. All
patients must have measurable disease and have recovered from
1 toxicities of previous therapies. Patients will be stratified
according to prior chemotherapy or no prior chemotherapy_and then
l will be treated with DHAD without randomization (12 mg/M2 v
) infusion in 100 cc D5W over 30 minutes, repeated every three
& weeks). Treatment will continue for as long as the tumor remains
F! stable or shrinks. Treatment will be discontinued if the tumor
progresses, if intolerable side effects occur, or if the patient
refuses further treatment.

PROGRESS

(81 02 - 82 0Y) No patients registered on this protocol.

STATUS: (0)
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TITLE: SWOG 8031: Evaluation of DHAD in Refractory Multiple
Myeloma, Phase 11

PRINCI PAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Irwin B. Dabe, MC
MAJ Lauren K. Colman, MC

WORK UNIT: 81/83

TECHNICAL OBJECTIVES

To determine the response rate and response duration of patients
with refractory multiple myeloma treated with dihydroxyanthra-
cenedione (DHAD) used in a single dose every-three-week schedule;
to define the qualitative and quantitative toxicities of DHAD
administered in a Phase Il studyv.

METHOD

Patients with multiple myeloma refractory to standard treatment
or protocols of higher priority are eligible for this protocol.
Patients must have clearly measurable myeloma protein levels to
be eligible. These patients must also meet other criteria as
outlined in the protocol. Stratification will be done according
to response to prior tEPatment and prior treatment with adriamycin.
Initial dose is 9 mg/M“ given as an 1V infusion in 100 cc of D5W
over 30 minutes and repeated every 3 weeks. Treatment continues
for as long as tumor remains stable or is improving. Patient
refusal of further treatment and intolerable toxicity will cause
discontinuation of the patient on the protocol.

PROGRESS

(81 05 - 82 09) No patients registered on this protocol at MAMC.

STATUS: (0)
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TITLE: SWOG 8032: Evaluation of DHAD in Acute Leukemia, Phase 11
PRINCIPAL INVESTIGATOR: LTC Irwin B. Dabe, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Archie W. Brown, MC

WORK UNIT: 81/47

TECHNICAL OBJECTIVES

To determine the efficacy of dihydroxvanthracenedione (DHAD) in
patients with adult acute leukemia, who have failed on higher
priority treatment protocols, as determined by response rate and
remission duration; to determine the nature and degree of toxicity
of this drug used in a single-dose every-three-week schedule.

METHOD

Patients with a bone marrow diagnosis of acute leukemia in
relapse after standard treatment or treatment with SWOG studies
of higher priority are eligible. Careful monitoring of cardiac
status is required, and patients who had prior adriamycin
exceeding 400 mg/M2 are ineligible. This is a one-armed study
without raadomization and patients will receive DHAD 14 mg/M
every three weeks for as long as the patient does not have
progression and tolarates the treatment.

PROGRESS

(81 02 - 82 09) No patients registered at MAMC.

STATUS: (C)
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TITLE: SWOG 8037: Combined Therapies for Squamous Cell Cancer
of the ksophagus, Phase |1

PRINCIPAL INVESTIGATOR: LTC James k. Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Irwin B. Dabe, MC
MAJ Alfred H. Chan, MC
MAJ Howard Davidson, MC
MAJ Timothy J. O'Rourke, MC
CPT Thomas M. Baker, MC

WORK UNIT NO: 82/69

TECHNICAL OBJECTIVE

To determine the feasibility and toxicity of combined radiotherapy
and chemotherapyv with 5-fluorouracil (5-FU) and cis-platinum
followed by surgerv in patients with epidermoid carcinoma of the
middle or distal esophagus; to determine the time to local or
distant progression in patients treated by these three combined
modalities; to determine the survival of patients treated by

these three combined modalities; and to determine the response
rate by clinical and pathological staging at the time of surgery.

METHOD

After metastatic survey testing to determine that the patient has
localized disease, the patient will be started on a simul taneous
combination of chemotherapv and radiotherapy. The chemotherapy
will consist ot cis-platinum given through the side tubing of a
freelv running 1V line over 2 hours followed by 5-FU given through
a freelv running 1V by continuous infusion for 4 days. The
patient will then be given a 4-week rest period and a similar
chemotherapy regimen will be repeated. The exact dose of each
chemotherapy agent will be determined by the patient's height and
body weight. Simultaneous with the start of the chemotherapy,
the patient will receive external heam radiation therapy to the
esophagus in the region of the tumor. Approximatelyv 2 weeks
atfter the completion of the radiation and two courses of chemo-
therapv, the patient will be taken to surgery for definitive
resection of the tumor. This will be followed bv an anastomosis
of the proximal remaining esophagus to the stomach.

PROGRESS
(82 09 - B2 09) No patients registered on this protocol at MAMC,

STATUS: ()
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TITLE: SWOG 8038: Vinblastine in Advanced Ovarian Cancer,
Phase 11

PRINCI PAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Irwin B, Dabe, MC
LTC Roger B. Lee, MC

WORK UNIT: 81/72

TLCHNICAL OBJECTIVES

To determine the response rate and remission duration with
intravenous therapy using Velban as a continuous infusion in
patients with advanced ovarian cancer; to define further the
qualitative and gquantitative toxicity of the continuous infusion

of Velban.

METHOD

This is a Phase 1] study using vinblastine infusion. Patients
with extensive epithelial ovarian tumors with measurable disease
are eligible. Patients must meet other criteria as outlined in
the protocol. The Velban will be administered as a continuous
5-day infusion once every three weeks. This will be continued
as long as the tumor remains stable or shrinks. Treatment will
be discontinued for patient refusal of further treatment or
intolerable toxicity. Patients will be stratified according to
bilirubin, SGOT, and alkaline phosphotase status.

PROGRESS
(81 04 - 82 09) One patient registered (FY 82) with stable

disease for two months. Patient had mild nausea, vomitting,
and severe neutropenia.

STATUS: (0)
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TITLE: SWOG 8040: bhkvaluation of Combination Chemotherapy (FAM-8)
vs a Phase I1 Drug in Pancreatic Adenocarcinoma, Phase II

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Irwin B. Dabe, MC
MAJ Lauren K. Colman, MC

WORK UNIT: 81/84

TECHNICAL OBJECTIVES

To determine the response rate and survival in patients with
advanced pancreatic adenocarcinoma treated with 5-FU, Adriamycin,
Mitomycin-C, and Streptozotocin (FAM-S); to determine further

the toxicity of the FAM-S regimen; to determine the activity of

a Phase Il drug in previously untreated patients with advanced
adenocarcinoma of the pancreas by determination of response

rate and duration of respoase and survival,; to determine further
the toxicity of each Phase 11 agent.

METHOD

Patients with histologically confirmed adenocarcinoma of the
exocrine pancreas with distant metastasis (liver, peritoneum)

and those with localized disease not amenable to curative surgery
or radiotherapy are <ligible. All patients must have objectively
measurable disease and have not received any prior chemotherapy
or radiation therapy. Patients must also meet other criteria as
outlined in the protocol. Patients will be stratified according
to biopsy only performed vs. palliative bypass procedures and
performance status. Subsequently, the patient will be randomized
to either a combination chemotherapy regimen consisting of 5-FU,
adriamycin, mitomyvecin, and streptozotocin or a Phase [1 agent
which will be changed periodically when sufticient patients are
accumulated on one arm. If the patient fails or has a response
and subsequently has increasing disease, 4 cross-over is recom-
mended. Patients on FAM=-S will cross over to the Phase Il agent
and vice versa, Chemotherapy will continue for as long as the

disease remains stable or the tumor is shrinking. Progressive

disease, patient refusal ot further treatment, or intolerable

side eftects arc eriteria for discontinuation ot the protocol.
PROGRESS

(81 05 - 82 N9) No patients registered on studyv at MAMC.,

STATUS: (0)
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TITLE: SWOG 8042: Evaluation of MGBG in Pancreatic Adenocarcinoma,

Phase I1
PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Irwin B. Dabe, MC
MAJ Lauren K. Colman

WORK UNIT: 81/85

TECHNICAL OBJECTIVES

To determine the response rate and its duration in patients with
advanced adenocarcinoma of the pancreas treated with MGBG; to
determine the qualitative and quantitative toxicities of MGBG
when given on this schedule.
METHOD
This protocol is an adjunct to SWOG 8040. 1In this protocol, MGBG
is the Phase Il agent set forth in the master protocol; therefore
the method of the protocol will be the same as for SWOG 80/40.
PROGRESS

(81 05 - B2 09) No patients registered on this protocol at MAMC.

STATUS: (C)
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TITLE: SWOG 8043:

Phase 11
PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz,

PROFESSIONAL ASSISTANTS: LTC Irwin B. Dabe, MC

MAJ l.auren K. Colman, MC

WORK UNIT: 81/86

TECHNICAL OBJECTIVES

Evaluation of DHAD in Pancreatic Adenocarcinoma,

MC

To determine the antitumor activity of DHAD, as determined by

response rate and duration of response, used

in a single dose

schedule every three weeks in patients with advanced adeno-

carcinoma of the pancreas; to determine additional
concerning the nature and degree of toxicity of

ME THOD
This protocol is an adjunct to SWOG 8040, In this
MGBG is the Phase Il Agent set forth in the master
therefore, the methoads of the protocol will be the
for SWOG 80/40,

PROGRESS

(B1 05 - 82 06) One patient entered
evaluation.

(Sep K2), too

STATUS 0y

information

this drug.

protocol,
protocol;
same as
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TITLE: SWOG 8049: Treatment of Resected, Poor Prognosis
Malignant Melanoma: Stage 1: Surgical FExcision vs
Surgical Excision + Vitamin A

PRINCIPAL INVESTIGATOR: LTC James E. Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC

LTC Irwin B. Dabe, MC
MAJ Lauren K. Colman, MC

MAJ Howard Davidson, MC
CPT Thomas M. Baker, MC
CPT Alfred H. Chan, MC

WORK UNIT NO: 82/13

TECHNICAL OBJECTIVE

To determine the efficacy of surgical excision or surgical
excision plus vitamin A in preventing the recurrence of high
risk, Stage I malignant melanoma by determination of remission
or disease-free interval; to determine the immunocompetence of
patients with malignant melanoma and to determine the influence
of vitamin A upon that immunocompetence.

METHOD

Patients will be equally randomized between the two treatment
arms: vitamin A versus no further treatment. Patients will be
stratified by depthh of invasion, sex, and type of surgery. Those
patients randomized to receive vitamin A will receive a dose of
100,000 [.U. daily. Treatment will continue for 18 months.
Patients who receive no treatment will be followed until relapse
and removal from the study.

PROGRESS

(81 11 - 82 09) One patient entered study. At present, patient
in complete remission and therapy is being continued.

STATUS: (0)
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TITLE: SWOG B8051: Fvaluation of L-Alanosine in Acute Leukemia,
Phase 11

PRINCIPAL INVESTIGATOR: LTC James k. Congdon, MC

PROFESSTIONAL ASSISTANTS: COL Friedrich H., Stutz, MC
LTC Trwin B. Dabe, MC
MAJ Lauren K. Colman, MC
MAJ Howard Davidson, MC
CPT Thomas M. Baker, MC
CPT Alfred H. Chan, MC

WORK UNIT NO: 82/53

TECHNICAL OBJECTIVE

To determine the antitumor activity of L-Alanosine as determined
bv response rate and duration of response in patients with acute
leukemia who are ineligible for higher priority studies and to
determine the nature and degree ot toxicity of this drug.

METHOD

This is a Phase [I1 clinical trial of a new chemotherapv agent and
is to be used in patients with acute leukemia who have not responded
to the standard forms of treatment. L-Alanosine has demonstrated
moderate activity against both acute lymphocvtic leukemia cells and
acute mvelogenous leukemia blast cells in cell culture work as well
as a variety of laboratorv animals. It has been tested in Phase 1
clinical trials in human beings and its toxicities, including
temporary myelosuppression., temporary nausea and vomiting, and
temporary gastrointestinal toxicity consisting mainly of stomatitis
and diarrhea, as well as a rare case of idiosvncratic anaphyvlactoid
reactions, have been recognized, The patients will have met a
number of performance and laboratorv eligihility criteria,
l.-Alanosine will be administered through a freelyv running IV line
as a continuous infusion for o consecutive davs, Hone marrow
examinations will be performed at weekly intervals and, if the

bone marrow blast count remains greater than 50% of the initial
count hyv 3 weeks, a second course will be given, The amount of
l.-Alanosine will be dotermined bv the patient's bodv surface area.

PROGRESS
(R2 05 - 82 0Y) One patient entered study Jun B2 with documented

disease progression after two cvceles. Patient died of acute
leukemia relapse two manths later,

STATUS: (0O)
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TITLE: SWOG 8077: Combined Chemotherapy and Hormonal Therapy
for Recurrent or Disseminated ER+ Breast Cancer, PACT
vs ACT, Phase 1I1.

PRINCIPAL INVESTIGATOR - LTC James k. Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC

LTC Irwin B. Dabe, MC
MAJ Lauren K. Colman, MC

MAJ Howard Davidson, MC
CPT Thomas M. Baker, MC
CPT Alfred H. Chan, MC

WORK UNIT NO: 82/14

TECHNICAL OBJECTIVE

To determine the response rate of a combined chemo-hormonal
program in ER+ patients with metastatic breast cancer; to
determine if the addition of prednisone will greatly increase
the response rate.

METHOD

If regular menstrual periods are present, oophorectomy will be
done followed within two weeks by chemotherapy. Twelve treat-
ments, one every four weeks, with aariamycin and cyclophosphamide
will be given. Half of the subjects will also receive prednisone
immediately before each chemotherapy injection. After the first
12 treatments, medication will be ad justed because of the detri-
mental effects of adriamycin when given for longer than 12 months,
and this regimen will be given once a month for 13 months. Those
patients whose ovaries have been removed will receive the same
regimens with the addition of tamoxifen throughout the study.

PROGRESS

(81 11 - 82 09) No patients registered on study at MAMC.

STATUS: (0)

244




TITLE: SWOG 8092: Use of Human Tumor Cloning System to Select
Chemotherapy for Patients with Ovarian Cancer Refractory
to Primary Therapy

PRINCIPAL INVESTIGATOR: COL Friedrich H. Stutz, MC

PROFESSIONAL ASSISTANTS: LTC Irwin B. Dabe, MC
LTC Roger B. Lee, MC

E WORK UNIT NO: 81/87

TECHNICAL OBJECTIVES

. To utilize the human tumor cloning assay to select single agent
T‘I chemotherapy for patients with epithelial-type ovarian cancer,

T refractory to standard therapy; to determine if the human tumor

’ cloning system can be utilized to select the therapy of individual
patients in a cooperative group setting.

L METHOD

Patients with a pathologic diagnosis of epithelial-type ovarian
cancer in pleural or peritoneal fluid or with solid tumor are

s eligible to have specimens sent to tumor cloning laboratories.

- These specimens will be cultured and incubated with antineoplastic
agents to determine their sensitivity to these chemotherapeutic
agents. In ovarian cancer resistant to standard treatment, treat-
ment recommendations will be made. All these patients should have
measurable disease. Other tumor specimens will be tested; however,
no treatment recommendations will be made in these instances,
especially when the patient was previously untreated with chemo-
therapy. This is an ancillary study and involves treatment only
in patients with epithelial type ovarian cancer. This treatment
continues for as long as the patient responds, tolerates the

L treatment, and continues to accept the investigational treatment.

L PROGRESS
(81 05 - 82 09) Two patients entered; one in FY 81, the other in

FY 82. There was no growth from either patient's tumor. Both
patients have expired since that time.

STATUS: (0O)




TITLE: SWOG 8101: VM-26 in Advanced GU Cancer
PRINCIPAL INVESTIGATOR: LTC James k. Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H., Stutz, MC
LTC Irwin B. Dabe, MC
MAJ Lauren K. Colman, MC
MAJ Howard Davidson, MC
CPT Thomas M. Baker, MC
CPT Alfred H. Chan, MC

WORK UNIT NO: 82/15

TECHNICAL OBJECTIVE

To determine the response rate and duration of response of VM-26
in locally advanced or metastatic transitional cell carcinoma of
the bladder, ureter, renal pelvis, and renal cell carcinoma; to
determine further the gquantitative and gualitative toxicity in
patients treated with VM-26.

METHOD
VM-26 will be given at 100 mg/M2 weekly for 4 weeks, rest 2 weeks,
and then repeated when WBC and platelet counts have recovered.
The VM-26 will be diluted with 100 cc of sodium chloride injection
USP or 5% dextrose injection USP before administration by IV

infusion. An adequate trial will be defined as completion of two
evaluable courses.

PROGRESS

(81 11 - 82 09) Two patients were entered. Both experienced
disease progression after 3 cycles and were removed trom study.

STATUS: (C)
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TITLE: SWOG 8106: Evaluation of AZQ (Carbamic Acid) in Central
Nervous System Tumors, Phase II

PRINCIPAL INVESTIGATOR: LTC James E. Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Irwin B. Dabe, MC
MAJ Lauren K. Colman, MC
MAJ Howard Davidson, MC
CPT Thomas M. Baker, MC
CPT Alfred H. Chan, MC

WORK UNIT NO: 82/39

TECHNICAL OBJECTIVE

To determine the efficacy of AZQ given by intermittent bolus
schedule in malignant gliomas by evaluation of response rate,
duration, and survival; to determine the qualitative and quan-
titative toxicities of AZQ given by this schedule in a Phase 11
setting.

METHOD

This is a Phase Il clinical trial of Aziridinylbenzoquinone (AZQ)
in patients with malignant, primary brain tumors who have not
completely responded to surgery and/or radiation therapy. AZQ

has demonstrated considerable effectiveness in controlling primary
brain neoplasms in a variety of laboratory animals. The drug has
been tested in Phase [ trials in humans, and its toxicities,
including temporary marrow suppression, nausea, emesis, alopecia,
and stomatitis have been recognized. All patients in this study
will have met a number of performance and laboratory eligibility
criteria as listed in the protocol. AZQ will be administered
through the side tubing of a freely flowing IV line in an amount
determined by the patient's body surface area. The treatments
will be repeated at three week intervals, unless unusual toxicities
are encountered, for a minimum of two courses or until objective
evidence of disease progression is ascertained.

PROGRESS

(82 03 - 82 09) No patients registered at MAMC.

STATUS: (O)
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TITLE: SWOG 8112: Combination Chemotherapy of Unfavorable
Histology Non-Hodgkin's Lymphoma with CHOP and CVB,
Phase I11

PRINCIPAL INVESTIGATOR: LTC James E. Congdon, MC

PROFESSTONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Irwin B. Dabe, MC
MAJ Lauren K, Colman, MC
MAJ Howard Davidson, MC
CPT Thomas M. Baker, MC
CPT Alfred H. Chan, MC

WORK UNIT NO: 82/59

TECHNICAL OBJECTIVE

To gain experience with a4 treatment program utilizing a combination
of two non-cross-resistant drug regimens in the treatment of

"poor prognosis" lymphomas; to determine an approximate complete
remission rate to the Cyclophosphamide, Adriamycin, Vincristine,
and Prednisone (CHOP)/Cis-platinum, Vinblastine, and Bleomycin
(CVB) treatment program prior to initiating a group wide Phase 111
study utilizing this program.

METHOD

Patients will initially receive 3 cycles ot CHOP chemotherapy,
which is the standard treatment for poor prognosis lymphoma. 1In
addition, he will receive a small injection of intrathecal Metho-
trexate at the start of each new CHOP regimen. All of these drugs
have been used extensively in lymphoma patients and their response
rates and various toxicities are well known, All patients will
have met a number of performance and laboratory eligibility cri-
teria as outlined in the protocol. Most ot these chemotherapy
agents will be administered throngh the side tubing of a freely
flowing IV line in an amount to be determinea by the patient's
body surface area. One agent, Prednisone, will be given by mouth
daily for 5 days at the start of each CHOP treatment regimen and
one final agent, Methotrexate, will be given directly into the
spinal column via spinal tap. All patients will receive a minimum
of 6 cycles of combination, cross-over type chemotherapy which will
be given every 3 weeks unless unusual toxicities are encountered.

PROGRESS

(82 06 - 82 09Y) No patients registered on the protocol at MAMC.

STATUS: ()
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TITLE: SWOG 8116: Evaluation of Bisantrene Hydrochloride in
Refractory Lymphoma, Phase 11

PRINCI PAL INVESTIGATOR. LTC James E. Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Irwin B. Dabe, MC
MAJ Lauren K. Colman, MC
MAJ Howard Davidson, MC
CPT Thomas M., Baker, MC
CPT Alfred H. Chan, MC

WORK UNIT NO: 82/48

TECHNICAL OBJECTIVE

To determine the response rate and response duration of malignant
lymphoma treated with bisantrene hydrochloride used in a single
dose, every-three-week schedule; to define the qualitative and
quantitative toxicities of bisantrene admirnistered in a Phase I1
study.

METHOD

This is a Phase Il clinical trial of a new chemotherapy agent,
bisantrene hydrochloride used in patients with malignant lymphomas
of the Hodgkin's and non-Hodgkin's varieties that have not
responded to standard treatment modalities. The drug has demon-
strated some effectiveness in controlling lymphomas in a variety
of laboratory animals. 1t has been tested in Phase I trials in
humans, and its toxicities, including temporary bone marrow
suppression, nausea, emesis, alopecia, transient hypotension,

and pain at the injection site have been recognized. All patients
in this study will have met a number of performance and laboratory
eligibility criteria as listed in the protocol. Bisantrene
hvdrochloride will bhe administered through the side tubing of

a freely flowing IV line in an amount determined by the patient's
body surface area. The treatments will be repeated at three
week intervals, unless unusual toxicities are encountered, for a

minimum of two courses or until objective evidence of disease
progression is ascertained,

PROGHE SS

(82 05 - 82 09) No patients registered on the protocol at MAMC.

STATUS: (0O)
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TITLE: SWOG 8117: Evaluation of Bisantrene Hydrochloride in
Refractory Ovarian Cancer, Phase 11

PRINCIPAL INVESTIGATOR: LTC James E. Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Irwin B. Dabe, MC
MAJ Lauren K. Colman, MC
MAJ Howard Davidson, MC
CPT Thomas M. Baker, MC
CPT Alfred H. Chan, MC

WORK UNIT NO: 82/49

TECHNICAL OBJECTIVE

To determine the response rate and response duration of refractory
ovarian cancer treated with bisantrene hydrochloride used in a
single dose, every-three-week schedule; to define the qualitative
and quantitative toxicities of bisantrene administered in a

Phase I1 study.

METHOD

This is a Phase Il c¢linical trial evaluating a new chemotherapy
agent, bisantrene hydrochloride, in the treatment of refractory
ovarian carcinoma. Bisantrene is one of a series of new synthetic
anticancer drugs in the hydrazone class which have demonstrated
some in vitro activity in cell culture work against ovarian
carcinoma as well as some in vivo efficacy in human volunteers.
The clinical toxicities have been delineated in Phase 1 trials

and include transient myelo suppression, nausea, emesis, transient
alopecia, transient mild hypotension, and local superficial
ulceration of the skin with extravasation of the drug at the IV
site. The exact dosage of bisantrene that the patient will receive
depends on several factors including the patient's height, body
weight, and performance standards on several laboratory tests
which evaluate bone marrow, hepatic, and renal function. The

drug will be administered, dissolved in 500 c¢c of dextrose in
water solution, through a treely flowing IV line over two hours.
Unless unusual toxicities are encountered, the treatments wili

be repeated at three week intervals, for a minimum of two cycles
or until objective evidence of disease progression is ascertained.

PROGRESS

(82 05 - 82 0Y) No patients registered on the protocol at MAMC.

STATUS:  (0)
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TITLE: SWOG 8118: Evaluation of Bisantrene Hydrochloride in
Refractory Malignant Melanoma, Phase 11

PRINCIPAL INVESTIGATOR: LTC James E. Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Irwin B. Dabe, MC
MAJ Lauren K. Colman, MC
MAJ Howard Davidson, MC
CPT Thomas M. Baker, MC
CPT Alfred H. Chan, MC

WORK UNIT NO: 82/50

TECHNICAL OBJECTIVE

To determine the response rate and response duration of malignant
melanoma treated with bisantrene hydrochloride used in a single
dose, every-three-week schedule; to define the qualitative and
quantitative toxicities of bisantrene administered in a Phase I1I
study.

METHOD

This is a Phase Il clinical trial evaluating a new chemotherapy
agent, bisantrene hydrochloride, in the treatment of malignant
melanoma which has become refractory to standard treatment
modalities. This drug has demonstrated some effectiveness in
controlling malignant melanoma neoplasms in cell cultures and in
a variety of laboratory animals. The drug has been tested in
Phase I clinical trials in human beings and its toxicities,
including temporary bone marrow suppression, nausea, emesis,
alopecia, mild hypotension, and pain at the injection site, have
been recognized. All patients entered into the study will have
met a number of performance and laboratory eligibility criteria
as outlined in the protocol. Bisantrene hydrocholride will be
administered through the side tubing of a freely flowing IV line
in an amount determined by the patient's body surface area.
Unless unusual toxicities are encountered, the treatments will
be repeated at three week intervals, for a minimum of two cycles
or until objective evidence of disease progression is ascertained.

PROGRESS

(82 05 - 82 09) No patients registered on the protocol at MAMC.

STATUS: (0)
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TITLE: SWOG 8119: Evaluation of Bisantrene Hydrochloride in
Hepatoma, Phase 11

PRINCIPAL INVESTIGATOR: LTC James E. Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Irwin B. Dabe, MC

MAJ Lauren K. Colman, MC
MAJ Howard Davidson, MC
CPT Thomas M. Baker, MC
CPT Alfred H. Chan, MC

WORK UNIT NO: 82/51

TECHNICAL OBJECTIVE

To determine the response rate and response duration of hepatomas
treated with bisantrene hydrochloride used in a single dose,
every-three-week schedule; to define the qualitative and quanti-
tative toxicities of bisantrene administered in a Phase Il study.

METHOD

This is a Phase Il clinical trial evaluating a new chemotherapy
agent, bisantrene hydrochloride, in the treatment of malignant
primary carcinoma of the liver. The patients will have all failed
on prior standard treatments including surgery, radiation therapy,
and chemotherapy. This drug has demonstrated some effectiveness
in controlling primary liver cancer in a variety of laboratory
animals. The drug has been tested in Phase I clinical trials

in human beings and its toxicities, including temporary nausea,
emesis, alopecia, transient mild hypotension, transient mild
myelosuppression, and localized pain at the injection site, have
been recognized. All patients entered into the study will have
met a number of performance and laboratory eligibility criteria

as outlined in the protocol. Bisantrene hydrocholride will be
administered through the side tubing of a freely flowing IV line
in an amount determined by the patient's body surface area.

Unless unusual toxicities are encountered, the treatments will

be repeated at three week intervals, for a minimum of two cycles
or until objective evidence of disease progression is ascertained.

PROGRESS

(82 05 - 82 09) No patients registered on the protocol at MAMC.

STATUS: (0)




TITLE: SWOG 8120: Evaluation of Bisantrene Hydrochloride in
Gastric Carcinoma, Phase II

PRINCIPAL INVESTIGATOR: LTC James E. Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Irwin B. Dabe, MC
MAJ Lauren K. Colman, MC
MAJ Howard Davidson, MC
CPT Thomas M. Baker, MC
CPT Alfred H. Chan, MC

WORK UNIT NO: 82/52

TECHNICAL OBJECTIVE

To determine the response rate, response duration, and survival
of gastric carcinoma treated with bisantrene hydrochloride used
in a single dose, every-three-week schedule; to define the gaul-
itative and quantitative toxicities of bisantrene administered
in a Phase Il study.

METHOD

This is a Phase Il clinical trial evaluating a new chemotherapy
agent, bisantrene hydrochloride, in the treatment of malignant
primary gastric carcinoma. The patients will have all failed

on prior standard treatments including surgery and standard
chemotherapy agents. This drug has demonstrated some effective-
ness in controlling the growth of primarv gastric carcinomas in
cell culture work and moderate effectiveness in several laboratory
animals. The drug has been tested in Phase I clinical trials in
human beings and its toxicities, including temporary nausea,
emesis, alopecia, transient mild hypotension, transient mild
myelosuppression, and localized pain at the injection site, have
been recognized. All patients entered into the study will have
met a number of performance and laboratory eligibility criteria
as outlined in the protocol. Bisantrene hydrocholride will be
administered through the side tubing of a freely flowing IV line
in an amount determined by the ratient's body surface area as
well as the patient’'s overall performance status. Unless unusual
toxicities are encountered, the treatments will be repeated at
three week intervals, for a minimum of two cycles or until
objective evidence of disease progression is ascertained.

PROGRESS

(82 05 - 82 09) No patients registered on the protocol at MAMC.

STATUS: (0O)
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TITLE: SWOG 8206: Evaluationn of Aclacinomycin A in Colorectal
Carcinoma, Phase I1
PRINCIPAL INVESTIGATOR: LTC James E. Congdon, MC
PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Irwin B. Dabe, MC
MAJ Alfred H. Chan, MC
MAJ Howard Davidson, MC
MAJ Timothy J. O'Rourke, MC

CPT Thomas M. Baker, MC

WORK UNIT NO: 82/70

TECHNICAL OBJECTIVE

To determine the antitumor activity of aclacinomycin A in
previously untreated patients with colorectal carcinoma by
determination of the response rate and remission duration of two
dosage schedules: a single dose, every-three-week schedule and a
weekly dosage schedule for four weeks out of six; and to further
define the qualitative and quantitative toxicities of this drug
for each of the two dosage schedules in a phase Il study.

METHOD

This is a phase Il study designed to determine the efficacy of
a new agent, aclacinomycin A, in the treatment of disseminated
or recurrent colon carcinoma. Aclacinomycin A is in the
anthracycline derivative class of chemotherapeutic agents.

It has seen limited in vitro and in vivo trials but has demon-
strated activity in a number of hematologic and solid tumors.
Aclacinomycin A will be given by IV infusion on one of two
treatment schedules: either weekly (65 mg/Mz) tfor four weeks
followed by a two-week rest period or once every three weeks
(100 mg/M2) for two cycles. At the end of the initial treat- |
ment phase, a repeat metastatic evaluation will be performed

and, if there is evidence ot rumor response, the treatments will
continue. Treatment will be terminated at the first evidence of

tumor progression or withdrawal of patient's permission.

PROGRESS

(82 09 - 82 09) No patients registered at MAMC.

STATUS:

(0)
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TITLE: SWOG 8207: AZQ in Advanced Renal Cell Carcinoma,
Phase 11

PRINCIPAL INVESTIGATOR: LTC James k. Congdon, MC

PROFESSIONAL ASSISTANTS: COL Friedrich H. Stutz, MC
LTC Irwin B. Dabe, MC
MAJ Alfred H. Chan, MC
MAJ Howard Davidson, MC
MAJ Timothy J. O'Rourke, MC
CPT Thomas M. Baker, MC

WORK UNIT NO: 82/71

TECHNICAL OBJECTIVE

To determine the response rate and duration of response in
patients with advanced renal cell carcinoma treated with AZQ
(aziridinvlbenzoquinone) used in a single dose, every-three-week
schedule; and to define the qualitative and quantitative
toxicities of AZQ administered in a phase I1 study.

METHOD

This is a phase [l study designed to determine the efficacy of a
new agent, A7Q, in the treatment of advanced renal cell carcinoma.
It has shown promising in vitro and in vivo efficacy in a number
of adenocarcinomas incl'uding renal cell carcirnma. The drug

will be given through tne side tubing of a freely running 1V

every 3 weeks (good risk: 40 mg/Mz, poor risk: 30 mg/Mz). The
treatments will be continued on a 3-week basis as long as there

is objective evidence of disease stabilization or regressions.
Treatment will be terminated if unacceptable side effects develop .
or if there is objective evidence of disease progression. y

PROGRESS

(82 09 - 82 09) No patients registered at MAMC.,

STATUS: (O)
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TITLE: GOG #26C: A Phase I1 Trial of Cis-Platinum Diamminedichloride
PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC
PROFESSIONAL ASSISTANTS: COi. William L. Benson, MC

WORK UNIT NO: 82/07

TECHNICAL OBJECTIVE

To screen for activity of new agents or drug combinations in
patients with advanced malignancies. The intent is to
determine the efficacy of chemotherapeutic agents in patients
whose advanced malignancies have been resistant to high priority
methods of treatment.

METHOD

All patients with measurable gynecological cancer, who have
failed higher priority therapies, will be offered Cis-Platinum
as a Phase Il drug to determine its efficacy. The drug is given
at 50 mg/Mz intravenously every three weeks as toxicity permits.
Patients who respond or who demonstrate disease will continue to
receive the agent until progression has occurred,

PROGRESS

(81 11 - 82 09) Twn patients were entered on this protocol; one
had progression of disease.

STATUS (O)
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TITLE: GOG #26-L: A Phase 11 Trial of Tamoxifen in Patients with
Advanced Endometrial Adenocarcinoma

PRINCIPAL INVESTIGATOR: LTC Roger B, Lee, MC
PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 81/66

TECHNICAL OBJECTIVES

To determine the efficacy of Tamoxifen in patients whose advanced
malignancies have been resistant to higher priority methods of
treatments in a Phase 11 study.

METHOD

Eligible patients are those who have histologically confirmed
advanced recurrent persistent metastatic or local endometrial
carcinoma with documented disease progression. Patients will
receive tamoxifen 10 mg PO b,i.d. for a minimum of 8 weeks or
until progression or adverse effects prohibit further therapy.
Patients with stable disease after 8 weeks will receive 20 mg

PO b.i.d. Patients with a response after 8 weeks will continue
therapy at 10 mg PO b.i.d. until progression of disease or adverse
effects prohibit further therapy. If a tumor flare is suspected
instead of progression, treatment will be continued for a total
of 8 weeks and the patient reevaluated at that time.

PROGRESS

(81 03 - 82 09) No patients entered on this protocol at MAMC.

STATUS: (C)




TITLE: GOG #26-0: A Phase Il Trial of Aziridinylbenzoquinone
(AZQ) in Patients with Advanced Malignancies

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC
PROFESSIONAL ASSISTANTS: COL William L. Benson, MC

WORK UNIT NO: 82/30

TECHNICAL OBJECTIVE

To determine the efficacy of chemotherapeutic agents in patients
whose advanced malignancies have been resistant to high priority
methods of treatment. This is a phase I]l study.

METHOD
Eligible patients are those with advanced gynecological
malignancies who have been resistant to higher Briority method s
of treatment. The dosage of the AZQ is 30 mg/M< given every
three weeks as toxicity permits. Medicine will be continued
for as long as the tumor shows a response,

PROGRESS

(82 03 - 82 09) No patients entered at MAMC.

STATUS: (0)
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TITLE: GOG #33: A Clinical Pathologic Study of Stages I and I1I
Carcinoma of the Endometrium

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC
PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 81/12

TECHNICAL OBJECTIVES

To determine the incidence of pelvic and aortic lymph node metas-
tases associated with Stages I and II adenocarcinoma of the
endometrium and the relationship of the node metastases to other
important prognostic factors. These findings will then be used
as a guide for treatment protocols.

METHOD

These patients will receive standard treatment; this protocol is
only for data collection purposes. Patients with histologically
proven endometrial carcinoma, clinical FIGO Stages I (grades 2 and
3) and Stage II (all grades) who have undergone total abdomonial
hysterectomy, bilateral salpingo-oopherectomy, selective pelvic and
para-aortic lymphadenectomy, and peritoneal cytology sampling are
eligible. The following histologic types of endometrial carcinoma
are acceptable: adenocarcinoma, adenocarcinoma with squamous
metaplasia, adenoacanthoma, and adenosquamous carcinoma. Patients
who have received preoperative radiotherapy are ineligible. Patho-
logic evaluation will include:

a. peritoneal washing will be evaluated for malignant cells,;

b. the uterus will be evaluated in regard to location of tumor,
depth of myometrial invasion, differentiation of tumor,
size of uterus;

c. the adnexae will be evaluated for presence of metastasis,;

d. the lymph nodes (total number indicated) will be evaluated
as to metastasis and location and number of lymph nodes
involved.

At ter surgery, all patients will be entered into the appropriate
protocol or receive appropriate treatment if no protocol is avail-
able.

PROGRESS
(80 11 - 82 09) Five patients have been entered on the protocol
two of these during FY 82, All show no evidence of disease at

this time.

STATUS: (0O)
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TITLE: GOG #34: A Randomized Study of Adriamycin as an Ad juvant
Af ter Surgery and Radiation Therapy in Patients with High-
Risk Endometrial Carcinoma Stage I and Occult Stage 11

PRINCIPAL INVESTIGATOR: LLTC Roger B. Lee, MC

PROFESSIONAL ASSISTANT: COL William L., Benson, MC

WORK UNIT NO: 81/24

TECHNICAL OBJECTIVES

To study differences in morbiditv and patient survival as functions
of various tumor growth patterns as well as treatment in the high
risk Stage I and, optionallv, high risk Stage Il occult endometrial
carcinoma.

METHOD

Patients with primary, previously untrected, histologically confirmed
invasive carcinoma of the endometrium, Stage I or II occult, all
grades, with one or more of the following high risk criteria are
eligible: (1) all lesions with equal to or greater than 1/2 myome-
trial involvement; (2) positive pelvic and/or para-aortic nodes;

(3) microscopic evidence of cervical involvement but no gross clini-
cal involvement of the cervix; (4) adnexal metastasis. Surgery will
be followed in 2-6 weeks by "tailored" radiation therapy, pelvic

and for para-aortic, depending on node positivity. Prior to the
initiation of radiation, therapy patients will be randomized to no
further therapy or to adriamycin beginning 2-4 weeks after radiation
therapy.

PROGRESS
(80 12 - B1 09) No patient entries at MAMC.

(81 10 - 82 0Y)Y Two patients were entered with no progression
of disease.

STATUS: (O)
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TITLE: GOG #36: Surgical-Pathologic Study of Women with Squamous
Cell Carcinoma of the Vulva

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC
PROFESSIONA: . SSISTANT: COL William L. Benson, MC

WORK UNIT NO: 81/67

TECHNICAL OBJECTIVES

To determine by observations of b5-year survival and disease-free
interval the validity of current FIGO staging to the histopathologic
prognostic factors of size of lesion, location of lesion, depth of
invasion of tumor in millimeters, histologic grade, and site and
number of positive lymph nodes in Stages [-1V carcinoma of the vulva;
to rapidly accumulate prospectively significant surgical pathologic
data which would expedite development of further protocols for sub-
sets of disease identified; to determine morbidity of primary radical
surgical therapy.

METHOD

ligible patients are those with primary, previously untreated
histologically confirmed invasive squamous cell carcinoma of the
vulva clinically determined to be Stage 1 through IV, Patients

will be treated with radical vulvectomy plus bilateral groin di-
section. The patients will undergo a thorough pelvic examination
under anesthesia to assess pelvic structures and evaluate possible
pelvic node disease. Those with negative groin nodes will be
followed for 5 years without therapy. Those with positive groin
nodes will be transferred to GOG #37. Relevant pathologic specimens
will be studied.

PROGRESS

(81 03 -~ 82 09) No entries at MAMC.

STATUS: (0O)
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TITLE: GOG #37: A Randomized Studvy of Radiation Therapy Versus
Pelvic Node Resection for Patients with Invasive Squamous
Cell Carcinoma of the Vulva Having Positive Groin Nodes

PRINCI PAL INVESTIGATOR: LTC Roger B. lLee, MC

PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 81/68

TECHNICAL OBJECTIVES

To determine the benefit and morbidity of adding ad junctive radiation
therapy to pelvis and groin for patients found to have positive groin
nodes at the time of radical vulvectomy and bilateral groin dissection.

METHOD

Eligible patients are those with primary previously untreated histo-
logically confirmed invasive squamous cell carcinoma of the vulva,
such that radical vulvectomy suffices to remove all of the local
lesion, and whose surgery revealed that there were nodes in the groin
on one or both sides containing metastatic carcinoma. Patients will
be randomized to receive pelvic node dissection (the dissection will
be carried out only on the side containing positive groin nodes or a
bilateral if both sides are positive) or to receive bilateral groin

and pelvic node irradiation. Major parameters to be studied are
survival and time to recurrence. Patients will be followed quarterly

for 3 vears and everv 6 months thereafter,

PROGRESS

(81 03 - 82 0Y) No entries at MAMC,

STATUS - ()
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TITLE: GOG #40: A Clinical-Pathologic Study of Stages I and II
Uterine Sarcomas

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC
PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 81/79

TECHNICAL OBJECTIVES

The purpose of this study is to determine the incidence of pelvic
and aortic lymph node metastases associated with Stages I and II
uterine sarcomas, the relationship of these node metastases to
other important prognostic factors such as mitotic index of the
tumor, and the complication rate of the procedures. These find-
ings will then be used as a guide for treatment protocols.

METHOD

Patients with histologically proven uterine sarcoma clinical
Stages I or 11 who undergo total abdominal hysterectomy, bilateral
salpingo-oophorectomy, selective pelvic and para-aortic lymphaden-
ectomy, peritoneal cytology sampling and omentectomy (optional)

as described in the protocol are eligible. Patients who have

had prior preoperative ad juvant pelvic radiation or chemotherapy
will be ineligible. The following pathologic evaluation will be
done:

a. Peritoneal cytology will be evaluated for malignant cells.
h. The uterus will be evaluated at least in regard to:
(1) location of tumor; (2) depth of myometrial invasion,
(3) differentiation of tumor; (4) size of uterus;
(5) number of mitoses per 10 HPF, (6) histologic type of
tumor.
c. The adnexa will be evaluated for presence of metastasis.
d. The lymph nodes will be evaluated as to metastasis and:
(1) location of involved lymph nodes and (2) number involved.
After surgical staging, patients may be transtferred to an appropriate
treatment protocol if all criteria are met. If no protocol is avail-
able, further treatment will be at the discretion of the physician.

(81 05 - 82 09) A total of three patient entries; two during FY 82,
One patient has regressed.

STATUS: (0)
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TITLE: GOG #41: Surgical Staging of Ovarian Carcinoma

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC
PROFESSIONAL ASSISTANT: COL William L., Benson, MC

WORK UNIT NO: 81/35

TECHNICAL OBJECTIVES

To determine the spread of ovarian carcinoma to intraperitoneal
structures and retroperitoneal lymph nodes by direct examination,
cytologic sampling, and biopsy; to establish a surgical protocol
for patients entered into GOG ovarian cancer treatment protocols;
to determine the complication rate of the procedures.

METHOD

There will be no change in the surgical procedures performed.
This protocol is being performed as a statistical protocol.

These will be patients who have surgery as standard treatment.
Eligible patients will be those who have Stages I, I1, or III
(optimal) ovarian carcinoma. Patients undergoing total abdom-
inal hysterectomy, bilateral or unilateral salpingo-oophorectomy,
bivalving of the other ovary, selective pelvic and para-aortic
lymphadenectomy, omental biopsy, or peritoneal cytology sampling
will be studied. They will not be given any preoperative treat-
ment, but will be subjected to a complete and thorough evaluation
before surgery. All patients will be explored and the steps for
surgery will be as standard surgery dictates. Specific observa-
tions will be made as to the findings. If fluid is not present,
washings will be taken from the inside of the abdomen to study
cells. A thorough examination of all structures from the dia-
phragm to the pelvic floor will be carried out. After surgical
staging, patients will be transferred to the appropriate treat-
ment protocol or further treatment will be at the discretion of
the investigator if no protocol is available.

PRUGRESS

(81 01 - 82 09) A total of ten patients has been entered (three
during FY 82); all with no evidence of disease at present.

STATUS: (0O)
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TITLE: GOG #42: Treatment of Recurrent or Advanced Uterine Sarcoma -

A Randomized Comparison of Adriamycin Versus Adriamycin and
Cyclophosphamide, Phase I1I

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, LTC
PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 81/69

TECHNICAL OBJECTIVES

To determine if Adriamycin alone is more effective than Adriamycin
and cyclophosphamide in producing responses in advanced or recurrent
uterine sarcoma; and to determine the duration of response for each
different treatment arm.

METHOD

Patients with primary Stage II]l or Stage IV or recurrent uterine
sarcoma are eligible. Patients with primary Stage 111 disease must
have undergone exploratory laparotomy. Patients with measurable

or non-measurable disease will be eligible, but they will be analyzed
separately. Patients previously treated with radiotherapy to the
pelvic bed are eligible provided the radiation was completed more
than 3 months before entry. Patients with prior chemotherapy are
ineligible. Patients will be stratified by performance status and
radiation therapy. They will bg randomized to one of two regimens,
Regimen 1: adriamycin, 60 mg/M“ IV q 3 weeks for a total dosage of
480 mg/Mz. Regimen 2: adriamycin, 60 mg/Mz, IV q 3 weeks plus
cyclophosphamide 500 mg/M2 IV q 3 weeks. Both medications will be
discontinued when a total dosage of adriamycin of 480 mg/M2 is
received. Patients with progressive disease at any time will

be withdrawn from the study. Patients who respond or have disease
stability will remain on study until the maximum cumulative dose
has been reached or until adverse effects prohibit further therapy.

PROGRESS

(81 03 - 82 09) No entries at MAMC,

STATUS: (C)
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TITLE: GOG #43: A Randomized Comparison of Cis- Plat1num 50 mg/M2
in Every Three Weeks vs Cis-Platinum 100 Mg/M in Every Three
Weeks vs Cis-Platinum 20 Mg/M2 IV Daily X 5 Days Every Three
Weeks in the Treatment of Patients with Advanced Carcinoma of

the Cervix (Phase I11)
PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC
PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 81/09

TECHNICAL OBJECTIVES

To confirm the effectiveness of Cis-Platinum in advanced recurrent
squamous cell carcinoma of the cervix no longer responding to
radiation therapy or surgery; to compare the frequency and duration
of response and adverse effecs of Cis-Platinum therapy using three
different doses and treatment schedules; to evaluate the role of
serial determination of serum carcinoembryonic antigen (CEA) levels
in determining extent of disease and response to treatment, and

in predicting treatment failure.

METHOD

Patients with histologically confirmed locally advanced, recurrent,
persistent, or metastatic squamous cell carcinoma of the cervix
resistant to curative treatment with surgery or radiotherapy are
eligible. Patients with previous chemotherapy are ineligible.
Patients must have lesions that are measurable. Patients will be
randomized to one of the following three regimens. Regimen I: cis-
platinum 50 mg/M IV q 3 weeks for 8 courses with follow-up every

4 weeks. Patients who progress before 8 cycles will be switched to
Regimen 11. After 8 cvcles, when progression occurs patients will be
retreated with Regimen I untll progression. Patients receiving
retreatment with low-dose platinum will be escalated to 100 mg/M if
no regression occurs after 2 cycles or if progression is noted at
any point. Regimen I1: cis-platinum 100 mg/M2 IV q 3 weeks for 4
courses and follow-up every 4 weeks. If progression occurs after

4 courses, retreatment with Regimen I1 until progression.

Regimen II1: cis-platinum 20 mg/ME IV x 5 g 3 weeks x 4 courses

with follow-up every 4 weeks. [f progression after 4 courses,
retreatment with Regimen T11 until progression,

PROGRESS

(80 10 - 81 09) Two patients entered - both died from disease.

(81 10 - 82 09) No patients entered at MAMC.

STATUS: (C)




TITLE: GOG #44: Evaluation of Ad juvant Vincristine, Dactinomycin,
and Cyclophosphamide Therapy in Malignant Germ Cell Tumors
of the Ovary After Resection of all Gross Tumor, Phase I1I

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC

PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 81/25

TECHNICAL OBJECTIVES

To evaluate the effect of combined prophylactic vincristine,
dactinomycin, and cyclophosphamide (VAC) chemotherapy in patients
with endodermal sinus tumor, embryonal carcinoma, immature teratoma
(Grades 2 and 3), choriocarcinoma, and malignant mixed germ cell
tumors of the ovary, Stages I and I, after total removal of all
gross tumor; to evaluate the role of serum markers, especially
alpha-feto-protein and human chorionic gonadotropin (beta HCG),
when these are present in predicting response and relapse; to
determine the role of restaging laparotomy in determining response,
predicting relapse, and planning further therapy.

METHOD

Patients with histologically confirmed malignant germ cell tumors
of the ovary, Stage I or Il, if previously untreated and com-
pletely resected, (excluding patients with pure dysgerminoma) will
be eligible. Patients with Grade 2 or 3 immature teratoma are
eligible. After adequate recovery from required surgery, patients
will receive 6 courses of VAC chemotherapy. If progression is
noted during chemotherapy, patients will be transferred to the
appropriate protocol. Patients with no evidence of disease

after 6 courses will then undergo a restaging laparotomy. Those
showing evidence of progression will be transterred. If laparotomy
reveals no evidence of disease, patients will receive an additional
3 courses of VAC and then be followed on no further therapy.

PROGRESS

(80 12 - 82 09) No entries at MAMC.

STATUS: (0)
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TITLE: GOG #48: A Study of Progestin Therapy and a Randomized
Comparison of Adriamycin vs Adriamycin Plus Cyclophos-
phamide in Patients with Advanced Endometrial Carcinoma
After Hormonal Faiiure (Phase III Study)

PRINCI PAL INVESTIGATOR: LTC Roger B. Lee, MC

PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 81/43

TECHNICAL OBJECTIVES

To evaluate the response oi advanced or recurrent endometrial
carcinoma to oral progestins in patients who have received no
prior hormonal therapy for cancer; and to compare a combination
of adriamycin and cvclophosphamide to adriamycin alone as therapy
for advanced or recurrent endometrial carcinoma which no longer
responds to or has failed to respond to progestins in patients
who have received no prior cytotoxic drugs.

ME THOD

Patients with documented primary Stage 111, Primary Stage IV,
recurrent or residual endometrial adenocarcinoma, adenoacanthoma,
or adenosgquamous carcinoma, whose potential for cure by radiation
therapy or surgery alone or in combination is very poor, are
eligible for this study. Patients who have received previous
chemotherapy are ineligible. Patients will be randomized.
Regimen 1: adriamycin 60 mg/MZ IV q 3 weeks x 8 courses.
Responders will have follow-up only. Those with progression

will be transferred to Protocol #26.

Regimen 2: adriamycin 60 mg/Mz IV q 3 weeks x 8 courses plus
cyclophosphamide 500 mg /M< IV q 3 weeks x B courses. Responders
will receive follow-up only. Those with progression will be
transferred to Protocol #26. Those patients with no prior
hormonal therapy will be placed on C.T. Provera for a minimum

of 12 weeks., Those with progression of disease at any time

after 12 weeks will be randomized as above,

(81 02 - 82 09) Two patients, both entered 1n FY 81, are on this
protocol, with disease but alive,

STATUS: (0O)
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TITLE: GOG #49: A Surgical-Pathologic Study of Women with Invasive
Carcinoma of the Cervix Stage Iy and Randomly Assigned Radia-
tion Therapy Versus No Further Therapy in Selected Patients,
Phase I11

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC

PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 81/70

TECHNICAL OBJECTIVES

To determine by observations of the 5-year survival and disease-
free interval, the validity of current FIGO staging of the histo-
pathologic prognostic factors of size of lesion, location of

lesion, depth of invasion of tumor in millimeters, histology and
grade, growth pattern, and site and number of positive lymph nodes
in Stage Ig carcinoma of the cervix; to rapidly accumulate pro-
spectively significant surgical pathologic data which would expedite
development of further protocols; to determine morbidity of primary
radical surgical therapy; to determine if radiation therapy will
improve survival in selected patients with positive nodes.

METHOD

Patients with primary, previously untreated histologically confirmed
invasive Stage Ig (invasion of 3 mm or greater of lymphatic invasion)
carcinoma of the cervix (squamous cell, adenocarcinoma, or adeno-
squamous) will be eligible. Patients must have undergone exploratory
laparotomy, peritoneal fluid sampling, bilateral pelvic and para-
aortic lymphadenectomy and radical hysterectomy to be eligible for
the randomized portion of the study. Those with negative pelvic
nodes will receive no further therapy and be followed for 5 years.
Those with positive pelvic nodes, unilateral metastasis, 3 or fewer
positive pelvic nodes, no parametrial involvement, and clear vaginal
margins will be randomized to receive no further therapy (follow-up
for 5 years) or whole pelvic radiation with follow-up of 5 years.
Those with positive para-aortic nodes on paraffin section will be
entered on other GOG protocols as appropriate.

PROGRESS
(81 03 - 81 09) No entries at MAMC.
(81 10 - 82 0Y) Four patients entered: 3 stable and one with

progression of disease.

STATUS: (0)
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TITLE: GOG #50: A Study of Adriamycin as Postoperative Therapy
for Ovarian Sarcoma, Primary or Recurrent, With no Prior
Chemotherapy

PRINCI PAL INVESTIGATOR: LTC Roger B. Lee, MC

PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 81/71

TECHNICAL CBJECTIVES

To evaluate the efficacy of adriamycin in the treatment of primary
ovarian sarccmas, primary or recurrent, through historic controls;
and to accumulate additional surgical-pathological data relative
to ovaridan sarcomas.

METHOD

Patients must have histologically confirmed primary Stage 1I-1V or
recurrent ovarian sarcoma. Cases without histologic confirmation
of recurrence must be documented by submission of original slides.
Optimal reductive surgery is required ror cases with advanced
disease, whether primary or rerurrent. Patients may have
measurable disease, nonmeasurable disease, or no residual disease
postoperatively. The endometrium must be examined to exclude

an endometrial origin of the tumor. Patients with prior chemo-
therapy are ineligible. All patients will receive chemotherapy
as soon as the acute effects of surgery have resolved. After
completion of a total cumulative dose of 550 mg/M2, patients

with clinically complete responses or detectable disease which

is thought to be resectable will undergo second look surgery.
Those patients with progression will be entered on Protocol #26.
At second look those with NED will have no further therapy and
follow-up for five yvears; those with stable disease or
progression will be entered on Protocol #26.

PROGRESS

(81 03 - 82 09) No entries at MAMC.

STATUS: (0)
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TITLE: GOG #52: A Phase III Randomized Study of Cyclophosphamide
Plus Adriamycin Plus Platinol Versus Cyclophosphamide Plus
Platinol in Patients with Optimal Stage II[ Ovarian Adeno-
carcinoma

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC

PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 81/105

TECHNICAL OBJECTIVES

To determine, in "optimal" Stage 111 ovarian adenocarcinoma, if
the addition of adriamycin to cyclophosphamide plus cis-platinum
(Platinol) improves progression-free interval, frequency of
negative second-look laparotomy and survival. This protocol
replaces GOG #25.

METHOD

Eligible patients are those with proven primary Stage III ovarian
adenocarcinoma confined to the ahdominal cavity and its peritoneal
surfaces with residual tumor masses after surgery no larger than

1 cm in diameter. Patient must be more than 6 weeks post-operative.
Patients with prior chemo- or radiotherapy are ineligible. Patients
will be randomized to cyclophosphamide plus Plantinol every three
weeks for eight courses or to cyclophosphamide and Plantinol plus
adriamycin every three weeks for eight courses. After eight courses
those with less than clinically complete response will go off study
and be followed for survival; those with clinically complete
response will have second-look surgery to validate the complete
response or to remove residual tumor masses. Patients will then

be followed for approximately 5 vears for survival rates.

PROGRESS
(81 08 - 81 09) No entries at MAMC.

(81 10 - 82 09) Two entries with no progression of disease,

STATUS: 0)
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TITLE: GOG #53: A Randomized Double-Blind Clinical Trial
Evaluating Cholestyramine Prophylaxis for Radiation-
Induced Diarrhea, Phase I1

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC

PROFESSIONAL ASSISTANT: COL William L. Benson, MC
COL Donald Kull, MC

WORK UNIT NO: 81/115

TECHNICAL OBJECTIVES

To assess the effectiveness of cholestyramine in a randomized
double-blind study in which radiotherapy plus cholestyramine
will be compared with radiotherapy plus placebo.

METHOD

Patients with histologically confirmed gynecologic malignancies
who undergo standard whole pelvis irradiation for at least four
weeks will be randomized to receive either irradiation plus
cholestyramine daily during irradiation plus 2 weeks following
irradiation; or irradiation plus a placebo. The major parameter
of response will be daily stool frequency for both groups.
Weekly weight will also be monitored as well as radiotherapy
morbidity post-treatment. Patients who have been previously
treated with pelvic irradiation or who are receiving chemotherapy
or immunotherapy will be ineligible. Pregnant patients or those
with severe pre-existing constipation will be ineligible.

PROGRESS

(81 09 - 82 09) No entries at MAMC.

STATUS: (C)
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TITLE: GOG #54: The Treatment of Women with Malignant Tumors
of the Ovarian Stroma with Combination Vincristine,
Dactinomycin, and Cyclophosphamide--Phase II1I; and a
Phase I1 Evaluation of Adriamycin in Malignant Tumors of
the Ovarian Stroma Refractory to Primary Chemotherapy

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC

PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 81/116

TECHNICAL OBJECTIVES

To evaluate the effectiveness of combined vincristine, dactinomycin,
and cyclophosphamide (VAC) in treatment of malignant tumors of the
ovarian stroma in patients with residual, recurrent or advanced
disease; to confirm completeness of response to VAC treatment with
restaging laparotomy,; to evaluate response to adriamycin in patients
who fail primary treatment with VAC; to evaluate the endometrium
histologically to learn more about the relationship between stromal
tumors and endometrial cancer.

METHOD

kligible patients must have histologically confirmed malignant
tumors of the ovarian stroma (granulosa cell tumor, granulosatheca
cell tumor, Sertoli-Leydig cell tumor, androblastoma, gynandro-
blastoma, unclassified sex cord-stromal tumor, sex cord tumor with
annular tubules) not amenable to cure by further surgery or radia-
tion therapy. Patients who have received chemotherapy at any time
or those who have received radiotherapy less than four weeks prior
to entry are ineligible for study. Patients admitted to this study
will have undergone an exploratorv laparotomy with removal of as
much tumor as is prudent. Chemotherapy will be followed within
four weeks and not later than six weeks following surgery. Patients
must have recovered from surgery. All patients will receive VAC
for a minimum of three cycles or a maximum of ten cvcles. Patients
who exhibit a complete response cr a partial response after ten
cycles which makes remaining discase resectable will undergo a
restaging laparotomy, If all residual disease is resected at
restaging laparotomy, patients will receive adriamycin. If there
is no evidence of disease at restaging laparotomy, patients will
receive intermittent cvclophosphamide. If progression is observed
during cvclophosphamide therapy, patient will be removed from study.
Patients who exhibit progression of disease after three cycles of
VAC will receive adriamycin. [f turther progression is observed

on adriamycin therapy, the patient will be removed from the study.
All patients will be followed for five years or until death.

PROGRESS

(81 09 - 82 09) No entries at MAMC.

STATUS: (0)
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TITLE: GOG #55: Hormonal Contraception and Trophoblastic Sequelae
After Hydatidiform Mole, Phase 111

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC

PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 81/44

TECHNICAL OBJECTIVES

To determine whether the administration of estrogen progesterone
oral contraceptives following the evacuation of a hydatidiform
mole and prior to the HCG titer reaching undetectable levels
affects the incidence of trophoblastic sequelae requiring
chemotherapy.

METHOD

Patients with a histologically verified diagnosis of hydatidiform
mole evacuated by suction evacuation of the uterus with uterine
conservation are eligible. All patients must have a pelvic ultra-
sound and arterial blood gases performed within 2 weeks of evac-
uation. Patients will be randomly assigned to Regimen 1: hormonal
contraception - oral contraception to be commenced as soon as

the patient has been randomized and will continue for at least

12 weeks; or Regimen 2: mechanical contraception - a. sheath

and foam preparation; b. 1UD inserted once the uterus has become
involuted, again used with foam; c. diaphragm used with contra-
ceptive cream or foam. The principal investigator will choose

the method of mechanical contraception and it will be commenced

as soon as the patient has been randomized and will continue for
at least 12 weeks. At the end of 12 weeks, all patients will be
evaluated for development or nondevelopment of trophoblastic
sequelae. Further birth control will be at the discretion of

the patient and the investigator. All patients will remain on

the study for a minimum of six months after primary evacuation

of the molar pregnancy.

PROGRESS

(81 02 - 82 09) Two patients entered (FY 81) with no progression
of disease. No entries in FY 82.

STATUS: (0)
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TITLE: GOG #56: A Randomized Comparison of Hydroxyurea Versus
Misonidazole as an Ad junct to Radiation Therapy in Patients
with Stage Iig, III, and IVA Carcinoma of the Cervix and
Negative Para-Aortic Nodes (Phase III)

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC

PROFESSIONAL ASSISTANTS: COL William L. Benason, MC
COL Donald Kull, MC

WORK UNIT NO: 82/08

TECHNICAL OBJECTIVE

To determine whether hydroxyurea or misonidazole is superior as a
potentiation of radiation therapy in advanced cervical cancer; and
to compare the toxicity of hydroxyurea versus misonidazole when
given concurrently with radiotherapy.

METHOD

All patients with invasive squamous cell carcinoma of the cervix,
Stages IIg through IVy will undergo preoperative clinical staging.
This will include traditional staging as permitted by FIGO rules.
Extended clinical staging utilizing lymphangiography, computerized
transaxial tomography, and/or sonography is required. Subsequently,
patients will undergo a para-aortic lymphadenectomy and peritoneal
exploration. Selected patients may be excluded from this procedure
if percutaneous needle biopsy provides histologic proof of metas-
tasis to the aortic nodes. All patients with cancer confined to
the pelvis are eligible for treatment. They will receive pelvic
irradiation and will be randomly assigned to receive concomitant
hydroxyvurea or misonidazole. Patients with metastasis outside

the pelvis are not eligible for treatment.

PROGRESS

(81 11 - 82 09) No entries at MAMC.

STATUS: (0O)
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TITLE: GOG #57: A Randomized Comparison of Multiple Agent
Chemotherapy with Methotrexate, Dactinomycin, and
Chlorambucil versus the Modified Bagshawe Protocol
in the Treatment of "Poor Prognosis" Metastatic
Gestational Trophoblastic Disease (Phase I1)

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC

PROFESSIONAL ASSISTANTS: COL William L. Benson, MC

WORK UNIT NO: 82/31

TECHNICAL OBJECTIVE

To evaluate the effectiveness and toxicity of the Modified
Bagshawe Protocol (MBP) in patients with "poor prognosis"
metastatic gestational trophoblastic disease (MGTD); and to
compare the effectiveness and toxicity of the MBP with standard
triple agent chemotherapy with methotrexate, dactinomycin, and

chlorambucil (MAC).
METHOD
Patients who have a histologic diagnosis of gestational

trophoblastic disease and an elevated HCT titer, who are

considered "poor prognosis" on the basis of the criteria set
forth in the protocol, will be randomized to either a drug
combination of MAC or to a modified Bagshawe Protocol.

PROGRESS

(82 02 - 82 N9) No entries at MAMC.

STATUS: (0O)
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TITLE: GOG #59: A Randomized Comparison of kExtended Field Radiation
Therapy and Hydroxyurea Followed by Cisplatin or no Further
Therapy in Patients with Cervical Squamous Cell Carcinoma
Metastatic to High Common Iliac and /or Para-aortic Lymph
Nodes--1I11

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC

PROFESSIONAL ASSISTANT: COL William L. Benson, MC
COL Donald Kull, MC

WORK UNIT NO: 81/117

TECHNICAL OBJECTIVES

To determine if cis-diamminedichlorplatinum, cisplatin, given in
an ad juvant setting will decrease the risk of geographic failure
or improve the survival rate or progression-free interval in
patients who have squamous carcinoma of the cervix with metastases
to high common iliac and /for para-aortic lymph nodes, proven by
either histologic or cytologic means; to evaluate the role of
scalene fat pad biopsy in this group of patients before initiation
of extended field irradiation therapy,; to accumulate clinical/
surgical pathologic data on this highrisk group of patients to
expedite development of further protocols.

METHOD

Eligibility: All patients with primary, previously untreated,
histologically confirmed, invasive squamous cell carcinoma of
the uterine cervix, all clinical stages, with metastasis to high
common iliac or para-aortic lymph nodes proven by cytologic or
histologic means. Patients will undergo preoperative clinical
staging (stages defined in protocol) utilizing lymphangiography,
computerized axial tomography, and,;or sonography as well as
traditional methods. Subsequently, the patients will undergo a
para-aortic lymphadenectomy and peritoneal exploration. Selected
patients may be excluded from this procedure if percutaneous
needle biopsy provides cytologic proof of metastasis to extra-
pelvic nodes. All patients with para-aortic metastasis and
negative scalene node biopsies are eligible for treatment. They
will receive pelvic and para-aortic irradiation and hydroxyurea
and will be randomly assigned to receive cisplatin or no further
therapy. An adequate trial will be defined as completion of the
prescribed radiation therapy, completion of one course of
cisplatin and survival of four weeks, or survival of eight weeks
atfter radiation therapy for the no-further-treatment regimen.
Patients will be followed quarterly for two years and every six
months for three additional vears.

PROGREKSS
(81 09 - 82 09) No entries at MAMC.

STATUS: 0)
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TITLE: GOG #60: A Phase III Randomized Study of Doxorubicin Plus

i Cyclophosphamide Plus Cisplatin versus Doxorubicin Plus

(f Cyclophosphamide Plus Cisplatin Plus BCG in Patients with

4 Advanced Suboptimal Ovarian Adenocarcinoma, Stage III and 1IV.

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC
’F PROFESSIONAL ASSISTANT: COL William L. Benson, MC
WORK UNIT NO: 81/118

TECHNICAL OBJECTIVES

f‘ To determine if the addition of BCG to doxorubicin plus cyclo-
phosphamide plus cisplatin improves remission rate, remission
duration, or survival in suboptimal Stage III and Stage IV
ovarian adenocarcinoma; to determine the frequency and duration
of true complete remission using these regimens as judged at
*‘ second-look laparotomy.

¢ METHOD

Eligibility: Patients with established suboptimal Stage III or
Stage 1V ovarian epithelial cancer. Patients must have optimal
surgery for ovarian cancer, with at least an exploratory laparotomy
and appropriate tissue for histologic evaluation. Patients with
measurable or nonmeasurable disease will be evaluated. Patients
with histologically confirmed serous adenocarcinoma, mucinous
adenocarcinoma, clear-cell adenocarcinoma, endometrioid adeno-
carcinoma, undifferentiated carcinoma, or mixed epithelial
carcinoma will be eligihle. Patients who have received previous
chemotherapy or radictherapy will be ineligible. Patients will
be randomized to receive either doxorubicin, cyclophosphamide,
and cisplatin every 3 weeks for 8 courses; or the above regimen
plus BCG (days 8 & 1L for 8 courses). Patients with complete
response will have a second look laparotomy and will be taken

off therapy if complete response is confirmed. Patients who
have partial response of stable disease will be considered for

a second look if, in the opinion of the investigator, significant
tumor reduction mav have been achieved. If residual tumor is
detected, patients will be taken off study and placed on GOG #61.
Patients with progressive disease at any time will be removed
from the chemotherapy on this study, but will be followed.

PROGRESS

(81 09 - 81 09) No entries at MAMC.
(81 10 - 82 09) Three patients entered: none with progression,

but one expired from pulmonary embolus.

STATUS: (0)
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TITLE: GOG #61: Phase I1I1 Randomized Study of Cis-Platinum Plus
Cyclophosphamide versus Hexamethylmelamine After Second-
Look Surgery in Nonmeasurable Stage III Ovarian Adeno-
carcinoma Partially Responsive to Previous Regimens
Containing Cis-Platinum and Cyclophosphamide.

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC
PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 82/09

TECHNICAL OBJECTIVE

To determine in nonmeasurable but residual Stage 111 ovarian
adenocarcinoma, partially responsive after treatment with
regimens containing cis-platinum and cyclophosphamide, if the
progression-free interval and survival are improved by continuing
cvclophosphamide plus cis-platinum or by changing treatment to
hexamethylmelamine.

METHOD

With the increasing use of second-look laparotomy after combina-
tion chemotherapy for ovarian cancer, more Stage 111 patients
are being identified who show a partial response or stable
disease when compared with the original findings. The GOG

has two studies involving cyclophosphamide and cis-platinum, but
not hexamethylmelamine (Protocols #47 and #52), in which partial
responders (as judged at second look) currently go off study.

We propose to randomize such patients to more cyclophosphamide
plus cis-platinum or to hexamethylmelamine. This additional
treatment will be given for a finite priod of 12 months since:
(1) we do not propose a third look which might provide an endpoint
for treatment but probably would not benefit most patients as
there is no promising third line treatment if residual disease
were found and it is unlikely that debulking surgery would be of
consistent benefit at this point; moreover it may be difficult
to do adequate biopsies after two prior laparotomies and

(2) some of these patients may progress slowly even though they
do not respond to the additional treatments.

PROGRESS

(81 11 - 82 09) One entry at MAMC with no progression.

STATUS: (0)
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TITLE: GOG #63: A Clinical-Pathologic Study of Stages Ilg, III,
and IVA Carcinoma of the Cervix

PRINCIPAL INVESTIGAT( LTC Roger B. Lee, MC
PROFESSIONAL ASSISTANT: COL Wwilliam L. Benson, MC

WORK UNIT NO: 82/36

TECHNICAL OBJECTIVES

To evaluate the sensitivity and specificity of non-invasive
procedures such as sonography, computerized transaxial tomography
and lymphangiography in detection of metastases; to better
understand the significance of various surgical and pathologic
factors involved in staging and therapy for "advanced" cervical
cancer, The accumulated clinical/surgical/pathological data may
then play a role in modification or design of future protocols;
to determine by observations of five-year survival and disease-
free interval, the validity of current FIGO staging in comparison
to histopathologic prognostic factors such as size of lesion,
location of lesion, histology, grade, pelvic lymph node metastases,
and aortic lymph node metastases, in patients with Stages Ilg,
ITI, and IVy carcinoma of the cervix.

METHOD

All eligible patients with invasive carcinoma of the cervix,
Stages IIg through IV,, will undergo preoperative clinical staging,
including traditional staging as permitted bv FIGO rules.
Extended clinical staging utilizing sonography, lymphangiography,
and computerized transaxial tomography are mandatory. When these
tests reveal an aortic nodal metastasis, the patient will have a
fine needle biopsy; however, if the tests are negative, the
patient will have an aortic lvmphadenectomy. Patients who have

a positive fine needle biopsy or positive aortic lymphadenectomy
will undergo scalene node biopsy before consideration for a GOG
treatment protocol. It is anticipated that all patients will be
considered for entry into a GOG protocol for which they are
suitable when such protocols are available.

PROGRESS

(82 03 - 82 09) No entries at MAMC.

STATUS: (0O)
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TITLE: GOG #64: A Randomized Comparison of Rapid vs Prolonged
(?%-Hour) Infusion of Cisplatin in Therapy of Squamous
Cell Carcinoma of the Cervix.

PRINCIPAL INVESTIGATOR: LTC Roger B. Lee, MC

PROFESSIONAL ASSISTANT: COL William L. Benson, MC

WORK UNIT NO: 82/37

TECHNICAL OBJECTIVES

(1) To determine whether the frequency and duration of objective
response of squamous cell carcinoma of the cervix is altered
significantly by prolonging to 24 hours the duration of the
infusion of a dose of cisplatin as compared to administration

at a rate of 1 mg/minute; and (2) to determinne whether the
administration of a dose of cisplatin as a continuous 24-hour
infusion alters the frequency and/or severity of drug-related
nausea and vomiting as compared to the administration of the
same dose at a rate of 1 mg/minute.

METHOD

Eligible patients are those with histologically confirmed, locally
advanced, recurrent, persistent, or metastatic squamous cell
carcinoma of the cervix which is resistant to curative treatment
with surgery or radiotherapy. Cis-platinum (50 mg/Mz) will be
given as a 24-hour infusion or at a rate of 1 mg/minute IV once
every three weeks. Treatment will "e repeated every three weeks
for eight courses unless disease progression or adverse effects
dictate cessation,

PROGRESS

(82 03 - 82 09) No entries at MAMC.

STATUS: (0)
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TITLE: CCG #071: Evaluation of Cis-Platinum Diamine Dichloride
(CPDD) for Previously Treated Children with Solid Tumors,
Phase 11

PRINCIPAL INVESTIGATOR: LTC Charlene P. Holt, MC

PROFESSIONAL ASSISTANT: LTC Alan D. Mease, MC

WORK UNIT NO: 79/33

TECHNICAL OBJECTIVES

To define the toxic and therapeutic effect of CPDD at 3 mg/kg
administered with aggressive hydration and diuresis for various
advanced pediatric solid tumors.

METHOD

Patients with any solid tumor will be eligible. Patients will
be hospitalized. All patients, except osteogenic sarcomas, will
have 3 mg/kg CPDD administered every three #eeks. Osteogenic
sarcoma patients will have 4.5 mg/kg every three weeks. If no
response is obtained after three doses, the primary physician
may elect to escalate the dose to 4.5 mg/kg every three weeks
or remove the patient from the study.

PROGRESS

(78 11 - 82 09) No entries at MAMC.

STATUS: (C)
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TITLE: CCG 191P - Total Sanctuary vs Conventional CNS Treatment
of Newly Diagnosed Acute Lymphoblastic Leukemia for
Patients with "Average Risk" and "High Risk" Prognostic
Characteristics, Phase III

PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSIONAL ASSISTANTS: LTC Charlene P. Holt, MC
LTC Alan D. Mease, MC

WORK UNIT NO: 79/89

TECHNICAL OBJECTIVES

To compare the effects of high-dose, protracted IV methotrexate
infusion vs standard cranial irradiation plus IT methotrexate
on: (1) central nervous sytem relapse; (2) central nervous
system toxicity - both acute and delayed; (3) hematologic remis-
sion induction and duration; (4) non-CNS extramedullary relapse
(e.g. testes); and (5) survival.

METHOD

Previously untreated patients <21 years of age with acute
lymphoblastic leukemia who are (1) <3 years old, (2) >7 or

or (3) have an initial WBC of greater than 10,000/pul will be
eligible. Patients with the diagnosis of acute undifferentiated
leukemia on any initial WBC will be treated on this protocol but
analyzed as a separate group. Patients will be treated initially
with prednisone, vincristine, L'asparaginase, daunomycin, and
central nervous system prophylaxis. The type of CNS prophylaxis
will be determined by randomization and will consist either of
very high doses of methotrexate IV or cranial radiation plus IT
methotrexate. Most of the CNS therapy will be given during the
second month of treatment, during which 6-MP will replace the
daunomycin and L-asparaginase. From the third month on, remission
will be maintained by a sequence of multiple drug administrations,
including vincristine, prednisone, L-asparaginase, daunomycin,
methotrexate, cyclophosphamide, and 6-MP. Mg bone marrow or
extramedullary leukemia at any time will be cause for removal

from the study.

PROGRESS

(79 07 - 82 09) Two patients entered on study; one was removed
from study upon relapse; the other is well with no evidence of
disease at present time. No new entries at MAMC during FY 82.

Due to the departure of LTC Mease, MAJ Allen R. Potter became
the principal investigator on this protocol in July 19Y82.

STATUS: (0)
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TITLE: CCG #251: Treatment of Newly Diagnosed Acute

g Non-Lymphocytic Leukemia with Multiagent Chemotherapy

y(ﬁ (Cyclic Versus Continuous) or Bone Marrow Transplantation
) Following Total Body Irradiation

PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSIONAL ASSISTANT: LTC Alan D. Mease, MC

WORK UNIT NO: 81/103

TECHNICAL OBJECTIVES

To improve remission duration and survival in children with
previously untreated acute non-lymphocytic leukemia using Cytoxan
and total body irradiation followed by bone marrow transplantation
with compatible donor marrow for those children who achieve a
complete remission with induction therapy; to compare two inten-
sive maintenance regimens; continuous 6-thioguanine with monthly
courses of Cytoxan, vincristine, 5-azacytidine, and cytosine
arabinoside vs repeated cycles of 6-thioguanine and cytosine
arabinoside; adriamycin and cytosine arabinoside; prednisolone,
vincristine, methotrexate, and 6-mercaptopurine; 5-azacytidine
and adriamycin; and BCNU and cyclophosphamide; to evaluate the
induction capabilities of adriamycin and cytosine arabinoside;
and to evaluate the prognostic significance of any chromosomal
abnormalities in leukemic cell lines.

METHOD

Induction therapy will consist of adriamycin and ARA-C given IV,
When the bone marrow by aspiration is M-1 (day 29) or M-2 (day
57), subjects will receive one of the two intensive maintenance
regimens listed above with concomitant radiotherapy or bone
marrow transplant preceded by two successive days of Cytoxan
therapy, followed four days later by total body irradiation.
Patients 21 years of age at diagnosic who have previously
untreated acute non-lymphocytic leukemia will be eligible.

PROGRESS

(81 07 - 82 09) No entries at MAMC.

Due to the departure of LTC Mease, MAJ Allen R. Potter became
the principal investigator on this protocel in July 1982.

STATUS: (O)

286




v‘rﬁ'r* Y VvV vy Y

TITLE: CCG 372 -~ Evaluation of Cis-Platinum Diamine Dichloride
(CPDD) and 4'-Demethyl-Epidophyllotoxin-B-D-Thenylidene
Glucoside (VM-26) for the Treatment of Recurrent Stage
IV Neuroblastoma of Childhood, Phase II

PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSIONAL ASSISTANTS: LTC Charlene P. Holt, MC
LTC Alan D. Mease, MC

WORK UNIT NO: 79/35

TECHNICAL OBJECTIVES

To determine if CPDD and VM-26, both of which have been reported
to produce responses in recurrent Stage IV neuroblastoma as
single agents, are efficacious when given in combination.

METHOD

Patients, to be eligible, must have Stage IV neuroblastoma,
i.e., remote disease involving skeleton, marrow, soft tissues,
distant lymph notes, etc. Patients previously treated with
CPDD and /or VM-26 are not eligible. VM-26, 150 mg/M2 IV, will
be administered on days 1, 8, and 15, CPDD, 4.5 mg/kg IV, will
be administered on day 2 (24 hours after day 1 dose of VM-26).
Patients will be hospitalized. Cycles will be repeated every
three weeks. Two complete cycles will be considered an adequate
triai. If a complete or partial response is noted, cycles will
be continued until progressive disease ensues.

PROGRESS
(78 11 - 82 09) No entries at MAMC.

Due to the departure of LTC Mease, MAJ Allen R, Potter became
the principal investigator on this protocol in July 1982,

STATUS: (0)
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TITLE: CCG #551: A Trial of Memorial Hospital LSAg-Lg Treatment
Regimen (Modified) Cyclophosphamide, Vincristine, Predni-
sone, Methotrexate, and Daunomycin for Induction; Cytosine,
Arabinoside, 6-Thioguanine, L-Asparaginase, Methotrexate,
and BCNU for Consolidation; and 6-Thioguanine, Hydroxyurea,
Cytosine Arabinoside, and Methotrexate for Maintenance vs
Intermittent High Dose Cyclophosphamide, Moderate Dose Metho-
trexate, Vincristine, and Prednisone (COMP) and Radiation
Therapy for the Treatment of Non-Hodgkin's Lymphoma in
Children, With A Study of Disease Characterization, Phase III.

PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSIONAL ASSISTANTS: LTC Charlene P. Holt, MC
LTC Alan D. Mease, MC

WORK UNIT NO: 79/36

TECHNICAL OBJECTIVES

To study the classification and biology of that group of child-
hood neoplasms included in the non-Hodgkin's lymphomas. To
compare the effectiveness of two combination chemotherapy programs
(Memorial Hospital LSAg-Lo and COMP) in the control of all forms
of childhood non-Hodgkin's lymphoma. To determine for each of

the two treatment regimens the effectiveness of standardized IT
methotrexate without radiation for the control of occult CNS
disease. To determine for each of the treatment regimens the
effectiveness of standardized irradiation of bulk disease.

METHOD

All newly diagnosed and previously untreated patients with non-
Hodgkin's lymphoma will be eligible. Multi-disciplinary treatment
of the patient is required in this study. Surgical treatment will
be undertaken first. For most patients this will be a biopsy
procedure, but for abdominal presentation, major tumor resection
may be necessary. Following the surgical phase of treatment and
the initial evaluation, treatment will commence with combined
chemotherapy and irradiation by random choice between Regimen I

or Regimen II (see title for drugs in each regimen). Irradiation
will commence during induction upon bone marrow recovery. In
general, irradiation will be completed before consolidation or
maintenance has commenced according to regimen. Treatment will
terminate on completion of 18 months of treatment. All patients
will be followed for a minimum of 5 years or until death,

PROGRESS

(78 11 - 82 09) No new entries during FY 82. Two patients
have been followed for 18+ months post-medication with no
evidence of disease,

Due to the departure of LTC Mease, MAJ Allen R. Potter became
the principal investigator on this protocol in July 1982,

STATUS: (0O)
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TITLE: CCG #861: Surgery, Radiation Therapy, and Chemotherapy
with Bleomycin, Vinblastine, Cis-Platinum Diamine Dichlo-
ride, Actinomycin-D, Cyclophosphamide, and Adriamycin in
the Treatment of Local and Metastatic Malignant Germ
Cell Ovarian Tumors of Childhood (Phase II Study)

PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSIONAL ASSISTANTS: LTC Charlene Hoit, MC
LTC Alan Mease, MC

WORK UNIT NO: 79/46

TECHNICAL OBJECTIVES

To determine, in patients with germ cell ovarian malignancy which
has been completely excised by surgery, treated with 6-drug
chemotherapy, and perhaps with radiation therapy, the length of
disease free interval and the percentage of patients having long
term survival; to determine, in patients with residual or meta-
static disease treated with surgery, 6-drug chemotherapy, and
radiation therapy, the effectiveness of the treatment program as
indicated by percent of patients experiencing CR or PR and the
length of the remission periods; to examine the relationship
between age, tumor type, stuging, and pathology with prognosis,
and to determine if a single arm study of an infrequent childhood
tumor is practical and produces significant conclusions.

METHOD

Patients will be treated with chemotherapy for 18 weeks. At
week 18, a second look laparotomy is performed. If there is
residual or persistent tumor present, radiation therapy will be
given. If there is no residual or persistent tumor at this time,
radiation therapy will not be administered. If at 24 weeks the
patient has progressive disease, the patient will be taken off
the study. Patients on the study will continue chemotherapy
until week 102. The patient will be taken off the study if
there is progressive disease after 24 weeks of therapy or if
recurrent or metastatic disease appears after six months of
therapy.

PROGRESS
(78 11 - 82 09) No entries at MAMC.
Due to the departure of LTC Mease, MAJ Allen R. Potter became

the principal investigator on this protocol in July 1982.

STATUS: (0)




TITLE: CCG #862: An Evaluation of Surgery, Radiation Therapy, and
Chemotherapy (Vincristine, Adriamycin, Cyclophosphamide,
5-Fluorouracil) in the Treatmernt of Previously Untreated
Primary Malignant Hepatoma in Children

PRINCIPAL INVESTIGATOR: LTC Charlene P. Holt, MC

PROFESSIONAL ASSISTANT: LTC Alan Mease, MC

WORK UNIT NO: 79/45

TECHNICAL OBJECTIVES

To determine the 2 and 5 year survival, by stage at diagnosis, of
childhood hepatoma; to determine the complete and partial response
rate to radiation therapy and chemotherapy in those patients who
have gross residual tumor measurable by palpation, x-ray, or radio-
nuclides; to correlate histologic appearance with response to
treatment; and to determine the disease free survival interval.

METHOD

Patients will be grouped or staged according to the resectability

of the tumor as follows: Group I - localized tumor, completely
resected, as primary treatment - receive surgical resection plus
chemotherapy. Group II/A - localized tumor rendered completely
resectable by radiation and chem~*rerapy - receive high dose radia-
tion to the local area combined with VCR, ADR, CPM, and 5FU,
followed by complete surgical resection. Chemotherapy is continued
for 12 months. Group II/B - localized residual tumor following
incomplete resection - receive surgical resection (incomplete) local
high dose irradiation to residual disease and chemotherapy as in II/A.
Group II/C -~ localized tumor with no attempt at resection - biopsy
only of localized lesion followed by local radiation and chemotherapy
as in II/A. Group R/IIl - Patients with localized recurrent disease
from Group I or II1/A. These patients will be subclassed as Groups

R II/A, R II/B, or R II/C and treated as in primary Groups 1I/A; B;
and C, respectively. Group III/A - tumor involving both lobes of
the liver - biopsy only,; radiation to the entire liver, chemotherapy
similar to Group II. Group R/III - Patients in Groups I and II

who develop generalized liver tumor - receive treatment as in III/A.
Group IV - distant metastasis irrespective of the degree of liver
involvement - receive biopsy only. Radiation to be used for pul-
monary metastases and painful or unsightly tumors. Chemotherapy as
in Group II.

PROGRESS

(78-11 82 09) No entries at MAMC.

STATUS: (T)
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TITLE: CCG #984: Histiocytosis X: A Study of the Biology,
Clinical, and Histologic Staging, Treatment, and
Prognosis in Previously Untreated Children, Phase III.

PRINCIPAL INVESTIGATOR: LTC Charlene P. Holt, MC

PROFESSIONAL ASSISTANT: LTC Alan D. Mease, MC

WORK UNIT NO: 79/37

TECHNICAL OBJECTIVES

To determine if multidrug induction and maintenance regimens
will improve survival in the young high-risk patient and reduce
sequelae in the long-term survivors. To obtain comprehensive
immunologic studies at diagnosis and at critical times during
the course of the disease so0 as to (a) identify patients with
primary immunodeficiency disorders which may simulate histio-
cytosis X, (b) determine if patients with histiocytosis X less
than 3 years of age have acquired defects in T and B lymphocyte
function, and (c) ascertain if either stage of disease or sur-
vival of these young patients can be correlated with T and B
lymphocyte function. To continue to collect clinical and histo-
logic data so that patients may be staged in a prospective fashion
into those with and without organ dysfunction and those with
henign or malignant histology. In addition, more detailed
pathologic studies will be recommended so as to increase know-
ledge of the cellular infiltrates in various tissues.

METHOD

Patients 15 years of age or less with a histologic diagnosis of
histiocytosis will be eligible. Patients with only a solitary
bone lesion or with only two or three small well localized bone
lesions or with primary immunodeficiency disease will be excluded.
Induction will consist of 12 weeks of chemotheray including
prednisone, vinblastine, methotrexate, and cyclophosphamide. For
purposes of evaluating the response to therapy, an adequate trial
will be at least 4 weeks of therapy. If the patient achieves
complete (CR) or partial remission (PR) at 12 weeks of induction,
then maintenance therapy for six months will consist of metho-
trexate, cyclophosphamide, and 6-MP. If there is recurrence,

the 4-drug regimen will be repeated. Radiation for localized
disease may be used for lesion not controlled by chemotherapy

so long as other parameters of measurements of response are
available.

PROGRESS

(78 11 - 82 09) No entries at MAMC.

STATUS: (C)
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TITLE: Intrathecal Aminopterin, NSC #739-NB, Clinical Brochure
PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSIONAL ASSISTANTS: LTC Charlene P. Holt, MC
LTC Alan D. Mease, MC

WORK UNIT NO: 80/50

TECHNICAL OBJECTIVES

To demonstrate that IT aminopterin is less neurotoxic in man
than IT methotrexate. To show that IT aminopterin requires
fewer lumbar punctures for an equivalent therapeutic effect
than IT methotrexate. To compare the pharmacokinetics in man
of IT aminopterin and IT methotrexate.

METHOD

Any patient with a CNS neoplasm, primary or metastatic, will

be eligible provided IT methotrexate is an accepted treatment
for the neoplasm. Patients with acute leukemia or non-Hodgkin's
lymphoma scheduled to receive preventive IT chemotherapy will

be eligible. Patients with a prior history of IT methotrexate
arachnoiditis will be eligible, but patients with a prior history
of myelopathy or encephalopathy associated with IT methotrexate
therapy will not be eligible. Eligible patients will receive
intralumbar AMT at a dose of 2.0 mg per injection at weekly
intervals. For prophylaxis, six injections will be given. For
treatment of established disease, the injections will be con-
tinued until the CSF is free of blast cells by cytocentrifuge
analysis. Thereafter, the injections will be given weekly x 2,
then q 2 weeks x 2, then monthly for 2 years.

PROGRESS
(80 06 - 82 09) No entries at MAMC.

Due to the departure of LTC Mease, MAJ Allen H. Potter became
the principal investigator on this protocol in July 1982,

STATUS: (0)
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>( TITLE: PUB #76-04: Combined Modality Treatment of Rhabdomyosarcoma
g PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

; PROFESSIOMNAL ASSISTANTS: LTC Charlene P. Holt, MC

1 LTC Alan D. Mease, MC

E! WORK UNIT NO: 80/63

TECHNICAL OBJECTIVES

" To answer the following questions: (1) Can the functional

impairments of surgery be reduced by primary chemotherapy and
can "radical" surgical procedures be avoided? (Z) Does early
use of intensive chemotherapy enhance survival for patients
presenting with metastatic disease? (3) What can be learned
about the kinetics, biochemistry, immunology, and etiology of
childhood rhabdomyosarcoma?

METHOD

Patients <25 years with rhabdomyosarcoma or undifferentiated
sarcoma who have not had prior surgical debulking, radiotherapy,
or chemotherapy will be eligible, STAGING: Stage I - disease
limited to a single anatomic structure; Stage Il - local con-
tiguous spread (with or without involvement of regional nodes;
Stage IIl - metastatic disease. Stages I and Il will be ran-
domized to either Group I or Group II. Group I will initially
receive surgery followed by chemotherapy (vincristine, actinomycin,
and cyclophosphamide) and radiotherapy. Group II will initially
receive the same chemotherapy as above and radiotherapy. After
hemotologic recovery from chemotherapy, patients will undergo
surgical exploration and residual tumor will be excised. Stage
IIT patients will be randomized to receive a standard regimen of
chemotherapy or to receive an intensive regimen which is the

same as standard with an extra day of chemotherapy added. Both
groups will receive radiotherapy during the chemotherapy and will
be evaluated for surgical excision of remaining bulk disease
after recovery from chemotherapy. All patients who attain CR or
PR will receive maintenance chemotherapy.

PROGRESS
(B8O 07 - 82 0Y) No entries at MAMC.

Due to the departure of LTC Mease, MAJ Allen R. Potter became
the principal investigator on this protocol in July 1982,

STATUS: (0)




TITLE: POB 77/03 - Treatment of Metastatic Osteosarcoma
u
rc PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

. PROFESSIONAL ASSISTANTS: LTC Charlene P. Holt, MC
LTC Alan D. Mease, MC

e WORK UNIT NO: 80/51
-
¥

TECHNICAL OBJECTIVES

; To determine the differences in tumor response rates and drug

P' toxicities when high dose methotrexate is given as a 6-hour
bolus infusion or as a 42-hour infusion., To determine if the

use of intensive chemotherapy given when tumor burden is minimal

results in the complete eradication of all microscopic foci of

metastatic osteosarcoma.

METHOD

Patients <30 years of age with no evidence of serious infection,
active bleeding disorders, or concomitant significant complica-
tions and biopsy-proven osteosarcoma are eligible. Patients must
have pathologic or radiologic evidence of overt metastatic dis-
ease and must have received no previous chemotherapy, radiotherapy
or surgical therapy for metastatic disease. Patients presenting
with metastatic osteosarcoma will enter a first phase which is
designed to create a state in which there is no evidence of dis-
ease (NED). 1If possible, this will be achieved by surgery alone;
if surgery alone cannot achieve NED, then chemotherapy will be
used initially rather than surgery. Patients in this latter
category will be randomized to receive weekly vincristine plus
high dose MTX-CF given over 6 hours or methotrexate given as a
42-hour infusion. Patients who respond to this phase of metho-
trexate may become candidates for surgery even though resection
was not possible initially. 1f NED can be achieved in this way,
patients will proceed to Phase 2., Patients achieving NED with
surgery and/or chemotherapy will enter Phase 2 of the protocol
and be treated with intensive combination chemotherapy employing
agents known to be active against overt metastatic disease
(methotrexate, citrovorum factor, vincristine, adriamycin,
cyclophosphamide, phenylalanine mustard, DTIC, cisplatinum).

PROGRESS
(80 06 - 82 09) No entries at MAMC.

Due to the departure of LTC Mease, MAJ Allen H. Potter became
the principal investigator on this protocol in July 1982.

STATUS: 0)
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TITLE: POB #77/04: Childhood Non-Hodgkin's Lymphoma
PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSIUNAL ASSISTANTS: LTC Charlene P. Holt, MC
LTC Alan D. Mease, MC

WORK UNIT NO: 80/62

TECHNICAL OBJECTIVES

To treat patients in as uniform manner as possible while studying
the spectrum of diseases in as much detail as possible, including
clinical features, histology and cytology, surface markers, induc-
tion of differentiation in vitro, functional potential of tumor
cells, distribution patterns of DNA and protein pre- and post-
treatment, and possible tumor markers. From such studies, it is
hoped that insights into classification and rational approaches

to therapy will be forthcoming.

METHOD

Untreated patients with non-Hodgkin's lymphoma <25 years of age
or with Brukitt's lymphoma at any age, who consent to a second
biopsy procedure are eligible., Patients in whom a diagnosis of
non-Hodgkin's lymphoma is strongly suspected will be admitted
as soon as possible. Treatment will be commenced as soon as
initial studies and biopsy have been completed and therapy should
begin within 48-72 hours. Therapy will include total surgical
resection wherever possible. The backbone of therapyv, however,
will be chemotherapy, since childhood non-Hodgkin's lymphoma is
rarely a localized tumor. Drug therapy will be intensive util-
izing cyclophosphamide, vincristine, adriamycin, methotrexate,
and prednisone. These will be used in a sequence which should
result in drugs being administered every 10 days. We p. opose a
somewhat different approach to prophylactic therapy, in that
first, an [T methotrexate boost will be given during 1V 42 hour
methotrexate infusion; second, Ara-C will be used as a second
drug in combination with methotrexate, and third, prophylaxis
will begin at the same time as systemic therapy since it is more
likely that tumor cells enter the sanctuary at a time when the
systemic tumor burden is high. Irradiation as part of CNS
prophylactic therapy is not planned.

PROGRESS

(80 07 - 82 0Y9) No entries at MAMC.

Due to the departure of LTC Mease, MAJ Allen R. Potter became
the principal investigator on this protocol in July 1982.

STATUS: ()
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TITLE: POB #77/05 - Treatment of Metastatic and High Risk
Ewing's Sarcoma

PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSIONAL ASSISTANTS: LTC Charlene P. Holt, MC
LTC Alan D. Mease, MC

WORK UNIT NO: 80/52

TECHNICAL OBJECTIVES

To examine the efficacy of total body irradiation in combination
with high dose chemotherapy in the treatment of metastatic or
high-risk Ewing's sarcoma. To examine the immunological status
of patients receiving total body irradiation as a function of
time. To examine the utility of autologous marrow infusion in
patients receiving high-dose chemotherapy who do not have marrow.
disease at presentation but who may have metastatic disease in
other sites.

METHOD

Patients with a pathologically proven diagnosis of Ewing's
sarcoma presenting with metastatic disease or with a pelvic or
vertebral primary lesion, without prior radiation or chemo-
therapy, will be eligible. Chemotherapy to include vincristine,
actinomycin D, and cyclophosphamide will be given for four weeks
concomitant with irradiation to the primary site for 5 weeks.
Total body irradiation will then be given weeks 6-10. High

dose therapy of vincristine, adriamycin, cyclophosphamide, and
DTIC will then be given for 3 days. Maintenance chemotherapy to
include vincristine, adriamycin, cyclophosphamide, and DTIC will
be given once every 6 weeks for 12 cycles.

PROGRESS
(80 06 - 82 UY) No entries at MAMC.

Due to the departure of LTC Mease, MAJ Allen H. Potter became
the principal investigator on this protocol in July 1982,

STATUS: 0)
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TITLE: POB #77/06: Treatment of Low Risk Ewing's Sarcoma
PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSIONAL ASSISTANTS: LTC Charlene P. Holt, MC
LTC Alan D. Mease, MC

WORK UNIT NO: 80/53

TECHNICAL OBJECTIVES

To evaluate the efficacy of prophylactic pulmonary irradiation

in conjunction with combination chemotherapy in the treatment of
low risk Ewing's sarcoma. To evaluate the immunologic status and
competence of patients with Ewing's sarcoma as a function of time.

METHOD

Patients with a pathologically proven diagnosis of Ewing's

sarcoma presenting with distal primary lesions (but not in the
pelvis or spine) without evidence of metastatic disease are
eligible for this study. Patients with prior chemotherapy,
radiation therapy, or surgical resection procedures other than
biopsies are ineligible for the study. For initial therapy,
patients will receive vincristine, actinomycin D, and cyclo-
phosphamide (given week 1 and 4), radiation therapy to the primary
site (5 treatments/week for 5 weeks), and subsequent to the
completion of radiation to the primary site, pulmonary irradiation
(5 treatments/week for 2 weeks). Maintenance chemotherapy will
begin subsequent to pulmonary irradiation consisting of
vincristine, adriamycin, and cyclophosphamide every 4 weeks for

a total of 12 courses.

PROGRESS
(80 06 - 82 09) No entries at MAMC.

Due to the departure of LTC Mease, MAJ Allen R. Potter became
the principal investigator on this protocol in July 1982,

STATUS: (0)
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TITLE: POB #77/11: A Prospective Randomized Trial of the Utility
of HLA-Matched Platelet Transfusions for the Support of
Thrombocytopenic Cancer Patients

PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC
PROFESSIONAL ASSISTANTS: LTC Charlene P. Holt, MC

LTC Alan D. Mease, MC
WORK UNIT NO: 80/54

TECHNICAL OBJECTIVES

To determine what differences exist between patients initially
treated with HLA-matched or HLA-mismatched platelets in the number
and frequency of transfusions required; mean increments of those
transfusions; frequency of transfusion reactions; number of bleed-
ing episodes; development of anti-HLA antibodies; and length of

time until patients become refractory to the treatment strategy
employed; to determine how often patients refractory to one strategy
will respond to the other and what differences will exist in those
subsequent responses; to determine if the order of strategy makes a
difference in the total length of time patients respond to platelet
transfusions; to determine if the type of platelets transfused in
those patients refractory to both matched and mismatched platelet
transfusions makes a difference in the number of transfusions re-
quired, the mean increments of those transfusions, and the frequency
and time to the development of significant bleeding episodes.

METHOD

ELIGIBILITY: All pediatric patients admitted to Madigan.

EXCLUSIONS: >5 blood component transfusions, if cannot be HLA typed,
or if there is an inadequate number of HLA-matched donors to provide
HLA-matched platelet support. RANDOMIZATION: 2 groups by diagnostic
categories; further, patients within each diagnostic category will be
be divided into those with or without known bone marrow involvement.
Group 1 patients will receive platelet transfusions with matched
platelets. Group 2 will receive mismatched platelets. The indica-
tions for tr-ansfusion will be the same in both groups. Patients in
both groups will continue to receive platelet transfusions until the
patient is Jjudged to be refractory and then crossed intc the opposite
group. When patients are considered refractory to matched and mis-
matched platelets, they shall be randomized to receive either matched
or mismatched platelets for the remainder of the study. Following
randomization, the patients will continue to receive the assigned
platelet preparation until the development of a significant bleeding
problem. Patients refractory to both matched and mismatched platelets
who develop significant bleeding problems will be considered off-study
and will be supported with the best available platelet support.

PROGRESS

(80 06 - 82 09) No entries at MAMC.

Due to the departure of LTC Mease, MAJ Allen R. Potter became
the principal investigator on this protocol in July 1982.

STATUS: (0)
299
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TITLE: POB #78/06 - Treatment of Recurrent Lymphoma

PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSIONAL ASSISTANTS: LTC Charlene P. Holt, MC
LTC Alan D, Mease, MC

WORK UNIT NO: 80/55

TECHNICAL OBJECTIVES

To investigate the utility of a combination of aggressive
chemotherapy and total body irradiation (TBI) in the treatment
of recurrent disseminated non-Hodgkin's lymphoma. To study the
utility of flow-micro-fluorimetric techniques as a potential
means of individualizing timed-sequence chemotherapy scheduling.
To study the value of supplementary irradiation to apparently
localized recurrent tumor. To study recurrent tumor for changes
in morphology, surface receptors, EBV genome, and cell surface
micro-viscosity as compared to the patient's primary tumor.

METHOD

Patients with recurrent non-Hodgkin's lymphoma who have relapsed
on other protocols in whom autologous marrow has been stored at
least 2 months prior to relapse and whose disease is not defined
as small volume, local relapse will be eligible for the study.
The presence of complicating factors (renal failure, infection,
etc.) which constitute relative contraindications to the intia-
tion of CARAT therapy (Cytoxan, ARA-C, TBI) will be considered
individually for eligibility. Patients with prior CNS disease of
proven resistance to chemotherapy and cranial or craniospinal
irradiation will normally be ineligible for CARAT therapy. All
patients will be treated in laminar flow rooms if available.
Normally, chemotherapy will not commence until the total WBC is
>4000 and granulocyte count >1500 in order to keep the period of
ganulocytopenia to a minimum, All patients will be vigorously
hydrated prior to therapy. Treatment schemas are: cytoxan;

45 mg/kg days 1, 2, 3, 4, (1V in 100 cc D3W over 30 min);

TBI: 15 rads daily x 8 commencing on day llomitting weekends or
400 rads on days 6 and ¥; ARA-C: 300 mg/M3/24 hours by continuous
infusion days Y, 10, 11, 12, given in 5% dextrose/water; autologous
marrow infusion: day 13. In the presence ot CNS disease,
intrathecal or intraventricular therapy will be administered.
Patients also may be randomized to receive hyperalimentation.

PROGRESS

(80 06 - 82 0Y9) No entries at MAMC.

Due to the departure of LTC Mease, MAJ Allen R. Potter became
the principal investigator on this protocol in July 1982,

STATUS:  (0)
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TITLE: POB #78/10 - A Phase Il Study of Achromobacter Glutaminase
in Acute Leukemia

PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSIONAL ASSISTANTS: LTC Charlene P. Holt, MC
LTC Alan D. Mease, MC

WORK UNIT NO: 80/56

TECHNICAL OBJECTIVES

To determine the therapeutic efficacy of glutaminase against acute
leukemia refractory to standard agents. To determine the toxicity
of glutaminase administered in a fixed dosage schedule.

METHOD

Patients must have a life expectancy of at least 4 weeks and
cytologically documented acute lymphocytic, acute myelocytic,
or acute undifferentiated leukemia (on bone marrow aspirate
or the biopsy specimen). In addition, patients must be proven
refractory to conventional drugs considered active against
their disease and must have recovered from the toxic effects
of any previous therapy. The drug will be administered as a
continuous infusion (10,000 [U/Mz/day) for at least 14 days
with re-evaluation of the leukemia at that time. If no bene-
ficial effect has been seen the trial will be discontinued.
If there is evidence of improvement, the infusion will be
continued for a total of 28 days.

PROGRESS
(80 06 - 82 0Y) No entries at MAMC.

Due to the departure of LTC Mease, MAJ Allen K. Potter became
the principal investigator on this protocol in July 1982,

STATUS: (0O)
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TITLE: PUB #78/13 - Fever and Antimicrobial Therapy, Study II
PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSIONAL ASSISTANTS: LTC Charlene P. Holt, MC
LTC Alan D. Mease, MC

WORK UNIT NO: 80/64

TECHNICAL OBJECTIVES

To evaluate the role of empiric antibiotic therapy in granulo-
cytopenic cancer patients. To reduce the incidence of fever and
infection in patients for whom treatment-related granulocytopenia
is anticipated. To evaluate and treat the granulocytopenic
patient colonized with fungi.

METHOD

Patients in this study will be treated in three distinct groups.
Group I (Treatment of Granulocytopenic Patients Prior to the

Onset of Fever) will consist of afebrile patients receiving chemo-
therapy anticipated to produce granulocytopenia, irrespective of
the projected duration of granulocytopenia. These patients will
be randomized to a double blind study of either erythromycin and
bactrim or a placebo. Group Il (Evaluation and Treatment of
Granulocytopenic Patients Who Become Febrile) will consist of
patients with granulocytopenia who are febrile with either a
documented infection or a fever of undetermined origin. Those
with documented infection will receive either broad spectrum anti-
biotics or specific therapy based on sensitivity testing. FUO
patients will be treated with empiric antibiotics for 7 days and
then managed according to their status (febrile/afebrile). Group
III (Evaluation and Treatment of the Granulocytopenic Patient
Colonized with Fungi) after 7 days of KGC will be randomized to
receive amphotericin or not receive amphotericin,

PROGRESS
(80 07 - 82 09) No entries at MAMC.

Due to the departure of LTC Mease, MAJ Allen R. Potter became
the principal investigator on this protocol in July 1982,

STATUS: (0O)
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TITLE: POB #79/01 - Evaluation of Human Lymphoblastoid Inter-
feron and Poly I1:C (Stabilized with Poly-L-Lysine and
Carboxymethyl Cellulose [Pcly(ICLC)]) in the Treatment
of Acute Myelocytic Leukemia, CLL, and Various Solid
Tumors, Phase 11.

PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC

PROFESSIONAL ASSISTANTS: LTC Charlene P, Holt, MC
LTC Alan D. Mease, MC

WORK UNIT NO: K0/57

TECHNICAL OBJECTIVES

To determine the therapeutic efficacy of human lymphoblastoid
interferon and stabilized polyriboinosinic acid-polyribocyti-
dylic acid (poly!{ICLC]) in patients with acute myelocytic
leukemia (who are in their first bone marrow relapse and have
received no previous induction treatment for this relapse),
and in patients with various solid tumors in relapse.

METHOD

Patients >16 years with acute myelocytic leukemia who are in

their first bone marrow relapse after having been treated with
standard drugs and who have not received any other induction
treatment for this relapse are eligible. Solid tumor patients

in relapse are eligible as determined by the specific protocol
priority scheme for that tumor type. Patients will be randomized

to receive either lymphoblastoid interferon or Poly(ICLC). An
adequate trial will consist of a minimum of one month of treatment.
A second month of induction with the same agent on the same schedule
will be given if marrow improves by day 30 from Mg to Mg in the case
of AML, or if, in the case of solid tumor patients, the disease is
stable or improved. In no case will inducton continue beyond two
months. Patients with stable or improving disease at the end of

two months will begin a maintenance schedule with the same agent,;
patients with progressive disease at the end of one or two months
may, if their condition permits, cross-over to an induction attempt
with the other agent.

PROGRESS

(80 06 - 82 09) No entries at MAMC,.

Due to the departure of LTC Mease, MAJ Allen R. Potter became
the principal investigator on this protocol in July 1982.

STATUS: (0)
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TITLE: POB #79/03: Phase 11 Study of 2'-Deoxycoformycin in
Acute Lymphoblastic Leukemia

PRINCIPAL INVESTIGATOR: MAJ Allen R. Potter, MC
PROFESSIONAL ASSISTANTS: LTC Charlene P. Holt, MC
LTC Alan D. M=2ase, MC

WORK UNIT NO: 80/58

TECHNICAL OBJECTIVES

To determine the therapeutic efficacy of 2'-deoxycoformycin
(2'dCF)against acute lymphoblastic leukemia refractory to
standard agents; to determine the toxicity of 2'dCF administered
in a fixed dosage schedule.

METHOD

Patients with a life expectancy of at least 4 weeks who have
cytologically documented acute lymphoblastic leukemia on bone
marrow aspirate or biopsy specimen are eligible, Patients must
be proven refractory to those conventional drugs considered
active against ALL. This protocol will investigate a dose of
0.25 mg/kg 2'dCF given 1V daily for 3 consecutive days. Each
patient will receive at least 2 courses of 2'dCF (toxicity per-
mitting). The second course of 2'dCF will be given 14 days
following the initial treatment. 1If there is no evidence of
improvement on day 28 the patient will be removed from the study.
Patients who have achieved either a complete or partial response
after the second course will continue to receive treatment on
this protocol until M4 marrow status occurs. Upon entrance to
the protocol, cell surface marker studies will be obtained on
the lymphoblasts from each patient. The ALL patients will be
treated and analyzed separately according to whether they have

T cell or non-T cell ALL.

PROGRESS
(80 06 - 82 09) No entries at MAMC.

Due to the departure of LTC Mease, MAJ Allen R. Potter became
the principal investigator on this protocol in July 1982,

STATUS: (0O)
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APPENDIX 1
GUIDING PRINCIPLES OF THE CARE AND USE OF ANIMALS

Approved by the
Council of the American Physiological Society

Only animals that are lawfully acquired shall be used in this
laboratory, and their retention and use shall be in every case
in strict compliance with state and local laws and regulations.

Animals in the laboratory must receive every consideration for
their bodily comfort; they must be kindly treated, properly fed,
and their surroundings kept in a sanitary condition.

Appropriate anesthetics must be used to eliminate sensibility to
pain during operative procedures. Where recovery from anesthesia
is necessary during the study, acceptable technic to minimize
pain must be followed. Curarizing agents are not anesthetics.
Where the study does not require recovery from anesthesia, the
animal must be killed in 2 humane manner at the conclusion of

the observations.

The postoperative care of animals shall be such as to minimize
discomfort and pain and in any case shall be equivalent to
accepted practices in schools of veterinary medicine.

When animals are used by students for their education or the
ad vancement of science, such work shall be under the direct
supervision of an experienced teacher or investigator. The
rules for the care of such animals must be the same as for
animals used for research.
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APPENDIX I1I

Recommendations from the Declaration of Helsinki

I. Basic Principles

1. Clinical research must conform to the moral and scientific
principles that justify medical research and should be based on
laboratory and animal experiments or other scientifically
established facts.

2. Clinical research should be conducted only by
scientifically qualified persons and under the supervision of a
qualified medical man.

3. Clinical research cannot legitimately be carried out unless
the importance of the objective is in proportion to the inherent
isk to the subject.

4, Every clinical research project should be preceded by
careful assessment of inherent risks in comparison to foreseeable
benefits to the subject or to others.

5. Special caution should be exercised by the doctor in

performing clinical research in which the personality of the
subject is liable to be altered by drugs or experimental procedure.

IT. Clinical Research Combined with Professional Care

l. In the treatment of the sick person, the doctor must be
free to use a new therapeutic measure, if in his judgment it
of fers hope of saving life, reestablishing health, or alleviating
suffering.

If at all possible, consistent with patient psychology,
the doctor should obtain the patient's freely given consent after
the patient has been given a full explanation. In case of legal
incapacity, consent should also be procured from the legal guardian;
in case of physical incapacity, the permission of the legal
guardian replaces that of the patient.

2. The nature, the purpose, and the risk of clinical research
must be explained to the subject by the doctor.

3. a, Clinical research on a human being cannot be undertaken
without his free consent after he has been informed; if he is
legally incompetent, the consent of the legal guardian should be
procured.

b. The subject of clinical research should be in such a
mental, physical, and legal state as to be able to exercise fully
his power of choice.
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