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FOREWORD

This report identifies the research activities conducted by
Fi-tzs imons Army Medica l Cen ter investiga to rs through protocols
approved by the Cl Inica l Investigation Committee and Human Use
Committe e and reg istered wi th the Cl in ica l  Investigation Service
during Fisca l Year 1 978 along with other known presentation s and
publications by FAMC professional staff.

The research protocol s described in thi~ report were conducted
under the provision s of AR 40—38, as amended , Cl inical Investigation
Program, AR 40—7, Use of Investigational Drugs in Humans, AR 70—25, Use
of Volunteers as Subjects of Research , and FAMC Reg. 40—8, Clinica l
Investigation Program , FAMC, to insure the medica l safety, wel l
being, preservation of rights and dignity of human subjects who
participa ted in these invest i gations.

In conducting the research described in this report , the
investigator(s) adhered to AR 70—18, Laboratory An i mals , Pro-
curement , Transportation , Use, Care, and Public Affa i rs and the
“Gu ide for Laboratory An ima l Fa cilities and Care,” as promulgated
by the Committee or the Guide for Laboratory An i ma l Resources,
r~ationa1 Academy of Sc i ences, National Research Council.

Cl inical Investigation Serv i ce Is especially grateful to
BRIGADER GENERAL PHILIP P. DEFFER, MC , Commanding General , Fitzsimon s
Army Medica l Center, his professional and administrative staffs ,
and to the Commanding Officers and staffs of other supporting
activities for the cooperation and assistance provided the
Cl inical Investigation Service in our efforts to accompl ish
our mission . Finally, I would like to recognize the outstanding
work , dedication , and whole—hearted corroboration of my entire
staff . I would especially like to thank my Proto/Ed Asst, I-Is. Val
McCr ill and Mrs. Chris Montoya, clerk—stenographer , without
whose assistance and support this report would not have been
possible.

.
~~~1I

DONALD G. CORBY , M.D.
COL , MC
Chief , Cl inica l Investigat ion Service

*Reference AR 40— 38 , para 6, and interim change thereto: DA message
R 151530 Z Jul , 75 -— DA (TSG) WASH DC // DASG ZA SGRD~HR II and
change thereto (DA message l22O4 4Z Sep 75, ofc ref as cited),
effect ive 1 Jan 76.

L - ~~~~~~~~~~~~~ ~~~~~~~~~ _________
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PUBLICATIONS

DEPARTMENT OF MEDICINE

Allergy Serv ice

deShazo , R.D.: Insulin Al lergy and Insulin Resistance . Postgraduate
Medicine , 63:a5, 19 78.

deShazo, R.D., and Nel son, H.S.: An Approach to the Patient with a
History of Local Anesthetic Hypersensitivity: Experience with 90
patients. Accepted for Publ ication : J. Allergy Cl in. I mmuno l.

Mansfield , L.E., and Stein , M.R.: Gastroesophageal Reflux and Asthma :
A Possible Reflex Mechan i sm. Ann. Allergy , kl :224, 1978.

Mansfield , L.E., Sack, J., and Heiner , D.C.: Elevation of Serum igE
in Japanese—American Children . Ann . Allergy, 41:155, 1978.

Mansfield , L.E., McDonnell , J.T., McNally, J., and Souhrada , J.:
Airway Changes During Exerc i se in Norma l and Asthmatic Children .
Submitted to Respiration .

Morgan , W., Mansfield , L.E., McDonnell , J.T., and Souhrada , J.: Total
Respira tory Resistance in Children . Submitted to J. Appl ied Physiology.

Nelson , H.S.: Allergens , Antigenic Makeup. Textbook of Clinical Allergy.
R. Lockey Editor. Medical Examination Publishing Company, in Press , 1979.

Nel son , H.S.: The Effect of Preservatives and Dilution on the
Deterioration of a Pollen Extract — Russian Thistle (salsola pestifer).
J. Allergy Clin. Immunol., 63: 1 979.

Nelson , H.S.: Adverse Reaction s to Drugs - Hypersensitivity in
Cu rrent Therapy , Chapter for Book, Accepted for Publication , 1979,
Ed. Conn . Saunders & Company.

Nelson , H.S.: Pregnancy and Allerg ic Diseases in the Allergic Diseases
of Infancy , Childhood and Adolescence. Chapter for Book, Accepted for
Publ icat ion , Ed. Pearlman and Bierman , Saunders & Company, 1979.

• Posey, W.C., N~ 1 son , H,S., Branch, L.B., and Pearlman , D.S. : The Effects
of Acute Corticosteroid Therapy for Asthma on Serum Immunoglobu l in
Levels. Accepted for Publication , J. All ergy C1 1n. tmmuaol. 62: 1978.
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Allergy — continued

Stein , LR., Brown, G.L., Lima , J.E., Nel son, H.S., and Carr , R.I.: A
Laboratory Evaluation of Immune Complexes in Patients on Inhalan t
Immunothera py. Accepted for Publication , J. Allergy Clin. Immunol.
62: 19 78.

Weber , R.W., Petty , W.E., and Ne l son, H.S.: Aerosolized Terbutaline in
AsthmatIcs : Comparison of Dosage Strength , Schedule and Method of
Administration . Accepted for Publication J. Allergy Clin. Immunol .,
63: 19 79.

ABSTRACTS

Mansfield , L.E., McDonnell , J.T., McNall y, J. , and Souhrada , J.S.:
Changes in Airway Diameter During Exercise in Norma l and Asthmatic
Children . Cl in.  Res. 63:2 , l63A , 1978.

Mansfield , L.M., and Stein , M.R.: Gastroesophageal Reflux and Asthma —

Demonstration of a Possible Reflex Mechan i sm. Am. Rev. Resp. Dis. ,
(Number 4 Pa rt 2) 72 , 1 978.

Nelson , H.S.: A Three Year Comparison of Immunotherapy with Alum
Precipitated and Glycero—Sa l ine Grass Extracts. Amer. Rev. Resp.
Dis. 117 (Number 4 Part 2) 73, 1978.

Nelson , H.S.: The Effect of Preservatives and Dilution on the Potency
of Russian Thistle Extract. J. Allergy Cl in. Immunol , 61:173 , 1978.

Spaulding, H.S. , Jr., McDonnell , J.T. , and Branch , L.B. : Long Term
Study of Albute rol vs. I soproterenol Nebulizations. Am. Rev. Resp. Dis.
(Number 4 Part 2) 81 , 1978.

Stein , M.R., and Ghaed , N.: An Isotope Study of Pu l monary Aspiration
of Gastric Contents in Asthmatics with Gastroesophagea l Reflux . Am.
Rev. Resp. Dis. (Number 4 Part 2) 82 , 1978.

Stein , M.R , Weber , R.W., and Towner, T.G.: The Effect of Theophylline
on the Lower Esophageal Sphir~cter Pressure . J. Allergy Cl in. Immunol .
6 1:137, 1 978.

Weber , R.W. , Hoffma n, M., Raine , D.A., Jr., and Nelson , H.S.: Incidence
of Bronchoconstriction due to Aspirin Azo Dyes , Non—Azo Dyes and Pre-
serva tive s in Perennial Asthmatics. Am. Rev. Resp. Dis., (Number 4
Part 2) 84 , 1978 .

Weber , R.W. , Mansfie ld , L.E. , and Nelson , H.S.: Cross-Reacti vity Among
Weeds of the Ama ranth—Chenopod Famil ies. J. Allergy Cl in.  Immunol .
61:172 , 1 978.
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Cardiology Serv i ce

Way , G.L. : Subendocardial Ischemia in Infants with PDA and RDS. Accepted
for Publ ication , J. Ped., 1978.

Way, G.L.: Myocardlal Infarction in Neonates; Case Report , and review of
Litera ture. Submitted for Publication , N. Eng. J. Med., December 1978.

Dermatology Se rv ice

Nuss , D.D., Ae ling, J.L., Clemons , D.E., and Weber, W.N.: Multiple
Flamartoma Syndrome (Cowden ’s Syndrome). Arch. Dermatol , 114:743, 1978.

Sauske r, W.F. , Ae ling, J.L., Fitzpatr ick , J.E. , and Judson , F.N. :
Pseudomonas Fol l icu l itis Acqu i red from a Health Spa Whirlpool. J.A.M.A.
239:2362, 1 978.

Gr imwood, R.E., Swinehart , J., and Aeling, J.L.: Angiolymphoid hyper-
plasia with Eosinophilia . Accepted for publication , Arch . Derm., 1978.

Golitz , L.E., Asarch , L.E., Sausker, W.F., and Kreye, G.M.: Penile
Cysts and Canals. Submitted to Arch. Derm for Publication , 1 978.

Gower, R.G., Sausker, W.F., Kohler, P.F., Thorne , E.G., and Mcintosh , R.M.:
Small Vessel Vas culitis Associated with Hepatitis B Surface Antigen.
Submitted for Publicat ion , Ann. m t .  Med., 1978.

Sausker, W.V., and Frederick , F.D.: All erg ic Contact Dermatitis from TNG.
Submitted for Publication , Arch. De rm. , 1978.

Endocrinology Serv i ce

F$o fe ldt , F.D. : Transitional Low Blood Gl ucose States. Accepted for
Publ ication , Rocky Mountain Medical Journal.

Hofeldt, F.D.: Preven t ion of Reactive Hypoglycemia: The Great Med i ca l
Dilemma . Published , Textbook, Warren Green Publisher.

Hofeldt , F.D. : Low Dose Readioiod ide Thyroid Ablation in Postsurgical
Patients with Thyroid cancer. (Abstract) Yearbook of Nuclea r Medicine , 1978.

Hofeldt , F.D.: Ab sence of Hypogl ycemia after a Test Mea l in Patients with
Idiopathic Reactive Hypoglycemia . Diabetes 27(Suppl . 2), 1 978.

Mc Cowen , K.D., et al : Clinica l Impl ication s of the Flat Ora l Glucose
Tolerance Test. Accepted Military MedIcine , 1978.
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Endocrinology - continued

Opa l , S.M., Pittma n , D.L., and Hofeldt , V.0.: Testicular Sarcoi dosis.
Accepted for Publication , Am. J. Med., 1 978.

Taunton, 0.0. , et al: Famil ial  Fructose-i ,6—Diphosphatase Deficiency , Hypo-
glycemia and Response to Folate Therapy. Ptochemica l Med., 19:260, 1978.

Zw ill ic h , C.W., et al: Thyrotoxicosis: Comparison of Effects of
Thyroid Ablation and beta-adrenerg ic Blockade on Metabol ic Rate and —

Ventilato ry Control . J.C.E.M., 46:491 , 1 978.

Gastroenereo lo~y Service

Grem ill ion , D.E.: Serosal Laceration , A Complication of Intraoperative
Colonoscopy Explained by Transmural Pressure Gradients. Endoscopy ,
24:239, 1 978 :1
Gremil l ion , D.E.: Overdistention of the Gastric Balloon Compl icating the Use
of the Sengstaken Blackemo re Tube. JAMA, 240:1172, 1978.

Gremil lion , D.E.: Biliary Obstruct ion , A Compl ication of Chronic
Pancreatitis Diagnosed by Endoscopic Retrograde Cho l angiograp hy.
Accepted for publication , Am. J. Di gestive Dis., 1978.

McEiwee , H.P.: An Endoscopic Evaluation of Cimet idine and Antacids in the
Prevention of Stress Ulce ration Following Therami Injury . Submitted for
Publ ica t ion , 1 978.

Hema tology/Oncolo~y Service

Burgess , R.W., Burgess , V .W., and DiBella , N.J.: Cl inical Parameters
Associated with Brain Metastases in Patients with Small Cell Carcinoma
of the Lung. Submitted for publication , Cancer, 1978.

Cowan , J., and DiBe1 la , N.J.: The Detect ion of Hepatic Metastases:
A Review . Submitted for pub l ication Arch i ves of m t .  Med., 1978.

DiBe lla , N.J.: Immunologic Effects of Oophorectomy and Adrenalectomy in
DMBA- rat—mamma ry Carcinomas . Am. Ass. Cancer Resch., (Abstract) 322, 1978.

DiBella , N.J.: Vincristine— Induced Orthostatic Hypotension : A Prospective
Study . Accepted for publi cation , Cancer Treatment Reports , 1978.

DiBe lla , N.J., Buchanan , B.D., and Koontz, C.H.: Dissem i nated Atypical
Tuberculosis An tedating the Clinical Onset of Neoplasia. Cancer, 40:
1276, 1977.
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Hematology/Or~COlOgy Serv i ce - continued

DiBella , N.J., and Brown , G.L.: Immunologic Dysfunction in the Myel o—
Proliferative Disorders . Cancer , 42:149, 1 978.

Michalak , J.C., Rohr , L.R., and DiBe l la , N.J.: Bone Marrow Biopsy: An
Evaluation of Techn i que. Accepted for Publication Am. J. Clin. Path., 1 978.

Michalak , J.C., Alford , J.J., and Herbst , K.D.: Bone Marrow Lactate
Dehydrogenase (LDH) in Lymphoma and Acute Leukemia. Blood Vol . 50,
Supplement #376, 1977.

Infectious Disease Service

Nickel l, M.D., Schwitzer , G., and Cannady, P.B., Jr.: Hepatic Dysfunct ion
in Measles. Accepted for publ ication , Annals of m t  Med., 1978 .

Pulmonary Function Laboratory

Kindig, N.B., D.R. Hazlett: A Simple Yeast Accu rate Estimate of Mean Alveolar
02 and CO~ Partial Pressure from Mass Spectrometer Tracings. Med i cal
Instrumentation , 1 1 , 1 977.

Kind ig, N.B., and Hazlett, D.R.: An integra l Form Solution of the CO
Gas Transport Equations. Biomedical Sd . Instrumentation , 14:151 , 1 938.

Kind ig, N.B., Zimmere r, R.W., and Hazlett , D.R.: Computer Simulation .
Clinica l Engineering (in press).

Kindig, N.B., Zimme rer , R.W., and Hazlett , D.R.: Compute r Simulation
With an Altair Computer. Cl inical Engineering (in press).

Kindig, N.B., Hazlett, D.R., and Filley, G.F.: Timing and Vo l ume
Ave raging in Single Breath DLCO Measurement. Phys iologist , 21 , 1978.

Kindig, NB., and Hazlett , D.R.: Alveolar Air Equations Modified for
Breathing Pattern . Federation Proceedings , 37:867, 1 978.

Kindig, N.B., and Hazlet t, D.R.: A Precision Measure of Anatomic
Dead Space : Theory . Ann. Biomed i cal Eng ineering, 6:33, 1 978.

Neurology Serv i ce

Branch , C.E., Swift , T.R., and Dyken , P.R.: Prolongs Neonatal Myasthenia
Gravis: Electrophys iolog ica l Studies. Ann. Neurology, 3:416, 1978.

Branch , C.E. , and Swift , T.R.: Systemic Lupus Erythema tosus, Myasthenla
Gravis , and Ehlers—Danlos Syndrome . Ann. Neurology, 4:374, 1978.

Branch , G.E., and Dyken, P.R.: Choroid Plexus Pap illoma and
Infantile Spasms. Ann . Neur~~~~~, In press. 
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Neurology - continued

Swif t , T.R. , Branch , C.E., Hartledge , P., and Sackellares , J.R.:
-• Stiff—Child Syndrome: Hereditary Muscle Stiffness with Continuous

Muscl e Fiber Activity. Neurology , In press.

CLINICAL INVESTI GATION SERVICE

Charles , M.A., et al: Calcium Metabolism and Experimental Diabetes.
Subm itted to Endocrino logy, 1 978.

Charles , M.A., et al: Regula tion of Calcium Binding Protein Messenger
RNA by l ,25—dihydroxycho lecalciferol . Submitted to Endocrino logy , 1978.

Charles , M.A. , et al : Regulation of Gene Activity by 1 ,25—dihydroxy—
cholecalciferol . Proceedings of the Third Workshop on Vitamin D,

• Wal ter D. DeGruyter and Company, Ber l in , p. 122, 1977.

Charl es , M.A. : Regula tion of Insulin Secret ion Phys iology in  Norma l
and Diabetic Humans. To be published in handbook of Diabetes
Me l li tus , 1979.

Co rby, D.G.: Aspirin in Pregnancy : Maternal and Fetal Effects.
Pedia trics , 62:930, 1978.

Corby, D.G., and T.P. O’Barr: Decrease in a—adrenergic Binding Sites in
Newborn Pla telets : Cause of Abno rma l Response to Epinephrin e . Blood ,
52~ l6f (Suppl 1), 1 978 (Abstract).

DEPARTMENT OF OB—GYN

Bobitt , R.J.: The Group B Beta-hemolytic Streptococcus. Seminars In
Perinatology , 1:51 , 1977.

Bobitt , J.R. , and Ledger, W.J.: Amniot ic Fluid Analysis. Its Role in
Maternal and Neonatal Infection . Obstetrics/Gynecology, 51:56, 1978.

Deubl er, K.F., and Wi -ttich , A.C.: In travagina l Foreign Body of One
Year Duration : Case Report. Obstetrics/Gynecology , October 1977.

Hill , J.M., Golden , S.M., Merenste in , G.B., and Todd, W.A.: Disseminated
Herpes Simplex Neonatorum: A Complication of Fetal Monitoring. Am. J.
Obstetrics/Gynecology, 129, 1977.
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DEPARTMENT OF PEDIATRICS

Brooks, J.G., Cotton , E.K., and Parry , W.H.: Respiratory Tract and
Mediastinum. Chapter 12 In Curren t Pediatric Diagnosis and Treatment,
5th Ed. , Lange Medica l Publicat ions , Palo A lto , CA, 197L

Go lden, S.M. , and Duster , M.: Vietnamese Folk Medicine: Hazards of
Misd iagnos is. Cl in.  Pediatr ., 16:949, 1977.

• Luzier , T.L., Merenstein , G.B., Todd, W.A., Yost , C.C., and Brown , G.L.: - •
The Treatmen t of Gravid Females at Term Colonized with Group B Strepto-
coccus: A Random i zed Controlled Study. C li n Res., 26:200A, 1978 (Abst).

Mèase, A.D., and Merenstein , G.B.: Cerebro—oculofaclo—skeletal Syndrome .
Am. J. Dis. Chil d., 131:1405, 1977 (Ltr).

Merenstein , G.B., and Egel , R.: Centra l Nervous System Prob lems in
Newbo rn Air Transport (in press).

Merenstein , G.B., and Way, G.: Neonatal Air Transport and Congen i tal
Heart Disease (in press).

Merenstein , G.G., Todd, W.A., Brown, GL. , and C. Yost.: The Treatment
of Gravid Females at Term CoIon i~ed with Group ~ beta—hemolyticStreptococcus: A Randomi zed Study .—Subm itted for Publication , N.
Eng. J. Med., 1978.

Merenstein , G.B., Koziol , D.F., and G.L. Brown.: Radian t Heaters versus
Standard I ncubators for Neonatal Care. Accepted for Publ i cation ,
Am. J. Dis. Childhood., 1978.

Slove r, R.H., Mease , A.D., and Merenstein , G.B.: Feta l Akinesia , A
Previously Unreported Anomalad. Cl in. Res., 26:195A , 1978 (Abst).

Squire , E.N. and Merenstein , G.B.: Service vs Education In Neonatal
Intensive Care. J. Med. Educ., 52:859, 1977.

PHYS ICAL MEDICINE SERVICE

Occupat ional Therapy Section

deLeeuw , C.F.: Occupational Therapy — P r i n c ip l e s  and M o d a l i tie s .

Submitted to Comprehensive Rehabilitation Nursing, Ed. McGraw Hill ,
1978 .
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DEPARTMENT OF PRIMARY CARE AND COtVIUN ITY MEDICINE

Bethlen fa lvay , N.C. : The Potential of the North American Opossum in
the Study of the Ontogeny of Hemoglobin. Hemoglobin, 1978 (in press).

Boehm, W. M. , Pi lra , T.A. , Ku rn -ick , J.E. , and Bethienfa lvay, N.C.:
Acquired Hemoglobin H in Refractory Sideroblast lc Anemia: A Preleukemic
Marker. Arch . nt. Med., 138 :603, 1978.

DEPARTMENT OF PATHOLOGY

Zajtchuk, J.T., Lunsford , T.M., and Alfo rd , T.J.: Melanotic Neuro
ectoderma l Tumor of Infancy . The Laryngoscope, ‘ XXXVI 11:342, 1978.

DEPARTMENT OF SURGERY

• Cardiothoracic Su rgery Service

Kleiner , J.P., Way, G.L., and Hamaker , W.R : Intracard i ac Calcification
in a Child. Chest, 72:517, 1977.

Zajtchuk , R., Collins , G.J., Schuchmann , G.F., Holley , P.W., and Hamaker,
W.R.: Coagulation Abnormal ities in Patients Undergoing Myocardial
Revascularization . J. Thorac. Card l ovasc. Surg., 75:168, 1978.

Ophthalmology Serv i ce

Bode, D.D.: A Filing and Retrieva l System . (Submitted to Ann. of
Ophthamol. Sept 1977).

Bode, D.D.: The Uhthoff Phenomenon. Letter to Ed i tor. Am. J.
Ophthamol ., May 1978.

Bode, D.D.: Ocular Pain Secondary to Occi pita l Neuritis. Accepted for
Publication In Ann. Ophthamol., 1977.

Cottingham , A.J., and Boyle , R.M.: Low Asphericity Hard Contact Lenses —

The Ideal Solution for the Spherica l Cornea Syndrome. Accepted for

-
• Publication in Contact & Intraocular Lens Medical Journa l , 1978.

Cottingham , A.J., Bode, D.D., Hov i and , K.R., and Clemons, D.E.:
Multi ple Hamartoma Syndrome : Cowden ’s Disease — A New Phakomatosis.
(Submitted to Am. J. Ophthamol.).

Manson , R.A., and Bode, D.D.: An Expedient Lid Retractor. (Accepted
by J. Ped. Ophthamol.).
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Orthopedic Service

Eversmann , W.W. Jr., and Ri ts ick , J.A. : Intraoperative Change s In
Motor Nerve Conduction Latency in Capa ra l Tunnel Syndrome . J. Hand
Surge ry , 3:77, 1978.

Geiser , J.H., and Eversmann , W.W. , Jr .: Closed System Venog raphy in
the Eva luation of Upper Extremity Hernang lomas . J. Hand Surge ry ,
3:173, 1978.

Otolaryngology Service

Hasbrouck , J.M. : Performance of Auditory Fi gure—Groun d Patients Under
~ondItlons of Unilateral and Bilatera l Ear Occlusion . (Submitted to
J. Speech & Hearing Disorders).

Plast c Surgery Service

Rich , J.D.: 
- 
A Simple Method for Rapid Assessment of Malar Depression.

(Ac c~pted for publication , Ann. Plastic Surgery).

Zbylski , J.R.: Modifications of the Lateral Wedge Method of Reduction
Mammaplasty. (Submitted to Plastic and Reconstructive Surgery).

Zbylski , J.R., LaRossa, D.D., and Ri ch, J.D.: Correction of Lower
Eyelid Potosis in the Anophthalmic Orbit with an Autogenous Ear Cartlage
Graft. Plastic & Reconstructive Surgery , 61:220, 1978.

Urology Service

Buntley , D.W.: Iodine 125 Interstitial Brachytherapy in Adenocarclnoma
of the Prostate: Techn i que and Preliminary Microscopic Evaluation .
Kimb rough Proceedings , 11 : 14, 1978.

Fauver, H.E.: Drugs — Panacea or Pando ra ’s Box. Kimb rough Proceedings ,
11:94, 1978.

Wilson , T.M.: Neuroblastoma : A Rev i ew. Klmbrough Proceedings , II:
173, 1 978.
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PRESENTATIONS

DEPARTMENT OF MEDICINE

Allergy Service

de Shazo, R.: Drug Allergy. Presented: NatIonal Asthma Cen ter
Sympos i um on Asthma . Keystone, Colorado , April 1978.

Mansfield , L.: Changes in Airway Diameter During Exercise in Norma l
and Asthmatic Children. Presen ted: Western Society for Clinica l Re-
search. Carme l , California , Janua ry 1978.

Mansfie ld , 1.: Elevated Serum IgE In Japanese American Children.
Presented: Annua l Meeting, Am. College of Allerg ists. Phoenix ,
Arizona , April 1978.

Mansfield , L.: Gastroesophagea l Reflux and Asthma . Presented:
Internationa l Conference on As thma . New Orleans , LouisIana , October 1978.

Nelson , H.S.: Allergic React ions to Ingested Drugs . Presented : Second
Internationa l Food Allergy Symposium. Mexico CIty, October 1978.

Nelson , H.S.: Reactions to Dyes and Preservatives In Patients with
Bronchial Asthma. Presented: Second International Food Allergy
Symposium. Mexi co City, October 1978.

Nel son, MS.: Occupationa l As thma. Presented : National Asthma Center
Sympos i um on Asthma, Keystone, Colorado , April 1978.

Nelson , H.S.: The Effect of Preservatives and Dilution on the Potency
of Russ ian This t le  Extract. Presen ted : Annua l Meeting, Am. Academy of
Allergy, Phoenix , Arizona , February 1978 .

Ne lson, H.S.: Beta Adrenerg ic Blockade , Cause of Asthma or Result
of Therapy. Presented: As sociation Convelescent Pediatric Asthma
Hospitals , Phoenix , Arizona , February 1978.

Stein , M.R.: The Effect of Theophylline on the Lower Esophageal
Sph incter Pressure . Presented: Annua l Meet ing, Mi. Academy of Al lergy,
Phoenix , Arizona , Februa ry 1978.

We ber , R.W. : C ros s Reactivity Among Weeds of the Amaranth and Chenopod
Families. Presen ted: Annua l Meeting, Am. Academy Al lergy, Phoenix ,
Arizona , February 1978.
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Cardiology Serv i ce

Wa lder , J., and Thomas , H.: Post Operative Hypertens ion in Coronary
Bypass Patients. Presented: Cardiology Army Association , Walter Reed
Army Med ica l Center , Washington , D.C., May 1978.

Ward , N, Haas , J.: Spontaneous ST Segment Dimens ion and its Clinica l
Si gnificance . Ang iog raphlc Correlation . Presented : Cardiology Army
Association , Wa l ter Reed Army Medical Center , Washington , D. C., May 1978.

Endocrinology Serv i ce

Hofeldt , F.D.: a) Electrolyte Prob l em In Diabetes , b) Hypogl ycemia ,
Fact or Fancy. Presented : 1 3th Annual Scientific Convention , Utah
Academy of Family Physicians , Salt Lake City, Utah, March 1978.

Hofeldt , F.D.: a) Phys iology and Pharmaco l ogy of Estrogens , b) The
Good and the Bad of Estrogens. Presen ted: Bethany Medical Center ,
Kansas City, Kansas , September 1978.

Pulmonary Disease Service

Curl ey, W.J.: Paragonimiasis: Pathophys lology and Treatment. Presen ted:
Midwinter Aspen Lung Conference, Aspen , Colorado , Janua ry 1978.

Maran, A .G.: Multiple Unilatera l Pulmonary Nodules Due to Cryptococcosis.
Presented: 26th Annua l James J. Waring Lung Conference, Estes Park ,
Colorado September 1978.

Nel son, R.A.: a) Extra Pulmonary Tuberculosis , b) An Approach to
Pleu ra l Effusion . Presented : Walter Reed Army Medical Center ,
Visiting Professor, January 1978.

Ne l son, R.A .: Staphylococca l Pneumonia. Presented : Midwinter Aspen
Lung Conference , As pen Colorado , January 1978.

Ne l son, R.A.: Tuberculosis , Update 1978. Presented: Wi l liam Beaumont
Army Hospita l , El Paso, Texas, November 1978.

Pulmonary Function Lab

Zimme rer , R.W., Kind lg, N.B., and Hazlett , D.R.: Alveolar Sample Timing
in Homogeneous Lung Simulations. Presented: 13th Annua l Meeting of
the Association for the Advancement of Medica l instrumentation ,
Washin gton, D.C., April 1978.

Zimmerer, R.W., Perry , M.E. and Hazlett, D.R.: A i rway Resistance and
Alveolar Pressure Measurement. Presented: 31st Annual Conference for
Eng ineering and Medicine and Biology, Atlanta , Georg ia , October 1978.
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CLIN ICAL INVE STI GATI ON SERV ICE

Charles , M.A.: Regulation of the Messenger RI-IA for Calcium Binding
Protein by l ,25—dihydroxycho l ecalciferol. Presented: Nationa l
Endocrine Society Meet i ngs , Mi ami , Florida , 1978.

Charles , M.A.: Mechan i sms of Islet Allog raft Rejection . Presented:
National Diabetes Associations Meetings , Boston , Mass., 1978.

Charles , A., Brown, G.L., and P. O’Barr. Pancreatic Islet Allograft
Rejection . Accepted for presen tation , American Diabeti c Association ,
1978.

Corby , D.G.: Aspirin In Pregnancy: Maternal and Feta l Effects.
Presented: Aspirin and Acetamlnophem, Proceed i ngs of a Sympos i um
New Yo rk, November 1977.

DEPARTMENT OB-GYN

Bobitt, R.J.: Abnorma l An tepartum Fetal Heart Rate Trac i ngs, Fa i lure
to Intervene and Fetal Death: Rev i ew of Five Cases Reveals Potential
Pitfalls of Antepartum Mon i toring Programs. Presented: Armed Forces
Seminar , New Orle ans , LouisIana , 16th Annua l Meeting, 15 October 1977.

Lazarus , E.J.: A Comparison of Serum Estriol Levels and Human Placenta
Lactogen (HPL) Level s in the Management of Hypertensive and Vascular
Disease in Pregnancy. Presented : 16th Annua l Meeting, Armed Forces
Seminar, New Orleans , Louisiana , 15 October 1977.

Hiller , D.A.: Tuba l Ligation Syndrome: Myth or Reality. Presen ted:
16th Annua l Meeting, Armed Forces Sem i nar , New Orleans , Louisiana ,
15 October 1977.

DEPARTMENT OF PEDIATR ICS

Ford, K.A.: The Role of the Pediatric Nurse Clinician (PNC) in Counsel ing
• Parents of Children with Congenital Heart Disease. Presented: Military

Section AAP, New York C it y, New York, November 1977.

Luzier , 1.: The Treatment of Gravid Females Colon I zed with Group B
beta-hemolytic Streptococcus: A random i zed Controlled Study. Presented :
Military Section AAP, New York City, New York , November 1977.

Luzier , 1.: The Treatment of Gravld Females at Term Colonized with
Group B Streptococcus. Presen ted: WSPR , Carmel, Ca liforn i a , February,
1978.

Merenstein , G.B.: Centra l Nervous System Problems . Presented: Newborn
Air Transport Conference , Denver , Colorado , February 1978 .
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Pediatrics — continued

Merenstein , G.B.: Neonata l Air Transport and Congenital Heart Disease.
Presented : Newborn Air Transport Conference , Denver , Colorado , Februa ry,
1978.

Merenstein , G.B.: Radiant Heaters vs. Standard Incubators for Neonata l
Care. Presented : 3rd Annua l Conference on Neonatal-Perinatal Medicine ,
Lake Tahoe, Nevada , May, 1978.

Parry , W.H.: Cystic Fibrosis: Diagnosis and Management. Presented:
97th General Hospita l, Frankfurt , Germany, May, 1978.

Parry. W.H.: The Role of Hypnosis in Asthma . Presented: Un iformed
Services , Un i versity School of Medicine , Washington , D.C., September 1978.

Parry , W.H.: An Approach to Pediatric Respira tory Disease. Presented:
Un i formed Services , Un i versity School of Medicine , Washington , D.C. ,
September , 1978 .

Parry, W.H.: Cyst ic Fibrosis:  An Upda te . Presented : Un ifo rmed
Serv ices , University Schoo l of Medicine , Washington , D.C. , September , 1978.

Parry, W.H.: Management of Pulmonary Air Leak in the Neonate. Presented :
Bethesda Med i ca l Center , Maryland , September, 1978.

Pierce , J.: Streptococca l Sudden Unexpected Death Syndrome . Presented:
Aspen Conference on Perinata l Research , Aspen, Colorado, July, 1978.

Sanders , J.M.: Workshop on Rape. Presented : National Conference on
Child Abuse , San An tonio , Texas, January, 1978.

Sanders , J.M. : Psychosocial Growth and Development in Adolescence.
Presented: Union College , Denver, Colorado , March , 1 978 .

Sanders , J.M.: Adolescent Gynecology. Presented : Sponsored by the
University of Colorado Medica l Center , Estes Park, Colorado , June, 1 978.

Shira , J.E.: Assessmen t of the Allerg ic Child: Skin Testing — for
Whom: i~ dachrome Clinic. Presented: Brooke Army Medica l Center ,
San An tonio , Texas , November , 1977.

Sh i ra, J.E.: More History of Military Pediatric s . Presen ted: Uniformed
Services Pediatric Sem I na r, San Francisco , California , Mar ch, 1978.

Shira , J.E.: Allergy Therapeutics — Facts and Fables. Presented:
John Connell Lectureship, Denver Genera l Hospita l , AprIl , 1978.
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Pediatrics — continue d

Sh i ra, J.E.: Assessment of Children with Repeated Infections . Presen ted:
Annua l Meeting Colorado Chapter American Academy of Pediatrics , Denver,
Colorado, May, 1978.

Sh i ra, J.E.: Identification and Management of the Allergic Child.
Presented: Annua l Meeting Nationa l As sociation of Pediatric Nurse
Assistants and Practitioners , Keystone, Col orado, June , 1978.

Wells , D.W.: Adolescent Gynecology . Presented : Continuing Medica l
Education Program Sponsored by the University of Colorado Medica l Center ,
Denver, Colorado, March , 1978.

Wells , D.W.: Teenage Pregnancy . Presented : March of Dimes Conference,
Denver , Colorado, May , 1978.

Yeatman, G.W.: Telephonic Triage in a Military Pediatric Practice .
Presented : 1 3th Annua l Uniformed Serv i ces Pediatric Seminar , San —

Francisco, California , March, 1978.

PHYS ICAL MEDI C INE AND REHABILITATI ON SERVI CE

Occupational Therapy Section -

deLeeuw, C.F.: Principles and Construction of Simplified Hand Splints in
a Clinic - Environment. Presented: Orthopedic Symposium , Quade Center ,
Fitzs imons Army Medical Center, Denver, Colorado, May, 1978.

DEPARTME-NT OF SURGERY

Card iothoracic Surgery Service

Barry , M.J.: Post—Operative Pericardla l Tamponade. Presen ted: 8th
Annua l Meeting of the Association of Army Cardiology , Silve r Springs ,
Maryland , May, 1978.

Plastic Surgery Service

Cul lington , J.R.: A Clinica l Eva l uation of 3—V i ew Audio Cine Fluo roscopy
for VPI . Presented: Symposium of Military Plastic Surgeons, WRA MC,
Washington , D.C., January, 1978.

Culllngton , J.R.,: A Clinica l Eva l uatlon of 3—View Audio Cine Fluoroscopy
for VPI. Presented : Plastic Surgery Senior Residents Conference , Hershey,
Pennsylvania , April , 1978.
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Plast ic Surge ry S e r v i c e  - continued

Rich , J.D.: Breast Reconstruction Following Mastectomy. Presented:
Sympos i um of Military Plastic Surgeons , WRAMC , Washington , D.C., Janua ry ,
1978.

Zbylski , J.R.: Asian Travels by a Plastic Surgeon . Presen ted: Symposium
of Military Plastic Surgeons, WRAMC , Washington , D.C., January , 1978.

Zbylski , J.R.: Modification of the Latera l Wedge Method of Reduction
Mammaplasty. Presented : Rocky Mountain As sociation of Plastic and
Reconstructive Surgeons Meeting, Hawaii , March , 1978.

Zbylskl , J.R.: Modification of the Latera l Wedge Method of Reduction
Mammaplasty. Presented : American Society of Aesthetic Plastic Surgery ,
In c., San Francisco , California , May , 1 978.

Ophtha l mology Serv ice

Cottingham , A.J.: An Analysis of the InitIal 25 Intraocular Lens Implanta—
tations in an Ophthalmology Residency Training Program. Presented : Bascom
Pa lmer Eye Institute Annual Alumni Meet i ng , Key Blscayne , Flor i da , June ,
1978.

Manson , R.A.: Pediatric Ophthalmology. Presented: Un i versity of
Colorado Postgraduate Medicine Course , Denver , Colorado , November ,
1977.

Nears, W.W.: The Ocular Fundus In Hypertension and Diabetes Me llitus .
Presented : Fitzsimons Army Medica l Center Optometry Conference,
September , 1978.

Urology Service

Buntley , DW. : Iod i ne 125 Interstitial Brachytherapy in Adenocarc i noma
of the Prostrate: Technique and Preliminary Microscopic Eva l uation .
Presented : Kimbroug h Uro l oglca l Seminar , Deove r, Colorado , November,
1977.

Buntley , D.W.: Case Presen tation-Duplication of Rena l Collecting System
Masqueradi ng as Acute Appendicitis. Presented : South Centra l Section
AUA Meeting , Af ton, Oklahoma , October , 1977.

Dobbs , R.M.: Hypercoagulable State Induced by Estrogen Administration .
Pan—Pacific Surgica l Association Meeting, Honolulu , Hawaii , April , 1978.
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Urology Servlce — continued

Fauver, H.E.: Drugs - Panacea or Pandora ’s Box. Presented: Kimbrough
Urological Semina r, Denver , Colorado November 1977.

Fauver, H.E.: Drugs — Panacea or Pandora ’s Box. Presented : Annua l
AUA Meet i ng, Washington , D.C., May 1 978.

Wi l s on, T.M.: Neuroblastoma : A Review. Presented: Kimbrough
Urologica l Semi nar , Denver , Colorado, November , 1977.
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UNIT SUMMARY SHEET

ClinIca l Investi gation Program, FAMC

Clinical Investigation efforts by FAMC personnel in FY 78 culminated in
the publicatio n of 86 articles and 70 presentatIons and lectures at
national , international , and regional scientific meetings. As of
30 September 1978, there were 131 research protocols on the CIS reg ister.
Of these 64 projects were ongoing and 67 new registrations .

,jectives:

To encourage the performance of clinically oriented research by
personnel assigned to the Fitzsimons Army Med ical Center (FAMC). To
aid in the planning, development , support , and execution of experi-
menta l clinical studies , both in patients and by directly related
labora tory work, into the clinical problem s of significant concern
in the hea l th care of members of the military community. To pro-
vide physician experience in research and invest i gative procedures
by furnishing a hi ghly educa ted and trained staff of specialists ,
labo ratory facilities , administrative services and funding for:
supplies , equ i pment consultants , publications , and reprints. To
achieve continuous improvement in the quality of patient care by
providing an atmosphere of inqu i ry , maintaining high professional
standing and accrediat lon of advanced hea l th programs.

The Clinical Investi gation Program differs from Medical Research
and Development in that the emphasis is on the health care problems
existing in our patient populations , le; active duty, ret i red , and
dependents and not solely on medical problems affecting combat read i ness
and the fi ghting strength . It is , by its nature , an integra l part of
the triad of patien t care and medicine . It promotes and supports the
finest i deals and traditions of Mi li tary Medicine and enhances the
vitality of the teaching programs which in turn elevates the standard
of med i ca l care. The research program operates on the premise that all
approved protocols will be supported to the fullest extent allowed by
current funding. This concept allows for a large r number of physicians
and ancillary personne l to participate in resea rch rather than as in
the grant system used elsewhere. This means that virtuall y every
investiga tor is gi ven a chance to pursue his research without having
to compete for funds with “estab lished ’1 names in the field.

Techni ca l Approach:

— This support, directi on and management is carried out under the
aegis of AR 40—38, Ci in ica l Investigation Program; AR 40—7, Use of
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Investigational Drugs In Humans; AR 70—25 , Use of Volun teers as Subjects
in Research ; AI~ 70—18, Laboratory Animals , Procurement , Transportation ,
Use, Care, and Pub l ic Affairs; and MCR 40—8 , Clinical Invest i gation
Servi ce (cis) , FAMC. This Service provides guidance , assistance , and
support to the cen ter staff in matters pertaining to the program and
coordina tes the FAMC program with higher headquarters and other
facilities.

Manpower: Current and authorized strength is outlined.

Descri ption Grade MOS Br Auth Acutal Name

-C , Clin Rsch 06 6OP9B MC 1 1 Corby

C, lmmuno Sec 05 68A9A MS 1 1 Brown

Intern i st 05 61 F9C MC C) 1 Charles

Lab Admin 03 68F00 MS I I MarstelIer

C , Surg Rsch Labs 03 64F9D VC 1 1 Hofmann

C , Micro Sec 04 68A00 MS 1 1 Damato

Physiologist—PhD 02 68J0O MS I 1 Harbell

Biochem 03 68C00 MS 1 1 Zolock

Microbiologist 04 68A00 MS 0 1 Qui gg

NCO IC E7 92B4R I I Underh ill

C, Med Lab NCO E7 92B4R 1 1 Engle

Sr. 0.R. SP E6 91D3R I I Smi th, N.

Blo Sd Asst E6 OlH2O 1 I Glab
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Description Grade MOS Br Auth Actual Name

Bio Sci Asst E5 OIH2O 0 I Andersen
Bio Sd Asst E5 OlH2Q 1 1 Gallegos
Buo S~ i Asst E5 OlH2O 1 1 Chadwick
Bio Sci Asst E4 OlH2O 1 1 Harrington

Vet Sp E6 9IT2R I I Rich

Microbiol-Ph Q 13 0403 GS I I O’Barr

Microbiol 09 0403 GS 3 3 Lima

Roth lauf

Pai ne

Med Technol 09 0644 GS 1 1 Rush
Biochem 09 1 320 GS 1 1 Swanson
Microbiol 07 0403 GS 6 4 Range l

Kile

Morse

LeDoux
Rsch Chem 07 1 320 GS 3 3 McNama ra

Noble

Waldeck

Bio Lab Tec 07 0404 GS 1 1 Hakes

Anima l Bio Lab Tech 07 0404 GS 1 1 Jones

Anima l Tech 05 0404 GS I 1 Merci ll
Protoco l Asst 06 0318 GS 1 1 McCri l l
Animal Caretaker 05 7706 WG 2 2 Beltran

Hitchcock
Clerk—Steno 04 0318 GS 1 1 Montoya
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FY 76 FY 77 FY 78

Civ i l ian  Pay 329,374 382 ,810 363,962

Travel 2 ,374 3,856 3,660

Suppl ies 11 8,687 158 ,153 161 ,431

Equipment 72,686 80,000 28,500

Contracts 17,615 20,029 16,429

Other (Mi l i tary) 267,269 293,432

Prog ress

The 1976 HSC Manpower Su rvey Team (Sched~ile X) recogn ized two
additional MSC , Al l ied Science Officer requ i rements for CIS:

68C00 CPT, MSC Biochemist Ph.D.
68J00 CPT, MSC Phys iologist Ph.D.

During 1977, FAMC was given two officer allocations to be used
specificall y for the above requ i rements. Recruiting by CIS and the
Laboatory Science Consultant , Office of The Surgeon Genera l has led to
the assignment of two Ph.D.s to these posit ions:

David Zolock CPT, MSC Ph.D. 68C00
John Harbel l 1LT , MSC Ph.D. 68JOO

The requ i remen t for an Operating Room Specialist (9lD) had also been
recogn ized by the Manpower Team. At that t im e It was predicated on protocol
support involving large anima l surgeries. Since that time the mission
requirements of this Service have signifIca ntly increased in research
involving small animal an imals and their consequent care and handling.
Because of this shift , CIS requested and rece i ved approva l for a change
in MOS requirements from the 9lD Operating Room Specialist to Veterinary
Specialist (9lT). Headquarters , FAMC provided an allocation and the
posit ion has been f i l led.

CIS received from Health Services Comand (HSC) two microbiology
training positions. This program brings In a qualified aspirant at the
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GSO5 entrace leve l and upon successful completion of a ri gorous training
program allows for non—competitive promotion to GSO7 and finally the
GSU9 Microbiolog ist journeyman level. Currently both of the assi gned
interns have comp leted the requ i red two years . One has been non—compet i-
tive ly promoted to GSO9 and reassigned to the Eisenhower AMC . The second
intern was hired into the Mycobacteriology (TB) subsection , Micro-
biology Section , CIS and has become a va l uable adjunct to the research
effort.

Historically, Fitzsimons Army Medica l Center has prov i ded leadership
in the i dentification and treatmen t of tube rculosis in the military
coninunity . In accordance with the Commanders ’ direct i ve , CIS prov i des
mycobacteriology (TB) support (processing clinica l specimens and
reference cultures) to the listed MEDDACS. The unique ongo i ng computer
storage and anal yses of mycobacteriolog ic data from tubercul in patients
used for laboratory fol lowup of spec imens, quality contro l , and analyses
of clinical data provides clini cal support not found in any other USAMEDD
labo ratory. Additional in depth mycobac terial studies on patients , ie ,
serum drug levels , serum inhibition tests, identif ication of myco—
bacteria other than M. tuberculosis are also provided. MEDDACS receiving
support are :

Ft Carson Lette rman AMC Scott AFB
Ft McPherson Tripler AMC Air Force Bases located a t :

Ft Leavenworth Madigar i AMC Baker’s Field , CA
Ft Ord Minot , S. Dakota
Ft Riley -

Ft Sifl

In addition , TB reference laboratory support is accorded: Coninunicable
Disease Center, Atlan ta, GA., PHS, Pine Ridge Reservation , S.D.

The Surg i cal Research Labo ratories (SRL) Section , CIS has greatly
expanded its services. In addit ion to providing severa l training prog rams ,
this activity has significantly increased its capabilities to encompass
two operating room facilities , upgrading of X— ray and physiologi cal
equipment. The increased surg i ca l workloads has resulted from support
g iven to protocols dealing with cardiovascular research , vena cava , renal
transplants , vaso—vasostomy , microsurge ry. The research an ima l support
now includes a daily small anima l population of approximately 700 animals ,
20 large animals , and a small colony of primates.

CIS has re—submitte d an urgen t minor construction request for a $400,000
An i ma l Care Facil ity. This proposed vivarium has been approved by Higher
Headquarters but has been scheduled for tentative construction in FY80.

The Mycobacteriology Labo ratory sub-section , Microbiology Section , CIS
has rece ived College of Pathology (CAP) accre~ it~ati cn as an Extent Two
Laboratory. 
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75/107 A Comparison of the Results of Hyposensi tizat ion with Aqueous
Grass Extract and Aluminum Precipitated Aqueous Extracted
Grass Extract in the Treatment of Patients with Allergic
Symptoms Due to Grass Allergy (0) 040

75/110 Antineop lastic Therapy with C IS—Plat inum (Il)
I~i amm i nech 1oride (usC 119875) (0) 041

75/113 Study of the Impa i red Water Excretion in Primary
Hypothyr oidism (C) 043

75/116 Fractionation of Kochia (Kochia Scoparia) Pollen with
Isolation of Kochia Pollen Extract Anti gens (0) 045

75/118 A Study of the Stability of Al lergy Extracts Under Varying
Conditions (o) (P) 046

76/100 A New Measure of Anatomic Dead Space Suring Steady State
Studies: Theory — Component Design (0) (P) 049

76/101 Trial of Lithium Carbonate to Prevent or Reduce Neutropenia
in Rats Receiving Radiation (T) 051

76/1 02 Anti—neoplastic Therapy with Methyl CCNU (NSC95441)/l—(2-
Chloroethyl)—3-(4—Methy l Cyclohexyl)—)—N itrosourea (0) . .  052

7 6/103 An Objective Measure of CNS Development in Children (0). .  054
76/1 04 Clinica l Trial of Lithium Carbonate to Prevent or Reverse

Neutropenia (C) 056
76/1 05 Eva l uation of Testicular Function in Patients Receiving

Cytotoxic Therapy (0) 057
76/1 09 An Evaluation of Nasal Secretory I gE (0) 059
76/110 A Study of Terbuta line and Aeroso l in the Treatment of

Patients with Bronchial Asthma (C) (P) 061

Ongoing (0), Completed (C), or Terminated (1), Publish ed , (P) or
Submitted for Publ ication (SP). 
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76/111 Study of the Effec t of Ibuprofen (Motrin) on Platelets
in Normal Subjects (o) 064

7/112 Study of the Effect of Tetracycline and Pleural Drainage
on Pleura l Effusion In Cancer Patients (0) 065

76/115 Chemoimmunotherapy of Malig nan t Me l anoma (0) 066
7L/lI6 The Effect of Dexamethasone on Gonadotropins in Post-

Menopausal Women (o) 068
76/117 A Non—Invasive Plethysmographic Measure of Transtho racic

Pressure During Maxima l Expiratory maneuvers (0) 070
77/101 Evalua t ion of the Effects of the Frequency of Pollen Allergin

Injections During the Pollen Season (C) 072
77/103 Comparison of the Cl inical and Immunolog ical Response of Pre—

Seasonal and Co-Seasonal vs. Post-Seasonal Init iation of
Allergy Immunotherapy (0) 073

77/104 Eval uation of i n-imunoglobu lins and Immunog lobulin Bearing
Lymphocytes in Asthma (0) 075

77/105 An Evaluation of the Cross Al lergenic lty Among Pol!en
Extracts of Members of Chenopodtaceae and Ama ranthaceae (0) 076

77/106 The Effect of Chronic Non-Immunologically Mediated Bronchial
Constriction of Bronchial Smooth Muscle (0) 078

77/1 07 L—Do pa Stimula tion of Glucagon in Obesity (0) 079
77/108 A Comparison of the Cli nical and immuno logic Response to Grass

Pollen Extract with or without the Addition of Glycerin (0) 081
77/109 Further Investi gation of the Esophago-bronchial Reflex

Mechan i sm, and on the Association Between Gastroesophageal
Reflux and Asthma (o) 082

77/110 Effect of Chronic Oral Propranolol on Glucose Tolerance (0) 083
77/111 An investi gation of the Effects of Antihis tamines and

Aspirin on the Late Skin Test React ion (0) 085
77/112 Study of the Diagnostic Role of Serum and Bone Marrow Lactate

Dehydrogenase I soenzymes (LDH) (0) (P) 086
77/113 A Study of Terbutal Inc Aerosol In the Treatment of Patients

with Bronchia l Asthma (0) 088
77/114 Effect of Propranolol in Patients with Reactive

Hypoglycemia (0) 090
78/100 Adapta tion of Leukocyte Chem ilum i nescence for Small Volumes

of Blood (C) 092
78/101 Eva l uation of Prostaglandins Producing Suppresso r Cells in

Cancer Patients (C) 093
78/102 The Development of Specific and Cross Subsensitivity in the

Trachea l Tissues of Guinea Pi gs Treated with I soprotereno l
and Mnhinophy l l lne (0) 094

Ongoing (0), Completed (C), or Terminated 01), Published (P) or
SubmItted for Publ ica t ion (sP).



P~ge

78/103 TrIal of Lith i um Carbonate to Prevent or Reduce Neutropenia
in Dogs Receiv ing Radiation (0) 096

78/104 Study of Coagulation Parameters in Patien ts with Suspected
Deep Vein Thromboph l ebitis Before and After Venography (0) 097

78/105 i fosfamide plus Fluorourac ll in the Treatment of Pulmonary
Carc i noma (o) 098

78/106 Effects of the Evaluation of the Frequency of Pollen Allergen
Injections During the Polle n Season (0) 100

78/107 An Evaluation of the Efficacy of An i ma l Dander Allergy
Immunotherapy in Perennial Rh i n i tis (0) 102

78/1 08 An investi gation into the Generation of Anti gen Specif ic
Suppressor Cells During Allergy Immunotherapy (0) 104

SURGERY

71/202 Eva l uation of Periphera l Nerve Injuries at Fitzsimon s
Genera l Hospital (0) 106

73/219 Treatment of Urinary Tract Trauma in the Laboratory —

Anima l (0) (P) 108
74/202 Treatment of Di goxin Toxicity with Activated Charcoa l (T)(P).IlO
75/200 Role of Hypercoagulab ility in Patients Undergoing Myocardia l

Revasculariza tion (C) (P) 11 2
76/202 An Experimental Dog Mode l for the Study of Coronary Artery

Spasm (T) 114
7 /203 Screening Program for Mu i tary Children at Hi gh Risk for

Hearing Loss (0) li ~76/205 Use of Cyc l in  AMP in the Evaluation of CalcIum
Urol ithias is (0) 1 1 7

77/200 investi gation of Ureter (Partial and Complete) and Bladder
(Sub—total) Replacement with Synthetic Materials (C). . .  118

77/201 Hydrodynam ic Studies wi th a New Card i ac Bivalve Prosthesis
and Comparison with Currently used Prosthesis in a Pulse
Duplicator (C) (F’) 120

77/202 Use of Nephrogenous Cyclic AMP in the Evaluation of Calcium
Uro l ith iasis (a) 122

77/203 Use of Ur i nary Prostaglandins in the Eva l uation of Recurrent
C a l c u l u s  D i s e a s e  - Addendum to 76/205 (a) 123

77/204 The Anatomical and Physiological Development of the Flexor
Tendon Sheaths in the Human Fetus (0) 124

78/200 Anastomos is of the Dog Vas Deferens Using Micros urgical
Techni que (

~
) 126

78/201 Clinical Study for intraocular Lenses (a) 127

Ongo i ng (U), Completed (C), or Terminated (1), Published (P) or
Submitted for Publication (sP).
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72/302 ComparIson of Metabolic and Functional Changes In Defects
of Platelet Function (0) (P) 129

73/305 Computer Storage and Analyses of Ilycobacterlolog ic
Laboratory Data from Tuberculous Patients (0) 133

74/300 t4icroblological Research In Tuberculosis (0) (F’) 135
74/303 The Deplet ion of Liver Glycogen During Endotoxemia (T) .  137
75/303 Immuno—Surveillance Monitoring in Post Surgery Cance r

Patien ts as Means of Evaluating Anti-Tu mor Response (C).  138
7 /300 Mechanisms of Vitamin D Induced Calcium Transport (0) (P) 140
76/301 Pancreatic Islet Transplantation In Diabetic Animals (o)(p) 141
76/302 Rosette Formation by 1-Lymphocyte: I. Assay Method Using

Primate Erythrocyte II. Assay Method Using Sheep Erythrocyte
Treated with Neuraminid ase (C) 144

76/303 Effect of Physical Stress on the Cellular and Humora l I mmune
Mechan i sms in Mice (C) 145

76/304 Calcium Metabolism in Diabetes Me lll tus (a) 147
76/305 Standard i zation of Hypog l ycemic Criteria using a Physio-

log i ca l Stimulus (0) (P) 148
76/306 Group A Beta Hemol ytic Streptococcus in the Asymptomatic

Child I Seasonal Incidence of the Carrier State II Bacterial
Interference of the Carrier State by Norma l Throat
Flora (C) (P) 150

77/300 Immunologic Disorders in Children and Adults: I Correlation
of Immune Functions in the Immunodeficiency State II.
Correlation of Immune Functions of Leukemia and other
Childhood Mali gnancies (0) 152

77/301 Thyroglobulin Levels in Patients with Thyroid Carcinoma (o) 154
77/302 Regulation of l ,25-Dihyd roxychol ecalciferol (1 ,25-0,)

in Humans (0) 156
77/304 Osteosarcoma (0) 157
77/305 Neurobiastoma (Stage III , IV) Afte r Infancy (0) 159
77/306 Rhabdomyosarcoma Protocol (0) 16 1
77/307 Protoco l for the Treatment of Ewing ’ s Sarcoma (0) 163
77/308 Non-Hodgklns Lymphoma (0) 165
77/309 AL #4 — Acute Lymphocytic Leukemia (0) 166
77/310 Acute Non-Lymphogenous Leukemia (0) 168
77/311 Wilms ’ Tumor (Nephroblastoma) (a) 170
77/312 CNS Tumor Protocol for Study of Combined Surgery , Chemo-

therapy and Radiotherapy (0) 172
78/300 Beta—Sympathet Ic Mediated Metabolic Events Following a

Carbohydra te Loading (C) (P) 174
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- -
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75/402 Early Di g italiza tion In Premature Infants with Idiopathic
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Evidence of Left Atria l Enlargemen t (0) l~ o76/400 Eva l uatIon of Hi gh Intensity Fibe roptlc Transillumina tion
in Infants (0) 192
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Intervals (0) 198
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Premature Infants Requiring Ventilatory Assistance (0) . .  204
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78/650 Eva l uation of Thalassemia as Cause of Hypochromic Microcyt ic
Anemia or in interaction with Hemoglobin Var iants (0) . . .  2 13

78/651 Evaluation and Structura l Identification of Unusua l Human
Hemoglobin Variants (0) 215

78/652 Alpha Thalassemla: Eva l uation of the Significance of
Hemoglobin Bert ’s In the Black Neonate (0) 217

78/653 Gamaa Thalassemia in the Newborn (0) 218

NURSING

77/700 Assessment and Impl ication s of the Public ’s Knowledge
and Acceptance of the Pediatric Nurse Practitioner Role Wi thin
A Military Population (C) 219

PHYS ICAL MEDI C INE and REHABILITAT ION SERVICE

77/750 A Home Based infan t Stimula t i on Program (C) 220

SOCIAL WORK SERVICE

78/755 The Gravity of Child Care and Maltreatment Acts: An Assess-
ment of Opinions of U.S. Army Child Protection and Case
Management Team Members (0) 221

Ongo i ng (0), Completed (C), or Terminated CT), Publishe d (P) or
Submi tted for Publ i cation (sP).

L _______



_______________________ - — - 

— * — -  -
~~~~~~~~~~~~

_ _ _  - - ~~~~~—---- ~~~~~~~~~~~~~~~~~~~~~~~~~~ - —

U -

DETAIL SHEETS

L - — ~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ - -~~ --~~~~~~~~~~~~~

—

-

-

. 

-- 

~~~~~~~~~~~~~~ ~~~~~~~~~

-

~~~~

—--~



_
—~ w-~

__ _ -•___
~~~~, 

-
~~~~

—:
~
—‘—

~~
-
~~~~~

——— ——-- 
~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 

—-—-,—- ---—-‘ .- -----
--- -- - -

~~
-
~~~~~~~~

— -—--— ---- — -— 
~
— —-- 

-

MED IC INE

I

—



~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ 

CLINICAL INVEST I GATION SERVICE
FITZ S IMONS ARMY MEDI CAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Tuberculosis Research Fol low—up Program.

WORK UN IT NO: 67/1 00

PRINCIPA L INVESTIGATO R: Roald A. Ne l son , COL , MC

ASSOC I ATE INVESTIGATO R: None

OBJECT I VES

To facilitate proper collection of research records of tuberculosis
patients and to prov i de a centra l repos i tory for all such records.
(Procedura l Guide , Number 40—957, dated 27 May 1957).

TECHN ICAL APPR OACH

All patie nts admitted to the Tuberculosis Service have research files
made which include representa tive x— rays , clinica l summaries , bacteriology
printout s of smea r and culture data and any other records deemed appropriate
for the individua l case. These files are expanded when follow—up
x—rays , reports and cultura l data are obtained from our own clinic
follow—up or from other hospitals. The i nformation obta i ned is used to
ana l yze various aspects of clinical tuberculosis , treatment results ,
and specific types of tuberc ulosis.

Manpower (in professional man years): 0.1/yr

Funding (in thousands) FY 77: 4.0
FY 78: 4.0

PROGRESS

This project has to date accumulated detailed informat ion on over
25,000 patients with tuberculosis. it is most assuredly the best
file of its type in the United States and will continue to contribute
significantly to future data computations and papers in the field of
clinica l tuberculosis.
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WORK UNIT 67/1 00

PROGRESS — continued

The modern concepts of therapy for tuberculosis stem from data such as
we have In this file. These concepts include short—term hospi talization
for treatment of active tuberculosis , early discharge from follow-up
after medica l therapy, frequency of pleura l tuberculosis in young adults
with pleura l effus ion and positive skin tests , and the incidence of extra
pulmona ry tuberculosis in the population of tuberculosis infected m d i—
V i d ua 1 s.

Pub!icat ions: —

(1) Christensen , W. I.: Genitourinary Tuberculosis: Review of 102
Cases. Medicine 53:377, 1974.

(2) Buchanan , B. D.: Atyp ica l Tuberculosis Due to Type I and Type III
Atypica l Mycobacteria . (Submitted for Publication).

(3) Gerace , J., Nelson , R. A.: Incidence of Drugs Resistant Tuberculosis
in Orienta l Females Trea ted at Fitzsi rnons A rmy Medical Center and
Scott Air Force Base Medica l Center. (In prepa ration.)

Presen tations:

(I) Christensen , W. I. : Gen i tourinary Tuberculosis at FAMC from 1961
- to present. Presented : 25th Annua l Pulmonary Disease Sympos i um ,
Fitzs imons Army Medica l Center , Denve r, Colorado , September 1972.

(2) Christensen , W. I.: Gen i tourina ry Tuberculosis at FAMC from 1961
to present. Presented: Reg ional American College of Physicians
Meeting. Colorado Springs , Colorado , Janua ry 1973.

(3) Christensen , W. I.: Genitourinary Tubercu l osis at FAMC from 1961
to present. Presented : Hug h Mahon Lectureship Award Competition ,
Fitzs imons A rmy Medica l Center , Denver , Colorado , May 1973 (submitted
as research paper).

(4) Christensen , W. I. : Drug Resistant Tuberculosis from Vietnam.
Presented : 25th Annual Pulmonary Disease Symposium , Fitzsimons
Army Medica l Center , Denver , Colorado , September 1972.

(5) Ne l son , R. A.: Tuberculosis of the Spine (Potts ’ Disease).
Presented J. J. Waring Chest Conference. Estes Park , Colorado ,
August 1974.
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WORK UNIT 67/lao

PROGRESS - continued

(6) Ne l son, R. A.: Pleura l and Lymph Node Tuberculosis: Presented at the
Course Clinica l Management and Contro l of Tuberculosis. Presented
three times yearly by National Jewish Hospita l , Denver, Colorado.

(7) Buchanan , B.: Atypical Tuberculosis. Presented: 28th Annua l
Pulmona ry Disease Symposium , Fitzsimons Army Medical Center ,
Denver , Colorado, September 1975.

(8) Nel son, R. A.: Extra Pulmonary Tuberculosis. Presen ted:
Fitzsimons Army Med i cal Center , Denver , Colorado, September 1975.

(9) Christensen , W.I.: Genitourinary Tuberculosis. Presented: At the
course, Clinica l Management and Contro l of Tuberculosis. Sponsored
by Nationa l Jewish Hosp ita l , Denver , Colorado , three times yearly.

(10) Gerace, 1., Ne l son , R.A., Byrd , R.: Drug Resistant Tuberculosis
in Orienta l Females. Presented : Annua l Meeting of American
Thoracic Society, San Francisco , California , May 1977.

(11) Nelson , R.A.: Extrapulmona ry Tuberculosis. Presented : Walter
Reed A rmy Medica l Center Grand Rounds — 20 January 1978.

STATUS:

Ongoing.
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CL IWI C #~L i~IVESTI GAT I 0N SERV ICE
FITZ S IMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEAR CH PROJECT RESUME
30 SEP 78

TITLE: Active Antigens in  House Dust.

WORK UNIT 110.: 73/135

PRINC I PAL I NVESTI GATOR: Lyndon E. Mansfield , LTC , tIC

ASSU C It~TE INVESTIGATOR: Harold S. Nelson , COL , MC

OBJECTIVE S

To determine to what degree the reactivity of house dust extract is
related to its contents of cat dander , dog dander , mite products and
cotton degeneration products.

TECHN I CAL APPROACH

Skin test data from over 200 patients will be analyzed for correlation
between positive skin tests to house—dust , cat dande r , dog dande r ,
house dust mite and cotton antigen along with the commercial Hol li ster—
Stier and Greer dust. The abi l i t y  of cat , dog and cotton to inhibit
grass specific I gE antibody as determined by RAST testing will be
determined. Cross immunoe l ectrophoresis for antigen identification
ari d cross immunoelectrophoresis with inhibition will  be performed.
The antisera for this w i l l  be raised in rabbits. Likewise , cross
radioirnrnunoe l ectrop~ioresis will be performed in orde r to identify
those anti gens that are i mpo rtant in huma n disease.

Manpower (in professional man years): 0.2/yr

Funding (in thousands) FY 77: 0.5
FY 73: 0.5

PROGRESS

As of August 1 978, the technique of i mmunoe l ectrophoresis has been
established and the anti gens eva l ua ted. At presen t the ongoing
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WORK UNIT 110.: 73/1 35

PROGRESS - continued

evaluation of cross radioimmunoe lectrophores is and inhibition of
crossed immunoe l ectrophoresis Is ongo i ng . RAST inhibi tion is
scheduled to be performed in Septembe r or October of 19713. Skin
test data have been collected and analyzed.

Publications ari d Presen tations: None.

STATUS:
I

Ongoing.
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CLINI CAL INVE STI GATI ON SERV ICE
FITZ S IMOUS AR MY MEDI CAL CENTE R

~~~~~~ 
De v.er, Cc~ orado 80240

i-, E ~-~-~LH i~-.~~LCT kESUM E
30 S E P 7~3

TI TLE: Anti—N eopla st ic Th~ raH’ w ith L—Asparag i nase (NSC—l09229).

WORK Ul~iT N0.: 73114!+

PRINCIPAL _ I NVEST IGA TOR: Ni cholas J. Di Be ll a , LTC , MC

ASS O C IA TE _ II4VESTl Gi ~ iOR: t~one

U i  1! CT IVES

rL cea ~ pa t ie n ts  v~ I th acut e lymph ob last ic leukemia (ALL), refractory
to standard chemotner~ipy , with L--asparag inase.

1 CAL ~-\PI - RO A CH

Pzti ~ nts meeting seie~ Li on c r r ~ ri .i 3ut l ined werc treated with
L—A ~parag inase as ~~ ~- r ~~~~ o l .

M anp -~-.’er (in profe~~ k’a1 man y&~ars ) : 0. 1/yr

Funding (in thousaridi ) FY /7: 0.0
F’1 78: 0.0

PROGRESS

The fo l low ing  pat ients  have been t rea ted w i t h  th is  agent during
FY 78.

I ) S. W. — 26 yb w i t h  ALL f a i l e d  a f ter  three d i f fe rent
~nduct iori reg imens. Rece i ved 3 doses of L—Mspara g inase and

Mra—C but f a i l e d  to ob ta in  a remiss ion and expired.

2) /A.  B. — 3 yb UM w i l h  /~LL diagnosed September 1978,
re lapsed in A pi i i 1978. I4ow in remiss ion af ter  induction
which includ ed L-Asparag i nase plus Vincristine , Predn i sone
and A dri amyc in.

3) J. D. — 8 y,’o ~IM with A l l d iagnosed in 1974 but re l apsed
in May 1978 -~nd h~ - been -~~--induced wi th 1—Asparag inase , plus
V i nc r is t i n i e , Fre dn i so n~ ud Adr iamyc in.
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Publica t io~s and Present~~i ton s: None

STATU S :
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CLINICAL INVEST IGATI ON SERVI CE
FITZ S IMOrIS A RMY MEDI CAL CENTER

— Denver , Colorado 80240

RESEARCH PROJECT RESUME
30S EP 78

TITLE: Use of Daunomycin ( iI SC— 82l5l) in Acute Leukemia.

WORK UNIT NO.: 73/1 49

PR INC I PAL I NVESTIGATOR: Nicholas J. DiBella , LTC , MC

A SSOCIATE I NVESTIGA TOR: None

OBJECTIVES

o permit use of a drug of proven efficacy in acute leukemia , but
which is not yet FDA-approved.

TE CHNI CAL APPROACH

Patien ts meeting selection criteria outlined were t reated with
Dauromycin as per protocol .

~anpow~ r (in professional man years): 0.2/yr

~und ing (in thousands) FY 77: 0 1 -

FY /3 : 0

PROGRESS 
- -

i~ e following patients have been treated with this agent during
F’( 78.

I) U. C. — 55 yb AIM with acute myelomonocytic leukemia
remains in comp lete remi ssi on af ter induct ion wi th Da unomyc in ,
Ara-C , 6—TG , VCR and Prednlsone .

2) L. U. - 3 yb WF with /A ML diagnosed in May 1978 and
induced into complete remI ssion w-ith Daunomycin and Ara—C ;
als o rece i ved CNS radiation for CNS invo l vement; remains in
probable rem is sion .

Pwlica t i ons and Presentations: None
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CLI N ICAL INVESTIGATION SERVICE
FITZS I MONS ARMY MEDICAL CENTER

Denve r , Colorado 80240

RESEA RCH PRO JECT RESUME
— 

30 SEP 71 
-

~~

TITLE: I mm uno— chenicjl i- - a lu a t i on of Myelopr ol ifer ati ve - : i

Plasmaprol i - F~ rz L i  e Diseases.

W O R K  H~’ i T _NO. : 7’./l Ol

PR III C I P AL I NVESTIGA TOR: N icholas J. DiBe l la , LTC , tiC

~SStJCIMTE iNVEST IGi -~TOR: George L. Brow n , LTC , -1 - C , Ph.D.

OBJECT IVES

To detcrm ine whether there are any disturb ~~,ces Gf immunog lobuHn pro-
duction or of delayed hy persensitiv ity in the m~~ lopro lifera t ive
diseases. To app ly new i n-munochem Lal techn i q” - -s for the character-
ization of mono cic- - al gamncpat~ ies and other J- - -sp~oteinemias .

TECHN I C/\! APPROACH

This is an in— d e~i .h i mmu nolog~c evaluation of patients with myelopro-
iFe ;ative .Jfl j pla smapro li ferative disorders.

Man~ -
~~~~~ (in profess~- ina l man years): 0.5/yr

Fundi ng (in thousands) FY 77: 3.0
FY 78: 2.0

PROGRESS

i~ t~~~~~! of 1i0 patients with various forms of n~~e J o p ro I i feidn ~ ve
di sord ers were studied immunolog ically. No moiio~ lona l gammoj -3tnies
- . rr rc2c orded , serum Ig leve h~ were within ncj:i~~l range. In 19
at en- t~ compLmcnt C levels were decreased . In 26 subjects l ;mk h-

~~ -te
bla s t transformation ~o PHA was suppressed ; in 18 patients response to

)l’~~~~ - 2d m itogen was also decreased . In some ~. ri en ts the 1- )fl- mi t c -gen i c
sti M ulated l ymphocytes showed marked increases in thy~ii Jine u~ ake.
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WORK UNIT 74/101

PROGRESS — continued

In 33 patients shown to have suppressed mltogenlc response only 2
were found allergic by intraderma l skin tests . No association between
depressed lymphocyte response and chemotherapy was shown except In
6 of 8 patIents with chronic myelogenous leukemia which were on
cytotoxlc therapy at time of study.

Publ i cations:

.(l) Brown, G.L., DiBe lla , N.J., and Corby, D.G.: IgE— IgM Ka ppa
Ga rmnopathy As soc iated w it h Lymphocytic Lymphoma. Federation
Proceedings 35:438 , 1 976.

(2) DiBe lla , N.J., and Brown, G.L.: Immunologic Dysfunction In the
Myelop rollferatlve Disorders. Cancer 42:149, 1 978.

Presen tations:

(1) DiBel la , N.J., and Brown, G.L.: Cellular and Humora l Immunity

in the Myelopro l iferative Disorders . Presented : Annual Joint
- Meeting of the American College of Physicians and American

Soc i ety of Internal Medicine , Colorado Regional Meeting,
Colorado Springs , Colorado, January 15, 1976.

(2) Brown, G.L., D i Bel la , N.J., and Corby, D.G.: IgE—IgM Kappa
Ganinopatby Associated with Lymphocytic Lymphoma. Presented :
Anaheim, California , AprIl 12, 1976.

(3) DiB ell a , N.J., and G.L. Brown : In—depth Immunologic Eva l uation of
- Myeloprolifera -t i ve and Plasmoprol i ferative Disorde rs. Cl Inical

Investigat ion Service Seminar , April 1 978.

STATUS:

Ongoing.
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CLINICAL INVEST I GATION SERVICE
FITZS IMONS ARMY MEDICAL CENTER

Denver, Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 75

TITLE: Reactive Hypogl ycemia: An Analysis of Glucose- Insulin-Glucagon
InterrelationshIps and Counter Hormonal Regulatory Factors .

WORK _UNIT NO.: 74/110

PRINCIPAL INVESTIG ATO R: Fred D. Hofeidt , LTC , MC

ASSOC I ATE i NVEST IGA TORS: Ga ry L. Treece, MAJ , MC
M.A. Charles , LTC , MC
T.P. O’Barr , Ph.D., DAC
A. Shackelford , DAC

OBJECTIVES

The objective of the hypogl ycemic study Is to continue to invest i gate in
our large cl inic population the glucose -insulin-glucagon and pro lactin
interrelationshi ps and the re-sponse of counter-regulatory hormones to
hypoglycemic stress. This project Is a continuation of a previous
project initiated in 1 969 at the Un i versity of California Medical Cen ter ,
Moffett Hospital , San Francisco , California.

TECHNI CAL APPROACH

The c l inical research protoco l involves evaluation of con tro l subjects
and hypog l ycemic patien ts to assess the interrelationsh i ps of beta cell
and alpha cell respons i veness to ora l and intravenous glucose adminis-
tra t ion . Based u pon findings in con t rols and patients w i th  disease
state s, a classification system has been proposed. The data have allowed
for an understanding of the basic pathophysiology of reactive hypogl ycemic
diso rders. The clinical studies are being conducted in the Departmeat
of Medic ine, Endocrine C l in ic , with the asSIstance of an assi gned GS-5
to perform blood samp l in g and assist during the testing. During the
glucose tolerance test , the patien t has an Indwe lling catheter for frequent
samp l ing of blood g lucose , is con tinually monitored by a cardiac monitor
system and blood glucoses are assessed immedIately after sampling by the
Ame s Reflectan ce Meter. Af ter glucose administra ti on , blood insulins ,
glucagons , growth hormones , prolact ins and cortisols are sampled and the
va l ues are determined by a sensitive radioirnmunoas say. The procedure is
desi gned to provide a minimum of patien t inconvenience in the performance
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WORK UNIT NO.: 7~i/IIO

TECHNICAL APPROACH — continued

of these ~-“e li s~andardized p i_ u i- ~~. ,~~~~iy norr l i n - i t ~iJ .j I~ ex ~~- e r i - n : e

a low bloc ..! ~~~~r state sometime aft~-~ 91 cose a c m  ~~ a t o O f l , 1~~~ . : t i n ic a t
si c ai fica n c~ of a ~ow blood g1ucos~ .~tate is observed by ~~~~~~~
~ppropriate adrenerg ic symptoms at th~ nad i r of the glucose dii -J - r~~nin~
ir there is a counter hormonal e~ pon..i veness to ~.efend ~he c t ’ ~ 

-
~~~ of a

ow ~-locd glucose state. This appm oa~h allow s st ie l. w~i i - ! L .~~i

iid ~ reactive hypoaiy~ t~~ . ~~-J cle arl y ~L~tingu i sh~ s it m o m  U~~.

!o~. blood glucose states.

ir~~a~-ier (in professiona l man years): 2.0/yr

~un -ting (in thousanis) fl’ 77: 6.0
F? 78. 8.0

PROGRESS

Approx i mately 500 oral glucose tolerance tests L~’- -e L~~ r perfon -~~d since
,aception of the study. The data derived from ~~~~ s t i ~ e. -.~~~~ been
pp l ied to advancement of the medica l tr~~~;st3ndinc ~ cf rea~ t i~ e h;p - --

qly cemic disorders and for specifk ,‘-~Lie nt manuyeir :it. The data from
300 pat ients has been placed on cc~~ —uter tar-es by a b k- sia iist ic ian at
the Un i versity of North Da kota and is retrievable for analysis if tI ,~~c
tapes could be adapted to the compuucrs at Fitz simo rm s Army Medical
Center. To continue the project , ft .ither fundin g along the previous
guide lines is needed to continue the clinica l studies in patients with
disordered carbohydrate metabolism. However , addit iona l funds wil l  be
needed for the computer expansion of this study for continued input and
anal y s i s  0; the da ta on this large group of patients. Continued con-
~; Itan t support to include trave l , honora rium and quarters for a hio-
s~-at i st ici an is requested for the continuation of the project. Dr. George
Logan , bios tatistician at the Univers ity of North Dakota has done t~~-~ years

~~ da ta cc -mpiling on this project and is most suitable to act as ~..onsLIt ant
~ the p

~
- “t  for the conversion of the data forms as pres ently recorci~~

t.) the - simons computers . Annua lly, $1000 is re~u~ st~ J t~ r th i s
•
~~ urt, -i~ qrading of this projec t wh ich has accumulated such Ia,~je stores
r rcsea~ 

- -ata. L ik~ w ke , this yea r a new Harva id in iu .k- , pur ! iS
ieeded (Sl~~ ,5. 0O) .

ib~ ic a t i o n s - ;

(I) Hofel dt , F.D., Dippe , S . ,  and Forsha rn , P.: Diayr~c~~is and C las si—
I ica tion of Rea ctive hypog lycemia Based on Hormona l Changes in

~es n~ ~~~
- t~ Ora l ~- J I n tr av Ln -~;, G l ~~~OSt: AJ~~~ , 

~~~rau :~ , .

Cl in Hu t r it i o n  2~~.I I~~3 — I 2 f 2 , 1972.
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WORK UNIT NO.: 74/110

Publication s — continued

(2) Hagler , L., Hofeldt , F.0., Lufkin , E.G., Herman , R.H.: Reactive
Hypog ly cemia: A Clinical—Phys iologic Approach to Diagnosis and
Treatment. Rocky Moun tain Medical  Journal 70:4 1 , 1973.

(3) An thony, D., Dippe , S., Hofeldt , F.D., Davis , J.W., For~ham , P.H. :
Personali ty Disorde r and Reactive Hypoglycemia: A Quan ri~~ tiv e Study.
Diabetes 22:664, 1973.

(4) Hofeldt , F.D., Dippe , S., Levin , S.R., Karam , J.H., B lunt , R. ,
Forsham , P.H.: Studies on the E ffects of Diphey lhydan toin upon lnsu l in
Secretion in Three Patients with Insulinoma . Diabetes 23:192-198, 1 974 .

(
~

) Hofeld t , F.D., Lufkin , E.G., Hag ler , L., Block , M.B., Dipp e .
Dav is , J.W., Lev in , S., Forsham , P.H., Herman , R.H. : Ar .. - -~~ r-
ma l i ties in Insulin Secretion Responsible for Rea~ ri- ;e H~~og l ycemia .
Diabetes 23:589, 1 974 .

(6) Block , M.B., Hofeld t , F.D.: C—Peptide Measurernent~~: C l i r i ..al 1m p h -
cations. Ar i zona Medicine 32:22-24, 1975.

(7) Hofeld t, F.D.: Potpourr i : Comments on the Spectrum and Natural History
of Diabetes Mellitus . Arizona Medicine 32:1+22—424, 1975 .

(8) Hofeldt , F.D., Adler , R.A., Herman , R.H. : Postprandia l Hypogl ycemia
Fact or Fiction . JAMA 233:1309, 1975.

(9) Hofeldt , F.D.: Progress in Endocrinology and Metabol ism : Reactive
Hypoglycem ia. Metabolism 214:1193 , 1975.

(1 0) Hofeldt , F.D., Lu fkin , E.G. , Hall , S., Dippe , S. , Davis , J.W . ,
Lev in , S., Forsham , P.H.: ~ 1 im entary Reactive Hypogl ycemia:
EffeL ts of DBI and Dilantin on Insulin Secretion . Military
Med icine 140:841 , 1 975.

~l l ) Block , M.B., Hofeldt , F.D., Lu fk in , E.G., Hag ler , L. , Herman , R.H.:
The Response of Glucagon -Like Immunoreactivity to React i ve Hy po-
glycemia. Military Medici ne 142:32 , 1977.

(12) Taun ton , 0.0., Greene , H.L., St~ fel , F.B ., Hofe ld t , F.D., Lu fk in , E.G. ,
Hagle r , L., Herman , Y. and Herman , R.H. : Fr uctose 1— 6 di phosphatase
Dific iency , Hypog l ycemia and Response to Folate Therapy in a Mother
and her Daughter. Biochemical Medicine
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WORK UNIT NO.: 74/110

Publ ica t Ions — continued

(Published Abstracts):

(1) Block, M.B., Hofeldt , F.D., Lufkin , E., Hagler , L., Herma n, R.:
StImu lation of Pancreatic Glucagon—Like Immunoreactivit y (GL !)
by Reactive Hypoglycemia. Diabetes 22: 303, 1973.

(2) Hofeldt , F.D., Lufkin , E . ,  Hagler , L., Block , M. , et al: is Delayed
Insulin Secretion Responsible for Reactive Hypog l ycemia? Diabetes
22:304, 1973.

(3) Hofeidt , F.D., Dippe , S., Forsham , P.: Diagnosis and C lass i -

fication of Reactive Hypoglycemia Based on Hormona l Changes in
Response to Ora l and Intravenous Glucose Administration . Excerpta
Medico , Endocrino l ogy 28:577, 1973.

(1e) Hofeldt, F.D., Lufkin , E.G., Hag ler , L., et al: Reactive Hypo-
glycemia Seen Dependent on Patient Status . Diabetes Outlook
8:9, Nov/Dec 1973.

(5) Bloc k, M.B., Hofeldt , F.D., Lufk ln , E.G., et al: Glucagon Response
to Hypoglycemia Tied to Symptoms - not Glucose Levels. Diabetes
Outloo k 9:4, Apr 1974.

(6) Hofeld t, F.D., Lufkin , E.G., Hag ler , L., et al : Those wi th Reactive
Hypog l ycemia Have Delay on Excess Insulin Response. Interna l Medicine
New s 8:35, 1975.

(7) Hofeldt , F.D., Lufkin , E. G ., Hag her , L., et al: Response to Ora l
Glucose in Reac t ive Hypog l ycemia Often Delayed Or Excessive . Family
Practice News 5:64, 1 975.

(8 ) Hofeldt , F.D.: Reactive Hypoglycemia. Diabetes 25 :156 , 1976.

(9) Hofeldt , F.D.., Dippe , S.E., Lev in , S.R., et al: Effects of
Dipheny lhydanto in on Glucose—Induced Insulin Secretion in Three
Patients with Insu lirtoma . Yearbook of Endocrinology 1975, p. 277.

(10) Hofeldt , F.D., Lufkin , E.G. , Hag ler , L., et al : Are Abnorma l i t i e s
in Ins ulin Secretion Responsible for Reactive Hypog l ycemia. Year-
book of Medicine , 1976, pp. 596—597.

(II) Plyma te, S.R ., Hofeldt , F.D., Adler , R.A.: Determinants of Glucagon
Response in Reactive Hypog l ycemia. Clinical Research 25:2, 1977.

(12) Hofeldt , F.D., Charles , A., Ei chner , H., et al: Absence of Hypog l ycemia
After a Test Meal In Patients with Idiopath ic Reactive Hypogl ycemia.
Diabetes 27:2, 1 978.

035

—— - - _- - - -—-- -- - —“-- --—--~ -~ 
.
~~— — --- — - ~~ lgIllmI lllIlINlIimIE ~j l~~ lA



- _ .-  - -

~~~~~~~~~~~~~~~~ 

..

~~~

- -

~~~

_ -

WORK UNIT NO.: 74/110

Presen ta t ion s:

( i )  Hof el d t, F.)., S us s n a , :~. Hypoglycemia. Presented: Department
Med i c  i n c  ‘ rand Rounds , Un iversity of Colorado , Den ver , Colorado ,
August !~-i7~ .

(2) Hofeldt , F.D.: Is Delayed Insulin Secretion Responsible for
Reactive Hypoglycemia? Presented: American Diabetes Association ,
Chica go, I l l i noi s , J.~s . 1973.

( 3 )  Hofeldt , F.D.: Nc - - - -
- - ;  :aches to the Study of Hypog l ycemia.

Presented: Reg i ona l iic - t  ing for Aff il iates of the American
Diabetes As socia tion , Grand Forks , Nor th Dakota , December 1974.

(
~

) Hofe Idt , F.D.: What s N..~w In Diabetes ? Nature and Treatment -f po-
iiycemic Reactions (with conlnents on insulin injections). ~ ~ented:
Amer i~ a~ Diab~~e5 Association , North Dakota Affiliate , (i- -u i -i Forks ,
North Dakota , A p ri i

(5) Hofeldt , F.D. : ~~isor ie s of Carbohydrate Metabolism. Presented :
Basic C 1 i ni ca ~ En docrinology Short Course , Ame r i ca n Co l l e g e of
Pathology , Denve r , Colorado A pr II 1976.

(6) Hofeldt , F.D.: The ProhIenis of Hypog lycemia .  P res ented :
Minnesota Academy of ~~m ily Ph ysicians , Det roi t Lakes ,
Minnesota , Auru s~ ~i 6.

(7 )  Hofeldt , F.D.: Reactive HypoglycemIa. Presented: 1976 Symposium
on D abetes Me hl i t us , ~-nnerican Diabetes Association of Minnesota ,
O~.tober 1976.

(8) Hofeldt , F .D. . Hy pog l ycemia - Current Concepts of Diagnosis and
Thera:’;. Presentec : Diabete ~- ympos i um , sponsored by The American

~iaL-~~ -:~:- Associa tion of Minnesota , Th i ef R i ve r Fa l l s , Mi nneso ta ,
6 ‘-‘arch 1977.

1-) ) r i of ld t , F.D. :  Hypoglycemic Disorders of the Endocrine Pancreas.
P rc - c ted : C. lorado Academy for Continuing Medica l Education , Denver
f : , i r . .

( I ~ Ho~~ fd L , P.O.: h ;~og lycem ia: lact or Fancy? Utah Academy of Fam ily
- t i c ~~~, 

j t Lake C ty, Ut ah.

~ 
)
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WORK UNIT NO.: 74/110

HTex tbooks:

( I )  HofeLt- , F.D.: The Treatment of Reactive Hypog i yce~ ia . Chapter i i• Conn Curren t Therapy , 452—455, 1977.

(2) Hofeld t, F.D.: Prevention of Reactive Hypog l ycemic D i s - d r- . W~ rrenGreen Publishers (in i eoaration).

STATUS:

Ongo i ng.

$
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CLINICAL INVEST I GATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Minoxidil as an Antihypertensive in Patients Refracto r ;’ t~
Availabl e Medica tions.

WORK UNIT NO.: 75/102

PR I NC I PAL ft VESTIGATOR: John H. Haas , COL , MC

A SSOCIATE INVESTIGATOR: None

OBJECTIVES

The objective of this protoco l is to prov i de an altert - ii~ c L eatment for
patients whose blood pressure is refractory to a’~~i lsLiIe drugs or who have
experienced unacceptable side effects from the i. i i  f u l f i l l i n g  this purpose,
ne sponsor has been given three i mportant respon~~i b i l i t ~ e~ Ly the Food and
~iug Adm inistration : (1) Ev i dence must bc provided tha t the patient(s) in
question indeed is refractory to or experiences unacceptable side effect~
w i t h  standard drugs . The I n i t i a l  Report ~-~ rrn should be completed and
submi t ted  to the sponsor bef~ re dr ug is shipped; (2) The c l in ica l invest i9ato rs
s hould be (a) experienced in ant ih- ,~

,
~rtens ive therap~ , (b) fam il j ar w i th  the

requirements and precJ Ut IOf l S assoc ia ted  with new drug test ing,  and (c) f u l ly
informed about the drug on the basis of the pro tocol supplements and by
c o n s u l t at i on ~-iith the reso~~ch phys i c l ~ n and other minoxidil investigators;

— and (~
) The cases t :e n t e d  must be documented in regard to side e f fects ,

‘;~~f t y  and the anrihyoertens i ve efficacy of the drug in such fashion tha t
ne sponso r and , in turn , the FDA are comp letely and cur rently involved.

TECHNICAL A PPROACH

S~ -~si~ in v -~~- ’~ut ion of the etiology of the hypertens ion w i l l  have
b ,~en carried out prior to consideration of rni no xi di l . Assessment of

~nd-organ iamage w il 1 he part of the record . Behavloi ~f the blood
- i - - it ~ I I be f r :~~ier~ t~td .

‘~-~npower Mn professional man years): 0.1/yr

Funding ( in thousands) FY 77: 0.0
FY 78: 0.0

r ~ o

S ince  the last pr~~ es-s rep t , t 1~~ i nox iJi l p a t i e l i  ~~ i~ l attun
decreased to six patients currentl y under stud y. The a iti i t i r n  has

— (.38 
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WORK UNIT NO.: 75/102

PROGRESS - continued

been due to deletion of patients because of poor complIance with the
protocol . No new patients have been added to the study In the last
s ix  months . The princ I pa l investigators have left the Army (1977),
and COL J.M. Haas is now the prima ry investigator. Sufficient clini ca l
da ta has been accumulated for presentation to clinica l meetings.
Upjohn Pharmaceut ica l Company has recently upda ted and revised the
protocol , reducing the frequency of v is i t s  and amount of laboratory
data requ ired .

Publications:

(I) Klelner , J. Ball , J.H., and Ne l son, W.A.: The Out Patient
Treatment of Refractory Hypertens ion with M inoxid li . Abstracts.
Colorado Regiona l ACP Meeting Rocky Moun tain Med i ca l Journa l ,
p 534, December 1975.

(2) Earhart , R.N., Ba l l , J.H., Nuss , D.D., and Aeling, J.L.:
Mlnoxid il—I nd uced Hypertrichosls: Treatment with Calcium
Th loglycolate Depilatory. Southern Medica l Journa l , Vol 70,
No 4 , April 1977.

Presentations: 
-

(I) Kl elner , J., Ba l l , J.H., and Nelson , W.A.: The Out Patient
Treatment of Refractory Hypertens ion with M lnox idil. Reg ional
ACP Meeting , Colorado Springs , Colorado , 15—1 7 January 1976.

STATUS:

Ongoing.
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CLINICAL INVESTIGAT I ON SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denve r , Co lorado 80240

RESLM R~ -~ PROJEC1 RESUME
30 SEP 78

TITL E: A Comparison of the Results of Hyposensit ization with A queous
Grass Extract and Aluminum Precip itated Aqueous Extra ‘~ed
Grass Extract in the Treatment of Patients with Al lerg iL
Symptoms Due to ~~ass  A llergy .

WORK UNIT NO.: 75/107

~R INC I PAL INVESTI GATOR: Harold S. Nelson , COL , MC

t~~~~ - C lATE r’VESTIGATOR: None

O B J E C T I  VES

To compare U-ic efficacy and side effects of two diff rent t ’pes
of FDA approved grass extracts.

TECH P’~I CAL_APPRO AC ;l

Alternat e consenting pati:n ts requ ir in~, g rass h~ pu en sitization wi l l
receive the aqueous or the alum-pr c. ipitated extract. Their charts
w i l l  be carefully rriitored for inciden ce of local and systemic re-
actions , nioher of injec ti-o n~ required to reach maintenance therapy .
Symptoms during grass po ll~ n exposure , and antibody changes as a
rest - It of nyp o se ri siti~~;tion w i l l  be measured .

-~~ 1poi ~cr (~~ ~r -L’ss i ona l ~ n years): 0

Fu~ ding ( i - - i dous ands) F” 7 7:  0

FY 78: 0

PRO G RESS

r~~w p- ; t i - r t ~ Vo n- ~~i o1 led din ir~ F~ ~S. - t O t -  four  patients
ci- he ori ’~ina l stun -j~~~-~p hive continued in their 4th year of
- b -~~- ’ t o n .  Tho n~~ilt s f the fir st thr ee ‘cars f in~nunoth c~~ ç
—i - re u~~ 11~~d b~ RA St -J t n - rm inat i on of t t -ei r specif ic I gE levels
to grass . Thus far , ~~~ ; -:,~- cl m e  i t l i E  has been ~~rit’~~ab le for the
~~ -~J gr -u~~ .

lubi i c a t o i  - - d - H - ; )  ~ None.

STATUS : 

- -

-
,

Ongoing.
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CLINICAL INVE STI GATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver, Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Ant ineoplastic Therapy with CIS-Platinurn (11) Diamminechloride
(I~Sc 119875).

WORK UNIT NO.: 75/110

PRINCIPA L INVESTIG A TOR: Nicholas J. DiBel la , LTC , MC

ASSOCIATE INVESTIG ATOR: John C. Michalak , MAJ , MC

OBJECTIVES

To treat patients wIth advanced solid tumors , primarily testicular
tumors.

TECHNICA L APPROACH

Patients meeting selection criteria outlined were treated with CIS—
Pla tinum as per protocol.

tlanpower (in professiona l man years): 0.1/y r

Funding (in thousands) FY 77: 0.0
FY 78: 0.0

PROGRESS -

The following patien ts have been treated with this agent during
FY 73.

I) S. S. - 32 yb WM wi th metastatic emb ryonal ca. of
testis , experIenced continued prog ression of his tumo r
despIte two doses of CPDD.

2) S. V. - 20 yb WM with inetastat ic embryona l ca. who has
had a complete remission on CPDD with Bleomycin and Ve l ban
and rema ins stab le on Intermittent doses of these agents.

3) J. M. - 38 yb W F w i t h  intra perltonea l metastases of
adeno ca. presumably of ovarian ori g in; has rece i ved one dose
of CPDD; too early to eva l uate for response.
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WORK UN IT NO.: 75/110

PROGRESS - continued

4) S. S. - 21 yb WM with testicular chorlocarc i noma
metastatic to l ungs; begun on CPDD - Ve l ban and Bleomycin
after orchiectomy ; partial response to date.

5) M. E. - 19 ybo WM w i t h  chorioca rc i noma wi th
embryonal elements metastatic to lung and brain ; currently
has no evidence of disease ; on CPDD - Ve l ban — Bleomycin
since December 1 977.

I Publications and Presen tations: None

I 
STATUS :

I Ongoing.
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CLINICAL INVEST I GATION SERVICE
FITZS IMONS ARMY MEDICA L CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
- 30 SEP 78

TITLE: Study of the Impaired Wa ter Excretion in Primary Hypothyroidism.

WORK UNIT NO.: 75/113

PRINC I PAL INVESTIGATOR: Fred 0. Hofeld t, LTC , MC

ASSOCIATE INVESTIGATORS: Gary L. Treece, MAJ , MC
Il .A. C h a r l es , LTC , MC
Paul 0. Mi l ler , MD
Robert J. Anderson , MD
Rober t W. Schrler , MD
Gary Rober tson , MD
Pe ter S teele , MD
Clifford Zwi lli ch , MD

OBJECTIVES

The study is assessing the role of thyroid hormone in relation to the
developmen t of hyponatremia and impa i red free water clea rance as ob-
served in clinical hypo thyroid states.

TECHN I CA L APPROACH

Before and af ter thyroid replacement , hypo thyroid patients undergo
PAN and insulin clearances , response to a water load and mannitol
i nfusion. Blood and ur Ine are analyzed for osm olal ity, elec trolytes
and crea t inine. Pla sma ADH and prolact in response to th~~~ maneuvers
are also measured. Cardiac output Is measured by Indium

Manpower (in profess iona l man years): 0.1/y r

Fund i ng (in thousands) FY 77: 0
FY 78: 0

PROGRESS

During the study period , seven patients with mild  hypothy roidism and three
patients with moderate to severe hypothyroidism have been studied as
outlined above. All procedures have worked wel l without complicatIons.
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WORK UNIT NO. 75bl l3

PROGRESS - continued

Patients t’~i th m i l d  hypothyroidism -cc able to e- -~c ete ~l~~ - I~~- - i O a t c i ’ , 2 / 3
cf a water load , whereas the more evere l y hypoth~ roi d ~~ i oi l - ’, e~ c r- •~~

abou t 1/4 of this. Normals and these patients after t r~~~-~L~ hc ~~~~~~~~~

replacement excrete 100% of the wate r load. There seems to be a chu -~~
in glomeru lar filtration rate (GFR) cat~sin g this. This dec :r~~ , J
is not due to decreased cardiac output. Preliminary data su-j~ - -

~L ro-
cha nge in  ADH or p rol ac t i n  accou nti n g for the inability to cxcrt ‘~~
water load. The data is now being compiled a d  anaI~~z~ c a d  i ’ - ~~~ L J
for publication. It is the concensus of the investi garurs t ’ i t

paper is most suited for the Journal of Clinica l  I r ’ es ti gat ion .

Pub lications and Presentations: None

STATUS:

Completed.
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CLINICAL INVESTIGATION SERVICE
FITZ SIMONS ARMY MEDI CAL CENTER

Denver , Colorado 80240

RE SEARC H PR OJ ECT R E S U M E
30 SEP 78

TITLE: Fractionation of Kochia (Koch Ia Scoparia) Poflen with
Isola tion of Kochia Pollen Extract Anti gens.

WORK UNIT NO.: 75/116

PRINC IPAL INVESTIGATO R: Harold S. Ne l son , COL , MC

ASSOCIATE INVESTIGATORS: Mark R. Stein , LTC , MC
— 

Thomas P. O’Barr , Ph.D., DAC

OBJECTIVES

This study is desi yncd to extract raw kochia polL ala purify it
through chemica l fractionation . It w i l l  attempt to isolate anti-
gen ic mol ecules  of s i gnificance in human allergy (to this plant).

TECHN I CAl. APPROACH

Raw koch ia defa tted po l l e n  has been ex trac ted i n d i s t i l l e d  wa te r and
aliquots sepa rated. Th is material has been used to immunize rabbits
emu l s i f i e d  in Fre und ’ s complete adjuvant , and r ab bi t an ti sera have
been obtained . Al l ergic huma n sera are currently available at —70°C.
Kochia di scs will be used in the dire c t RAST to determine which human
sera will be pool ed and in the indirect RAST to determine anti genic

• ac tivity of isolated kochia fractions. Macaqu e monkeys w i l l  a l s o  be
used by pca to tes t the extract potency.

Man power (in professiona l man years): 0.0

rundm ,ig (in thousands) FY 77: 1.0
FY 78: 1.0

PROGRESS

No prog ress occurred during this year because of the departure of
• the p rincipa l investi gator. It is antici ~~ited tha t a new princip a l

i nvesti gator wi l l  undertake this project in FY 79.

Publica tions anJ Presentations: None.

STATUS:

Ongoing.
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CLINICAL INVESTIGATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: A Study of the Stability of Allergy Extracts Under Vary ing
Cond i tions.

WORK UNIT NO.: 75/118

PRINC I PAL INVESTIGATOR: Harol d S. Ne lson , COL , MC

ASSOCIATE I NVESTIGATOR: None

OBJECTIVES

To systemat ic a l ly  explore the effects of severa l stabiL.ers on the
loss of potency of aller gy extracts at different concentrations ,
volu mes and t ime intervals.

TECHN I CAL APPROACH

Va ry ing dilutions of Russian th istle allergy extract will  be prepared
from identical freeze—dried lots. These wi l l  be stabilized with
vary ing concentrations of human—serum a1bum ln or tween or g l ycer ine
or no stabi ll zalng agent. They w ill  be placed in both siliconized
and plain vIals. New dilutions w i l l  be set up periodically during
the course of a year and et the end of one year ’ s time , the con-
tinuing potency of the extracts will be compared using skin testing
in human volunteers and RAST inh ibit ion curves.

Man power (in professiona l man yea rs): O.2~/yr

Funding (in thousands) FY 77: 1.0
FY 78: 1.0

PROGRESS

The original extracts were analyzed in May and June 1977 for residua l
activity, as compared to fresh dilutions from the same freeze dried
extract. Testing was done by RAST inhibition. The results were
presented at the Annua l Meeting of the American Academy of Allergy .
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WORK UNIT NO.: 75/118

PROGRESS - con t inued

On the basis of the results , a new series of extracts were reconstitvted
to exp lore specifically whether the effects of 10% glycerin and .032
Human serum albumin were additive and also , whether multiple allerge ns
in  the same vial were protective of each other. In a d d i t i o n , further
vials were set up to continue the exploration of the effects of temp-
erature and volume on extract stabili ty. These results will be
analyzed in October , 1979.

Publica tions:

1. H.S. Nelson : The Effect of Preservatives and Dilution on the
Deterioration of a Pollen Extract—Russian This tle (Sa l sola
Pestifer). Submit ted or publica tion in the J. Allergy &
Clinical Im munol .

Presentations:

H.S. Nelson : The Effect of Preservative s and Dilution on the
DeterIoration of a Pollen Extract—Russian Thistle (Sal sola
Pest ifer). Presented , Annua l Meet i ng of the Amer i can Academy
of Allergy , Phoenix , Arizo na , March , 1978.

STATUS:

Ongoing.
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CLINICAL INVEST I GATION SERVICE
FITZ S IMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: A New Measure of Ana tomic Dead Space During Steady State
Studies : Theory - Component Design .

WORK U N I T  N O.: 76/100

PRINCIPAL I NVESTIGATO R: Michael E. Perry, LTC , MC 

ASSOCIATE INVESTIGATO R: Nea l B. Kindi g, Ph.D.

OBJECTIVES

To develop a method to measure anatomic dead space during steady
state diffus ing capacity studies. To develop a va l ve to be used
in the measure of anatomic dead space durIng steady state diffusing
capacity studies.

TE C H N I C A L  APPROAC H

Using the theory of the experiment already deve l oped by the use of
d ig ita l computer analysis and simulation and using the six port rotary
valve designed specifical l y for this protoco l , an antomatic dead space
will be measured on a group of norma l vo l unteers. ThIs data will be
compared with anatomic dead space as measured by the Fowler techn i que.
If cor relation occurs , then further modification of the rotary va l ve
w ill be made to allow for aut ion atic operation during diffusion studle5 .

Manpower (in professio nal man yea r~ ): 0.1/yr

Fundi nq (in thousar d~.) FY 77: 5.0
FY 78: 5.0

PROGR E SS

A manually operated rotary va l ve was completed and used for pre-
Hminary dead spa c~ studies. This proved to be more satisfactory
than the solenoid valve system because of the un i form dead space iii
differ ent valve position s, the regular flow patterns , an d a  silent
operation. The main disadvantage of this approach Is slower s~vi t chi n g
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WORK UNIT NO.: 76/100

PROGRESS - continued

between valve positions. t-’relim lnary design work has been started to
drive this valve automatically, with a steppIng motor or a DC pancake
motor. Cl inically, It is Impractica l to maintain constant tida l
volume during the dead space test as required to produce manageable
errors un der this protocol. Therefore , prel iminary theory was
developed to allow the use of a test gas pl us a reference gas to
eliminate the need for breath-to-breath constancy of tida l vo l ume.
Prelim ina ry data utilizing this new techni que is extremely encou raging.

Publica tions:

(1) Kind i g ,  N.B., Hazlett , D.R.: A Precisi on measure of anatomic
dead space: Theory. Ann Blomed Eng i neer 6:33-47, 1978.

(2) Ki n di g, N.B. , Hazlett , D.R .: Alveolar Air Equa tions Modifie d for
Brea th i n g  Pattern . Federation Proceedings 37:867, 1978.

(3) Kindig, N.B., H a z l e tt , D.R.: An In tegra l Form Solution of a CO
Gas Transport Equations. Biomedica l Sciences Instrumentation
14:151—1 55 , 1978.

(
~

) Ki nd ig, N.B., Zimme rer , R .W., Hazlett , D.R.: Computer Simu lation .
Clin ica l Eng ineer ing (in press).

(5) K ind Ig, N.B ., H a z l e tt , 1 R., Filley , G.F.: Timing and Vo l ume
Averag ing In Single Breath DLCO Measurements. The Phys io l ogist ,
( in  press).

Pr~:-~en -ta t ion s: None

STATUS:

On-jc~ing.
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CLINICAL INVEST IGATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITL E: Trial of Lithium Carbonate to Prevent or Reduce Neutropenia
In Rats ReceIving Radiation .

WOR K UNIT NO.: 76/1 01

PRINC I PAL INVESTIGATOR: Nicholas J. DiBella , LTC , MC

ASSOCIATE INVESTIGATORS: Donald G. Corby , COL , MC
W. Nicholas Glab , SP6 , B.S.
Donald B. Merci ll , DAC , B.S.

O B J E C T I V E S

To determine the efficacy of lithium carbonate in preventing or reduc i ng
the neutropenia due to mye lotoxic irradiatio n .

TECHNICAL APPROACH

Rats are dosed by oral feeding tube and sacrificed at interva ls for
bone ma rrow, complete blood count w i th differ ential , colony stimulatin g
fac tor , and lithiu m blood l evels. Radiation was given at 250 rads of
w hole body i r radia t ion to random anima l s on day 21 of l ithium dosage.

Manpower (in professiona l man years): 0.2/yr

Funding (in thousands) FY 77: 1.5
FY 78; 0.0

PROGR E SS

Rats have blood values inconsist ent with serving as a model for humans.
Therefore , this pro toco l has been rewritten for dogs and has been re-
subm i tted and approved as t~~rk unit number 78/103.

P u b l i c a t io ns and P resent a t ions: None

STATUS:

Terminate d .
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CLINICAL INVEST I GATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denve r , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 70

TITL E: Ant i—neop last ic Thera py with Methyl CCNU (NSC9544l)/l-(2~
Chloroethyl)-3— (4—Methyl Cyclohexyl)-)-Nitrosou rea .

WORK UNIT NO.: 76/1 02

PRINCIPAL INVESTIGAT OR: Nich olas J. D IBel l a , LTC , tIC

ASSOCIATE INVESTIGATOR: None

OBJ E C T IV ES

To treat pat ients with Inoperable , recurr ent  or d I s s em i n a ted col~~i~~c~ al
carcinoma with MeCCNU.

TECHNICAL APPRO ACH

Patients meeting selection criteria outlined were treated with MeCCI4U
as per protocol.

Manpower ( in professiona l man yea rs ) :  0.1/yr

Funding (in thou:~ands ) FY 77: 0
FY 78: 0

PROGRESS

The f o l l o wi n g  p a t i e n t s  have been entered i ito th i s protocol. .

( I )  ~1. B. — 1~~ yb WF w i t h  adenu ( a .  of th~ colon rn~ ta stat ic t’)
the l ung : prooressive dIsease desp Ite two courses c i  Me CCNU
pius 5FU .

~ 1. G. — 55 yb WM with diffuse intra -abdom ina l adeno ca. of
sigmo~ J adeno c-a.; sta b l e Ofl ~~~ CCiI U p lu s 5FU.

(~~~~
, A. T. — 50 y/o WF with ader~o ca. of colon metast atic to

po tal nodes; cond ition s t a b l e  on weeHy 5FU but patient rt~quosted
that Me CCNU b~ di scont inuad due to GI toxicity aft er two doses of
tic- CCNU .
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WORK 011 11 NO.: 76/1 02

PROGR ESS — con t inued  
.

(4) 0. M. - 64 yb BF wIth adeno Ca. of colon metastatic to liver ,
faIle d to respond to Me CCNU plus 5FU despIt e six courses of
therapy ; compl i cated by thrombocytopen la.

(5) 0. M. - 58 yb Wt4 with adeno Ca. of colon metastatic to lIve r ,
is clinically stable and symptomatically controlled with Me CCNU
plus 5FU since Janua ry 1977; moderate thromboper ria and anemia.

(6) w. L. — 57 yb WM with metastat lc rectal adeno ca., experienced
a p a rtial response to SF0 and Me CCNU lasting approx i mately two
months; dead of prgress lve disease.

(7) M. M. — 52 yb ~IF wIth adeno ca. of colon metas tatic to por:-~
hepotis and left suprac lavlcular lymph node; remains In ~l~ i ii c al
remiss Ion , off of Me CCNU and 5FU since September 1977 after 2 1/2
years of therapy ; chronic thrombocytope rila has resulted but p atie nt
otherwIse doing well.

PublicatIons and Presentations: None

S TaTUS:

Ongoing.

I
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CLINICAL INV ESTI GAT ION SERVICE
F 1 TZS IMON S ARMY MEDICAL CENTER

Denver , Co lorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: An Objective Pieasure of CNS Deve’opment in Chi ldren .

WORK UNIT NO.: 76/103

PRINCIPA L INVESTIGATORS: R. John Morgan, Ph.D. (CsU, CO)
John H. Buscem l, LTC , MC

ASSOCIATE INVESTIGATORS: John W. Steadman , Ph.D. (CSU, CO)
C. Norman Rhod i ne, Ph.D. (cSu, Ca)
Paul W. Daugherty, B.S. (CSU, cO)
James W. Howel l , B.S. (Csu, CO)

OBJECTI VES

A long- term goal of the proposed research is to deve lo p a clinica l
method of assessing central nervous system (CNS) development In
children too young to be tested using behaviora l methods. Early
diagnosis of abnorma l CNS development Is of paramoun t Importance
in early institution of therapy which Influences the prognosIs.
Such ea r ly  d i a g n o s i s  is not possible us i ng testIng methods which
require verba l or written communication skills.

TECHN I CAL APPROACH

The proposed resea rch wil l develop a quantitative method of assessIng
CNS developmen t and the da ta base for norma l subjects. Abnorma l
development of the CNS , such as menta l retardatIon , wIll be the subject
of a la ter resea rch. This study is designed to find parameters of
the Electroencepha logram (EEG) which will be reliable quantitative
measures of CNS development and establish the norma l range of these
parameters. The variatIon of these parameters with age In norma l
~hi 1 dren will be established and st atistically tested for significance .

Manpower (in professiona l man years): 0.4/yr

Funding (in thousands) FY 77: 0
FY 78: 0

PROGRESS

Ei ghty-seven patients have been investIgated. Data eva l uation has
not been completed at this time . A tota l of 250 patients will be
investigated prior to conclus i ve data evaluation .
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WORK UNIT NO.: 76/103

I
Publications and Presen tation s: None

STATUS :

I Ongoing .
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CLINICAL INVEST I GATION SERVICE
FI TZ S IM ON S ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Clinica l Trial of Lithium Carbonate to Prevent or Reverse
Neutr -open ia.

WORK UNIT NO .: 76/104

PR I NCIPAL INVESTIGATO R: Nicholas J. DiB ell a , LTC , MC

ASSOCIATE INVESTIGATOR: None

OBJECTI VE S

To determine the efficacy of lith i um carbonate In preve~ Lin g or
reversing neutropenia induced by chemotherapy or reve rsing chronic
neutropenic states.

TECHN I CAL APPROACH

Lith i um carbona te will  be g iven to patients with chr~ - L neutropenla ,
after a minimum of 3 weeks baseline observation , to deLerm l ne whether
it can raise the tota l granulocyte count. it w i l l  also be given to
patients receiving cyclic chemotherapy to determine if it can dIminIsh
the fall (nadir) in granu locyte l evel following the chemotherapy .

Manpower (in profes s iona l man years): 0.1/yr

Funding (in thousands) FY 77: 0
FY 78: 0

PROGRESS

No furthe r patients have been placed on this study and It will be
closed. Request that FDA be notified of this closure . ThIs decision
is based on recent reports in the literature wh i ch have documented that
l i thi um ca rbona te does d i m i n i s h  the marrow-toxIcity of myelosuppress ive
therapy in selected patients.

Publications and Presen tations: None

STATUS:

Completed.
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C L I N I C A L  i NVE ST I G~T I ON SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denve r , Colorado 80240

RE SEAR CH PR OJ ECT RE SUME
30 SEP 78

TITLE: Eva l uation of Testicular Function In Patients Receiving
Cytotoxic Therapy.

WORK UNIT NO.: 76/105

PRINCIPAL INVESTIGATOR: Gary L. Treece, MAJ , MC

ASSOCIATE INVESTIGATOR: Nicholas J. DiBe ll a , LTC , MC

OBJECTIVES

To determine if there are abnormalities in testicular function
resul ting from cy totoxic therapy. To determine whether c~ r rec t ion
of such hormone defici encies is beneficial to the patients , parti-
cular ly by Improving their bone ma r row function or other testosterone
related parameters such as muscle strength , wei ght gain , etc.

TECHN I CAL APPROACH

The patien t population under study is that of male patients over the
age of 18 years with proven ma l i gna ncy who are  undergoIng  chemotherapy .
To be inc lud ed in the study the patients must have an expected surviva l
of at least three months , sign a Volunteer Agreement form and be re-
ceiving any sing le cytotoxic agent or combination of such agents.
Patients who have rece i ved pelvic irradIation or who have undergone
bilatera l arch idec tomy or who have had known diseases of the testes
prior to t ic ins titution of therapy wil l  be exc l uded from the study .

Prior to therapy each patient w i l l  have a LH , FSH , testos terone and
.ci ioi drawn and a semen analysis ob tained . Sexua l history will

- He mon i tored in the form of a questIonnaire . PatIents with
tie r- i testosterone or increased LH will be treated with 200 my of
testosterone enanthate IM every two weeks. A l l patients will continue
to have endocrine studies drawn and questionnaires filled out dur ing
their chemotherapy .

Ma npower (in professional man years): 0

Funding (in thousands) I-Y 7/: 0
i- ’i 78: 0
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WORK UNIT NO.: 76/105

E PROGRESS

No progress on this protocol was made dur ing the past year. It is
hoped that some progress can be seen dur ing the next year.

Publication s and PresentatIons: None

STATUS:

Ongoing.
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CLINICAL INVEST I GATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Derive - . Colorado 80240

RESEARCH PROJECT RES UME
— 

30 SEP 78

T I T L E :  An Eva l uation of Nasal Secretory lyE.

WORK I J N I T  NO .: 76/103

PRINC IPAL INVESTIGATOR: Bruce Mar tin , MA~J , MC , USA F

ASSOCIATE INVES IIGAT OR : Harold S. Nelson , COt , MC
John McDonnell , MAJ , MC

OBJECTIVES

To determ i ne whether a localized seLretory l yE rt~spon~~ tan O (  ‘If
to selected aero a1le r~jens in the absence of cutaneous mass cel l
sensitizati on and to determine whether this is associ.itcd tvit h
nasal mass cell sensitivity to these uIti ye n s.

TECUN I CAL APPROA C;i

Patients who present to the a l Ie r ~~
- - c l i n i c  w i t h  a seasona l h i s to ry

of a l l erg ic rhinitis but with -~j~ t ive te sts ti’ the suggested aero
allergens w i i l  be the principa l subjects for investi gation , in
add ition the~re w i l l  be po~~i ti v ~ and negal ive contro l groups . All
groups wi l l  be studied by skin testing, serum RAST for the suspected
aero a l lergens , na s.1 RAST for the suspccit~d aero allergens and
nasa l antigen ch ril lenge .

Manpower ( in proft~ s iona l man yea i s ) : t) 25/yr

E L Id i n g  ( in  thousands) FY 77: 1 .0
FY / 8 :

I- iU~~R! SS

lh i o r i~; i t r 1 approach for o bta in i n ;  nasa l  ~- - - ,~r et io n~. ph ~,
I nc I r - I ye , therefore , the p:~ t lent  ~ a ii I epea tt id us in ;  i
techn i qu~ of nasal la vage. The data ~ei’. then an- a Iyzed ~I I I t I  suhin i t  t~ d
by Dr. ~icOon c II i~ the Ht iqh Mahan Compet i t ion  - SuLs~-~ ueut ly , $ t
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WORK UNIT NO.: 76/109

PROGRESS - contInued

was felt that the effect of seasonal varIation In nasa l secretions
should be determ i ned , therefore , Dr. Bruce Ma rtin , MAJ , MC , USAF ,
has taken over the protocol and plans to restudy the posItIve controls
and the subjects during their period of Increased symptoms In the
summer of 1978 and again In the fall when their symptoms have
subsided . Performing at each of these time s, nasal ~~sh for RA ST
and serum RAST.

PublIcations and Presen tations: None.

STATUS:

OngoIng.
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CLINICAL INVEST I GATION SERVICE
F I TZS I MONS ARMY M E D I C A L  CENTER

Denver , Colorado 80240

RESEARCH P ROJEC 1 RESUME
3O SEP 7~ 

—

TITL E: A Study of Terbutal ine and Ae rosol in the Treatment of Patients
wi th Bronchial Asthma.

WORK UNIT NO.: 76/110

PR INCIPA L INVESTIGATOR: Harold S. Nelson , COL , MC

ASSOCIATE INVEST iGATO R: Richard W. Weber , LTC , MC

O JECT I V ES

The purpose of this protocol was to deter nine dose rest ises to
areosolized terbuta line . This served as a preliminary study to work
unit 77/113.

TECHN I CAL APPROACH

Patients received doses of a~ rosoIized terbuta line at 20 minute
intervals administered by pressure nebnli zat ion or alternately by
intermittent positive ~ressure breathin g. A maximum dose of 9mg
was administered unh~ss side efi ~~-:ts supervened.

Manpower (in professiona l an years): u .l/yr

Funding (in thousand- ;) F\’ 77: 0
FY 78: 0

PROGRESS

Ten n~~ i~~nts WL~~~ studied emp l oying th . two methods of ad inini . t I a ;  N’Ii.

Pub i ca t! 1~ s:

(I) Weber , R .W. ,  Ne lson , H.S., Petty , W .L. : Dose Response to
Aerosolized Terh utal ine in Asthmatics: Comparison of V~ h ic1 ~-
of Administration. (Absti -uct) The All ; Rev Resp i ratory Ok ,
vol 115, par t 2, no. 2, p. 78 , A pr I l 1977.

(2) Weber , R .W. , Petty, ‘ . E. , Ne I soi;, H. S : Ac; I~ ,( I i Lt ’d 11 I bIJ Li I iie
in As t hmatics. c-c-~ 1 - .~ i son oi Du~c~ge , S tuenqlh , Schedule and
Method of Admin i s t r it i n n . Subm itted Icr publi cation , J. A I L r gy
and Clinical l iwnunoloyy.

(161
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WORK UNIT NO.: 76/110

Presen tations: None.

STATUS:

Completed .
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CLINICAL INVEST I GAT ION SERVICE
FITZSIMO i~S ARMY MEDICAL CENTER

Denver, Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Study of the Effect of Ibuprofen (Motrin) on Platelets In
Norma l Subjects.

WORK UNIT NO.: 76/111

PRINCIPAL I NVESTIGATO R: John C. Michalak , MAJ , MC

ASSOCIATE INVESTIGATORS: Robert Claypool , LTC , MC
Judy Barber , GS-9, DAC
Pa t Rush , GS—9, DAC

OBJECT I VES

To. determIne the effect of Ibuprofen on the platelets of a control
group of pati ents who do not have inflammatory joint disease and
who are on no other med i cations.

TECH I CAL APPROACH

8aseline coagulation studies Inc luding bleeding time , prot lme ,
partial thrombop lastin time , platelet coun t , p latelet adhesivity,
platelet aggregation wIth epinephr lne , thron ibin , collagen , ADP and
r istocet in were obtained on 20 norma l Individual s following informed
consent. Repeat studies were done at 24 lirs , 7 days and 8 days to
determine If and how long Ibu profen affected pl atelet function .

Man power (in pro fessiona l man years): 0.1/yr

Funding (in thousands) FY 7 7:  0.0
FY 70: 0.0

PROGRESS

No further work has been done on the Motrln protocol. The initial
study was inadequate due to d i ffi cultIes with the aggregometer and
patien t comp i lance which was primarily secondary to the I ngestion of
ant ih i stam lnes and alcohol which affect baselIne plate let studies.
If endoperoxide assays were ready , the study would be more meaningfu l
and would be restarted.

Publ ication s and Presentat ions: None

STATUS:

Ongoing.
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CLINICAL INVE STI GATI ON SERVICE
FITZSIMO NS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Study of the Effect of Tetracycline and Pleura l Drainage
on Pleura l Effus ion in Cancer Patients.

WORK UNIT NO.: 76/112

PRINCIPAL I NVESTIGATOR: John C. Michalak , MAJ , MC

ASSOCIATE INVESTIGATORS: Michael Barry, LTC , MC
MIchael Langin , CPT, MSC
Antti G. I4aran, MAJ , MC

OBJECTIVES

To determine in a pros pective , randomized , double-blind fashiun If
pleural dra i nage and tetracycline are better than pleural drainage
alone in the treatmen t of pleural eff usion in cancer patients.

TECHN ICAL APPROACH

Patients with biopsy—proven malignancy with mali gnan t infus ion are
being randomized to closed chest tube dra i nage alone or closed ches t
tube dra i nage with tetracycline. This Is being done In a double-bl i nd
manner by the Pha rmacy Service so wa rd physicians do not know if
the patient is gIven tetracycline or the vitamin solution which
l ooks the same as tetracycline .

Manpower (in professional man years): 0.0

Funding (in thousands) FY 77: 0.0
FY 78: 0.0

PROGRESS

Presen tly twenty-one patients have been placed on the study. The
code has not yet been broken so It Is yet uncertain wh ich patient s

-e been trea ted with closed chest tube drainage alone or ~1os~dche L tube dra i nage with tetracycline .

Publica tions and Presentation s: None

STATUS:

Ongo i ng.

065

_ __ _ __ _



CLINICAL INVEST I GATION SERVICE
FITZS I MON S ARMY MEDICAL CENTER

Denve r , Colorado 80240

RES E ARCH _PROJECT RESUME
30 SEP 78

TITLE: Ch emoimmunotherapy of Mali gnant Melanoma .

WORK UNIT NO.: 76/1)5

PRINCIPAL INVEST IGAT OR: Nicholas J. DiB e l l a , LTC , MC

ASSOCIATE INVE STIGATOR: None

OBJECTIVES

To test the efficacy of BCG and BCG plus DTIC in mal i gn ant ‘n 1 L I l a.

TECH N I C A L  AP PROACH

S tage I — BCG by s c a r i f i c a t i o n  weekly for  3 months , then every
other week for 21 months.

Stages II & I I I  — OT IC every 21 days with ~C G on days 7, 12 nd
17 of a 21 day cycle. -

Manpower (in pro fessional man ye~ rs): 0.3/yr

— Funding (in thousands) F-,- /7: 0
FY 78: 0

F F G R E  S S

The ~ O I  l ( - - ir,g t i e i t~ IUV& been ~- i i t  t :d into thk 1~
1 0 b 0

~~~
d l

( 1)  D. W. -- 5. yb WF with Cla rk~s ICVc 1 I I I  w I tho ut  i l L C j S t ~~~~~c-~~~ (~~~
-

fl~~~;~~~~~~~~~~’O ~- ma ins f ree ot  d i ,e~~ u on wcc-Ll y BCG s i n c  -~~~~~-~~~ t r  I 4 / .

~ .i) i. H. - 56 yb WM w i t h  recurrent me lanoma L~CG and ~ IC
s i  ic e  Februa ry l- i i8 , rema I us c l i  n ica II y w ell a I ttio uy l; d in
the sp leen  on liv e r—spleen scan is ~c - i n g  nioni tcred.

(~ ) u. t~. — 3L4 yb W E w i t h  CLj i- k ’ s leve l V t - i thout meta s tu :~es ,
c o n t i n u e s  on BC (J S In cc November 1 976 w i t h o u t  c \ ’  c I I~~I1I e of ~~~~
recurrer ,ce.

~~~~~~~~~~~~~~

- -

~

-

~
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WORK UNIT NO.: 76/115

PROGRESS - con t inued

(4) N. M. - 54 yb WF with (non—metastatic) Clark’ s l eve l I I I - I V
mel~ noma has been on BCG since April 1977 without ev i dence of
tumor recurrence .

(5) W. K. - 58 yb WM with probable metasta tic  melanoma to sk ir t
of mid-back begun on BCG in June 1978; no evidence of tumo r
recurrence .

(6) K. B. — 30 yb WM with non-metastatic superficial-spreading
- 

Clark’ s leve l I I I  melanoma on BCG sInce April 1977 without evid ence
of tumor recurrence .

(7) J. B. — 62 yb WM with melanoma metastatic to axillary n
remains  f ree of d isease  recurrenc e on B CG and D T I C  si~~ e - - cbruu r , 1977.

(8) E. T. — 32 yb WM with metastatic me l anoma to lungs being treated
wi th BCG and DT I C , has had tumor progression on therapy .

(9) M. W. — 3~ 
yb WM wi th non—metastat lc Clark’ s l eve l IV me 1 anoma

on BCG by scarification since November 1977; no evidence of rec1 -rert~.e.

(1 0) K. B. — 30 yb WM with Clark ’s leve l I I I  superficial spreading
non—metastatic me l anoma , h as been on BCG by scarification since
April 1977 without evidence of recurrence .

(11 ) N. M. — 54 yb WF with Clark’ s leve l I I I  non—metasta tic
melanoma , has been on B CG by scarification since April 1977 without
evidence of recurrence.

(12) Tom R. - 3 local recurrences over previous primar y site after
ad juvant BCG with DTIC , ActD , VCR , Pi ocarbazine (Bethesda protocol)
s ince the loca l recurrences have been surgicall y removed and T is
now o f f  protocol.

Pub l icat ions and Prese ntat ions:  None

STATUS:

Ongoing.
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CLINICAL INVEST I GATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

De n v e r , Colorado 80240

RESE ARCH PROJECT RESUME
30 SEP 78

TITLE: The Effect of Dexamethasone on Gonadotropins in Post
Menopausa l Women.

WORK UNIT NO.: 76/11 6

PRINC IPAL INVESTIGATO R: Ga ry L. Treece, MAJ , MC

ASSOCIATE iNVESTIGATOR: Leonard Dodson , MAJ , MC

O B J E C T I V E S

To clarify the mechan is- - whereby glucocort i coids :~a
-7 i n te r fe re  w i th

gonadotrop in secretion or release in post menopausal women. This
is of interest because of the hig h frequency of gonada l dysfunction
in pa t i en t s , male and female with endogenous as wel l as exogenous

1 ushing ’ s syndrome .

TE’ t-INICAL APPROACH

The patient population to be studied are health y post menopausa l women
on no medications. A pos t menopausa l woman wi l l  be defined as any
woman with elevated plasma gonadotropin levels as a result of phys io-
log ic ovarian failure or with prior surgical extirpation of the ovaries.
A LI ~~e1 m e  0800 pla~~- a FSH , LH , cortiso l and prolactin levels wi l l  be
Jrawn on two consecutive days prior to the subjects taking 2mg qid po of
Dexamethas on on three consecu t i ve  days.  A. M . ESH , LI-I , corti s~~l and pro-
lact in levels a i l l  be ‘ibtained daily 1iu ring tti e Dexamethaso c t :atment.
In order to define the site of the anticipa ted Dexamerhasone ~u I j~ si ion
ot t i e -~~nadot rnp ins  an LH-RH i n fusion  teSt w i l l  be performed by g iving a
si~ -~1e IV bo lus of IOOug of LH~ Rn on the day pr ior  to arl J on the t n i r -j
f lexar iethasone t rea tmen t  J~~, . Blood for FSH and LH , corti sol ~-- d  pr -
l Tj r ; t i u , t - i l I  be dra in - t  — 1 5 , 0, 15 , 30, 45, 60, 30 and 120 mi- -;tes after
LH—RH i nj ec t i on .

Nm—ipower (in professiona l man ‘ea rs): ‘~.5/yr

Funding ( in  thousands) FY 77: 0
FY 78: 2.0

_ _  __ 
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WORK U N I T  NO.: 76bl16

PROGRESS

The results of data obta i ned from six subjects who have completed all
or part of the protocol are reported . The mean LH basally and the mean
peak LH pos t LH-RH before Dexamethasone were respectively 91.0 and
297.7 mIU/ml (n—4). The same va l ues after Dexamethasone were 95.7 and
280 mIUbm l . The corresponding va l ues for FSH were 199 and 300.8 m iUbmI
and 190.0 and 300.3 miUbm I .

Surprisingly, LH—RH stimulated prolactin l evels in 5 of 6 patients
(.mncluding one pre—menopa usal woman). Basal mean .prolactin level
before LH—RH and Dexamethasone was 8.63 + 0.83 ng/ml. Post LH—RH
the l evel was 23.13 + 1.37 (p <0.05) (nd) . The corresponding va l ues
pOs’t Dexamethasone were 9.85 and 23.2 ngbml (n=4).

The results suggest that the Dexamethasone protocol used has no effec t
on basa l or post LH—RH gonadotropin l evels. However , it seems ev i dent
that LH—RH stimulates prolactin secretion , a finding not previo usly
reported . Dexamethasone has no effect on this response.

Publications and Presentations: None :- -

STATUS :

Ongo ing.
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CLINI CAL INVESTIGATION SERVICE
FITZSIMONS ARMY MEDICAL CENTE R

Denver , Colorado 80240

RESEARCH PROJECT RESUM E
30 SEP 78

TITLE: A Non—I nvas ive Plethysrnog raphic Measure of Transthoracic
Pressure During Maxima l Expira to ry Maneuvers.

WORK UNIT NO.: 76b 1 17

PRINC IPAL INVESTIGATOR: Michael E. Perry , LTC , MC

ASSOCIATE INVESTI GATOR: Robert W. Zimmerer , Ph.D.

O B J E C T I  V ES

To develop a Non—Invasive Plethys niographic method to measure
Transthoracic l~ressure during maxima l exp iratory maneuvers.

TECHN I CAL APP RO~ CH

Ten adu l t  vo lun teers drawn from mM It a r y  and c i v i l i a n  s t a f f  a s s i gned
to the Pulmona ry Funct ion La bo r~ tory w i l l be the test population .
Lich i n d i v i d u a l w i l l  b~ subjected to ~ i r ~ niet ry , Frequency Dependence
of Fun ct iona l Res idu -il (1

~~-ncity , F t -~-~ Vo ’,u~~ Lc - - p - ~~, Compartment S tud Ie - ~,,Frequency Depe n5 -nce  of Comp i I a i c e , ~n -:i to Forced V i  ta I Capac It
maneuvers in the Body PIeth ysr~~graph.

Manpo-’er (In pr- t es s io na l man -sears): 0.4/yrs

Furc d inq ( i n  t h-~. 3 i c ~~S )  FY 1 / .  5.0
FY 78. 5.0

rise o esopti~~ e~i I L i  I loon catheters to me~ - ure -j I -c ) I a I r
shoiiei g r e d t  Sens i t i v i t y  to p~ icement and  inflat i on , n~~ n y

int r r c t j t u n  of pressure response dur i ng e x h a l a t i o n  in uncI us lvc .
Sev i- r a l  types ot heated pneumotachs were e— ’a luated , and it was f~ und
t i tr .~ t r ieor -e t i ca l  ii -

~ 
o\,emeii t i n f low measure ine n t was more than

o f t n n t  by the de Hrega Li sn in box pre ssure measurem ent caused L - y  the
uneven ~at  f l u x  f rom t he  prieumotach , - h ic h  ted the box to such
~ii e x te n t  that the minute pres’~ure changes ecrre~ pondi ny  t the I ulig

(i70

._ , -~ ~~~~

‘ 

~ - ~. 
-
~ •- - - _~~~~~~~~~~.*

0
4 ~ 

-~~=- -- - ~~_o~
_ --



WOR K UNIT NO.: 76 b1 17

PROGRESS — continued

oc.mpressi~ r -i ~i~e overwhelmed. The best resu lts were obtained with
an unheated pneumotach with proper calibra tion of system r esp in - -~~.Suffi cien t da ta has been collected to conclude that airways resL1~ n .e
is constant over the greater part of the vita l capacity dur ing  m i n i - -aH y
ron- nod exp i ra t ion .

Pub l icatio ns : None

P
~~~~~~~~ ii tat ions:

( I )  Zininerer , R.W ., Hazlett , D.R. : Whole Body Pletn ys~~ gia~ t iL
Monit~ rin y of Airway Dynamics Duri ng Maximal t~ i~a lat ion .
Pre’ented ; An-er Lan Assoc ia t i on  for Med ica l In st ru ,- - - t~~ o r - ,
San Francisco , Ca l i t rr id , Ma rch 1977.

(2) Zi nEle rer , R .W., Perr y , M . E . , Hazle tt , O .k .: A i ri-~~-1 R e s i s t a n c e  - i i d
Alveo lar Pressure Measurement. To h0 Prc-~ - rntt- d ; ~ls: -~nnua I
Con fernece of Engineering in Me di cin ’~ and Bi loq- 7 .  o t L i t a ,
October 1 978.

S 1-~ 1I~~

On -jo I ng.

(
~71



T
~

-
~

-
~ 

~~~~~~~~~ 

CLINICAL INVESTIGATION SERVICE
FITZS IMONS ARMY MEDI CAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITL E: Eva l uation of the Effects of the Frequency of Pollen Allerg i n
In jections During the Pollen Season.

WORK UNIT NO.: 77/101

PRINC I PAL INVESTIGATO R: Lyndon E. Mansfield , LTC , MC

ASSOCIATE I NVESTIGATORS: W illiam R. Ti pton , LTC , MC
- Harold S. Nelson , COL , MC

OBJE CTIVE S

In th is investig ation we hope to discover what the effect the frequency
of hyposensitization injection will have in patients on maintenance
l eve l of immunotherapy during the pollen season for which they are
receiving the Immunotherap y.

TECHN I CAL APPROACH

Two groups of patien ts on maintenance immunotherapy wil l  be compared , one
receiv ing weekly immunotherapy , the other receiving bi-weekly immuno-
therapy in a bli nded fashion. Symptom score sh eet s w i l l  be comple ted
for the course of this weed season . Nasal provocation and serum studies
for l e v e l s  of s p e c i f i c  IG ant i bod i es will be completed pre— seasona lly,
m id-s n aso nali y and after the season .

!tiri power (in p rc-tes sio n al man years): 0.3/yr

Funding (in thousands) FY 77: 0
FY 78: 0

PROGRESS

Res irch p roj~. ’-t 77/101 has been incorpora ted and expanded into research
project 78/ 106 .

Public ations and Presentations: None

STATU S:

Completed.
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CLINICAL INVESTIGAT I ON SERVICE
FITZSIMONS ARMY ME DICAL CENTER

D~~r~ver , Colo rado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Comparison of the C li nica l and Immuno l og ical Re~ p i -  n r~ie
Seasona l and Co-Seasona l vs. Post—Seasona l tni tiat ic - ~~

r iA ll ergy
Immunot hera py .

WORK UNIT NO.: 77/103

!~.
INCIPAL INVEST IGATOR: Lyndon E. Mansfield , LTC , MC

:~~~)C lATE INVESTIGATORS: W i l l i a m  P. Tipton , LTC , MC
Haro ld S. Nelson , COL , MC

O B J E C T I V E S

To investigate in patients who present to the al l er ~ -, c i i n i i :  ju. t pr io
to i r during their sy - iptomati c v ~l n  season , ~-ih~~~ier it is advantage L s to
beg in imm unotherapy at that time - . r pOs t~ one the i r i t i a t i o n  :)f specifi c
trea tment unti l a specified period following the end of the pol le l ~ e i~~&~ - .

TE CH N ICA. A PP ROACH

Fift een ~-.~~rs f relati v el y o~ l l matched nei-~ ~it ients pres en ti n g to the
al l ’ r  - chn :c at f- -~MC ~s i l l  und er t o the usua l allergy eva l uation . One
qrou- ’) ~ r patients w i l l  have a l l e r o y  immunotherapy delayed until if~ er
he se~ -~c,n if the s: e c i t ic p o lle n has passed , w i t h  to - i n i t i a t i o n  H

t b r i a~ y ~ n- i t o  ~~ig one month j t  t i - i ’ ~
- -rd f the season , th e other -1 n 1I~~

w i l l  be- - - ‘  thei r a~ Ier qy immuno the rapy at the time t b  person is
ci -ia lua t -~i and ~i it n i n  t - - -io r i m i t h s  - . - t  the spec ific p u V e  SOds - n . A 

- 
~ 1e - i d  nasal p r o v oc at i o n  t~ -~t in q  a rd  nasal rus t ? stinq w i l l

I-c eerfo r~ied -~~ . ‘ n rii t i a l ev a L ut h i .  These orue,  ~u r e s  ~ r l i i -c  e~-e~~~ u
Lst pr io r  to the next season and i mmediately after the r u s t  and second

-or s- ~a~~:i- -;. Patients w i l l  Leep a s y r p l o m  sCor- ~ u i ar y du’ I r g  ~jet.u
, n len - -

il - i )
~-Ier ( in prof ess iona l - ran years )  : 0. ~/y r

Fii~~~i r- c ( n  t i  usands): FY 77: 0
FY 78~ 0

PRO GR ESS

This study was not undertaken as we wer e not sHe t o  gathe r thirty
su i t a ble p atients. The story w i l l  he attempted in the spr in:i of 1972 .

[ _ 
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WORK UNIT NO.: 77/103

Publicatio ns and Presentation s: None

STATUS:

On going .
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CLINI CAL INVESTIGATION SERVICE
FITZ S I MON S ARMY MEDI CAL CENTER

Denver, Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Evaluation of Immunoglobul ins and Immunog lobu lin Bearing Lymphocytes
in Asthma .

WORK UNIT NO.: 77/104

PR I NC I PAL I NVESTIGATOR: Lyndon E. Mansfield , LTC , MC

ASSOCIATE INVESTIGATORS: Cra i g Jacobson , CPT, MC
Harold S. Nelson , COL , MC

OBJECTIVES 
-

To determine whether patients with bronchial asthma have mean
immunoglobu lin levels which are l ower than norma l for their
age or have abnormalities of l ymphocytes as determined by
surface markers .

TE CHN I CAL APPR OACH

All asthmatic patients seen in our ClinIc as much as possible were
eva l uated by means of a data sheet and had sera drawn for imunog lobulin
studies. A portion of this group will be recalled and have appropriate
studies and have blood drawn for l ymphocyte markers.

Man power (in professIonal years): 0.02/yr

Funding (in thousands) FY 77 2.5
FY 78: 0

PROGRESS

One-hundred—fifty patients have been entered into the study. Thc~study is in the final stage of completIon w i th  the analysis of data.

Publ ications and Presen tation s: None.

STATUS:

Ongoing.
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C L I N I C A L  INVEST I GATION S E R V I C E
F ITZS IM O N S ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: An Eval uation of Cross A ll ergen l clty Among Pollen Ex tracts
of Members of Chenopodiaceae and Ainaranthaceae.

WORK UNIT NO: 77/105

PRINCIPA L INVESTIGATO R: Richard W. Weber , LTC , MC

ASSOCIATE INVESTIGATO R: Harold S. Nelson , COL , MC

OBJECTIVES

To eva l uate the cross ailergenicity between pollens of the weed
famili es Chenopodiaceae and Arna ranthaceae , and to ascertain whether
sensi t i v i ty to select members of these families can be distinguished
or whether cross—reactivity with strong allergens abrogates such a
disc rimInation .

TECHNICAL APPROACH

Twelve members of Chenopod-Ama ranth families wi l l  be studied . Rabbit
antisera will be raised to each weed extract and stud i ed with Ouchterlony
i mmunod lffuslon and inhibition of passive hemagglutinat ion . Sera collected
from patients with positive skin tests will be used for R.AST inhibition
studies .

Man power (in professional man years): 0.5/yr

Funding ( in  thousands ) FY 77: 1.0
FY 78: 1.0

PROGRESS

Rabb it antis era have been ra i sed to all 12 members of the Chenopod-
i~riiaranth fo rni ly .  Ouchterlony ana lys is  has been performe d of a l l
12 antisera again st the 12 extracts. RAST inhibition has been
performe d us ing Lamb ’ s quarters and Russian thistle discs and the
other 12 extracts as inhibitors against a pool of allergic sera .
Passive hemagglu tination inhibition has also been performed against
the rabbit antisera .

Publicatio n s; The ma terial was submitted to the 1 978 Hugh Mahon
Lectureship Award Competitio n where it was awarded second prize .

Q7C



— WORK UNIT NO.: 77/105

-
- 

Presentations: None.

- STATUS:

Ongoing.
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CL I NI CAL INVE STI GATI ON SERV I C E
F I TZ S I M ON S ARMY MED I CAL CENTER

Denver , Colorado 80240

RESEARCH PR O J E C T  R ESUME
30 SEP 78

. LrLE : The Effec t of Chroni c Non—Immunologically Mediated Bronch ial
Constric tion of Bronchial Smooth Muscle.

WORK UNIT NO .: 77/106

r RI NC IPAL INVES IIGATOR: Lynd on E. Mansfield , LTC , MC

•~ SOClATE INVESTIGATORS: Wi l l i a m  N. Glab , SP6
John Hof mann , CPT , VC

O B J E C T I V E S

To determine if the hyperactivity or constriction of the bronch ial  smooth
musc le in asthmati c p atients is the cause of the bronchial  smooth m uscle
h— ’pertrophy found In the asthmatic l ung ; and secondly, to determ i ne if
ronchodilators as presently used have any protective effec t agains t

this hypertrophy.

T E C H N I C A L  APPROACH

Gu inea pi gs w i ll be subj ec ted to non ant igen mediated bronchoconstr ict ion
f ro m the age of r reaning to sex~aI maturi ty. Pulmonary functions and
h i s tolo g ica l da ta w i l l  be obtained in depth as the guinea pi gs are
sacrificed.

M~ri~ - -~-,er ( i n  profc ~ss iona I man yea r s ) :  0.0/yr

~u n d i n g  (in t~ nusands )  FY 77: 1.2
Fy 78: 1 .5

PROGRESS

/~ nen itk’e :p c r t  is s ‘ i m n i t t e d  s ince no work has been done on Ur i s
Iroj e c t  1) date .  Th is  s t u d ’  w i l l  not beg in unt i l  late r in the
~a Io ’ ui - mr ye ‘r 1978.

PubI i c a t j - ~ r ms and P re s e n t r i i o n s :  None

STATUS:

n go i n g.
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CL~ N I C A L  I NVESTIGAT I ON S E R V I C E
FITZSIMONS ARMY MEDICAL CENTER

Denver, Colorado 80240

RESE ARCH PROJECT RESUME
30 SEP 78

TITLE: L-Dopa St imula t ion of Glucagon in Obesity.

WORK UNIT NO.: 77/107

PRINC I PAL INVESTIGATOR: Gary L. Treece, MAJ , MC

ASSOCIATE INVESTIGATOR: None.
- 

OBJECTIVES

It has been suggested that obese subjects have a deficiency of glucagon
reserve. L—Dopa Is ~nown to cause a rise in glucagon l evels in norma l
weight subjects. Th~s study was designed to observe the effect of
L-Dopa on serum glucagon levels in obese subjects compared to normal
weig hted controls.

TECHN I CAL APPROACH

The patient populations to be stud i ed include 10 norma l wei gh t , non—
diabetic subjects; 10 obese , non—diabetic subjects and 10 obese ,
diabetic subjects. In the latter group, subjec ts taking insu lin and/or
ora l hypoglycemic agents will be excluded from the study. Diabetic
subjects will be defined on the basis of a standard 3—hr g l ucose
tolerance test. Subjects with a history of cardiovascular disease ,
glaucoma , melanoma , peptic ulce r disease , psychos is , and patients
taking MAO inhibitors will be excluded from the study. All subjects
will be on a weight maintainin g 150 gram carbohydrate diet three
days prior to the study. If not prevIously documented in the subject ’s
medica l records a 3—sour glucos e tolerance test will be performed on
a day prior to L—Dopa adminis tration . Subsequently, after an overn i ght
fast all will be given a 7.5 mg/kg dose of L-Dopa by mouth at 8:00 a.m.
In the supine pos it ion venous blood samples will be obta i ned from an
indwe l l ing scalp vein catheter at —1 5, 0 , 15, 30 , 45, 60 , 90, 120 and
180 mInutes for determinations of plasma glucose, growth hormone,
insulin , glucagon and pro lactin.

Manpower (in professional man years): 0.0/yr

Funding (in thousands) FY 77: 0.0
FY 78: 0.0
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WORK UNIT NO.: 77/107

PROGRESS

No progress has been made toward the completion of this project.
However, with the establishment of a Weight Control Clinic at Fitzs imons
Army Med i ca l Center it is anticipated that more ready access to the
necessary patien t populations wi ll exist. Therefore, completion of the
protocol Is expected during the next fisca l year.

In addition to L—Dop~~ dopamine infus ions also stimulate g lucagon
release. It would be of interest also to study the effect of the
dopam i nerglc agonist , bromo-criptine , on glucagon phys iology. The
effect of this drug also ~ay be more clinically relevant In that It
is more potent a-d a~~a~ent 1y better tolerated by patients than L—Dopa.
It is planned , therefore, to mod i f y the above protoco, or submit an
additiona l protoco l to allow the st~idy of the effect of bromocriptine
as wel l as 1—Dopa on control patients as wel l as obese patients with
or without glucose Into lerance.

Publications and Presen tations: None

STATUS: -

Ongoing.

[ - 

080



~D—AO7 1 ~fl FITZSIMONS ARMY ~~ DI CAL CENTER DENVER COLO FIG 6/5 1CLINICAL INVESTIGATION. (U)
SEP 76 0 6 CORBY

fr4CLASSIFIED ML
20F 3

I I



I ~~ 
I. .

I.v L
_ _  

2.2
~~3o —

I.’ ~ IHH~°
IHH~I ~25

MICROCOPY RESOLUTION TE ST CHART



CLINICAL INVEST I GATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver, Colorado 80240
-

RESEARCH PROJECT RESUME
30 SEP 78

TITL E: A Comparison of the Clinica l and Immunologic Response to
Grass Pollen Extrac t With or Without the Addition of Gl ycerin.

WORK UNIT NO.: 77/108

PRINCIPAL I NVESTIGATO R: W i l l i a m R. lipton , LTC , MC

ASSOCIATE INVESTIGATOR: Harold S. Nel son, COL , MC

OBJECTIVES

To determine whether there is a difference in the immunolog ic response
to allergy injection therapy if the veh icle for the pollen extract
contains glycerin as opposed to saline.

TECHN I CAL APPROACH

Alter nate patients placed on grass immunotherapy and consenting to
participa te have been followed for a period of 9 to 10 months. Blood
spec i mens were collected prior to initiation of immunotherapy prior
to the grass poflen season of ~978 and following the seasona l rise
in grass specific IgE in August 1978. These will be compared
for specific IgE and I gG blockin g antibodies.

Manpower (in professional man years): 0.1/y r

Fundin g (in thousand~) FY 77: 0
FY 78: 0

PROGRESS

Approxima tely 22 patients are in the study . The fina l blood specime~ns
are now being collected .

Publications and Presen tation s: None

STATUS:

Ongoing.
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CLINICAL I NVESTIGATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver, Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Further Investi gation of the Esophago-bronchial Reflex Mechan i sm,
ahd on the As sociation Between Gastroesophageal Ref lux and Asthma .

WORK UNIT NO .: 77/109

PRIN CIPAL INVESTIGATO R: Lyndon E. MansfIe ld , LTC, MC

ASSOCIATE INVESTIGATORS: John R. Hofmann, CPT, VC
W. NIchol as Glab , SP6

OBJECTIVES

To demonstrate that reflexes exist between the lower esophagus and
the lungs that are vagally mediated and furthermore, that they can
cause bronchoconstriction .

TECHNICAL APPROACH

A group of dogs will be art i fica li y given esophag it i s by frequent
hydrochloric acId Infusions. These dogs then wi fl be intubated
under light anesthes ia and have various procedures performed upon
them includ i ng measuremen ts of sensi t ive pulmonar y functions whil e

F acid Is being instil led into this Inflame d area of the l ower esophagus.
They wl l l  also have at the same time , If having a positive response,
atrop ine g iven systemically In an attempt to block this postulated
reflex.

Manpower (in professional man years): 0

Fundin g (in thousands) FY 77: 0
FY 78: 5.0

PROGRESS

As of August 1 978, due to th. non—arrival of certain pieces of
si gnifican t equipmen t for this protocol to be carried Out , the
protocol has not been initiated . It Is expected , as all the equ i pment
has arrive d , to initiate this protocol at the beg innin g of cal endar
year 1979.

Publications and Presen tation s: None

STATUS:

Ongoing.
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CLINI CAL INVE STI GATI ON SERV I CE
FITZSIMONS ARMY MEDI CAL CENTER

Denver , Colorado 80240

RESEAR CH PROJECT RESUME
30 SEP 78

TITLE: Effect of Chronic Ora l Propranolol on Glucose Tolerance.

WORK UNIT NO.: 77/110

PRIN CIPAL INVESTIGATOR: Gary L. Treece, MAJ , MC

ASSOCIATE INVESTIGATORS: John Haas , COL , MC
Frances Crittenden , CPT, ANC

OBJECTIVES

To determine what effect propranolol given orally for the treatment
of hypertens ion and angina pectoris has on intravenous and ora l glucose
tolerance tests in lig ht of recent case reports of hyperglycemia non—
ketotic coma attributed to proprano lol therapy (Podolsky , 1973).

TECHNICAL APPROACH

Patients with hypertension being started on proprano lol therapy will
be the subjects for this study. A baseline IVGTT and 5—hr OGTT will
be obtai ned pr ior to therapy. The init ial dose of propranolol wil l
be 40 mg qid po. A repeat I VGTT and 5-hr OGTT will be obta i ned at
2 and 6 weeks of therapy. In some subjects , hydrochlorthiazlde will
be added to the propranolol therapy and a repeat IVGTT and 5—hr OGTT
obta i ned after 1 month of combined therapy . The effect of propranolol
on glucose disappea rance rate (K va l ue) and gl ucose tolerance will be
examined . The effect of propranolol on insulin and glucagon l evels
will also be examined .

Manpower (in professional man years): O.Otyr

Funding (in thousands) FY 78: 0.0

PROGRESS

Work on this protocol began at MAMC when the principle investi gator
was in fel lowship. The results obtained on six subjects was reported
in the MAMC CIS 1977 report. Approva l ~~s give n on 7 Jun 77 to transfer
the protocol to FAMC CIS with the protocol to remain ongo i ng at MAMC
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WORK UNIT NO.: 77/110

PROGRESS - conti nued

with both groups to comb ine efforts. However, it has been dec ided to
terminate the MAMC CIS Invo l vement and to have the FAMC Investigatorscomplete the protocol . Although no progress has been seen recently Itis anticipated that the protocol will near completion during the nextyear.

Publications and Presentations: None

STATUS:

Ongoing.
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CLINI CAL INVE STI GATION SERV I CE
FI TZSIMONS ARMY MEDI CAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: An Investigation of the Effects of Antihistamines and Aspirin
on the Late Skin Test Reaction .

WORK UNIT NO.: 77/111

PRINC I PAL INVESTIGATO R: Lyndon E. Mansfield , LTC , MC

ASSOCIATE INVESTIGATO R: Joseph A. Smith , MAJ , USAF , MC

OBJECTIVE S

To discover If prostagland ins may play a role in the late reaction
to allergy skin testing.

TECHN I CAL APPROACH

Ten to twelve patients who demonstrate late cutaneous reactions to
various allergens , ragweed or Timothy grass, will be utilized in
this study. They will be g iven a comb i nation of different histamine
antagonists prior to being skin tested and likewise , will receive a
therapeutic dose of Aspirin prior to be i ng skin tested in order to
eva l ua te the possible mode of development of the late cutaneous
reaction . kin tests wil l be evaluated as to their size and will
be ana l yzed by planometry and the effects of the various drug
reg imens of the skin tests compared.

Manpower (in professiona l man years): 0.1/yr

Funding (in thousands) FY 78: o
PROGRESS

At the time of this writing, August 1978, nine patients have completed
the protocol; three more patients are being sought to complete the
protocol at which time the data will be eval uated and conc l us ions
reached.

Publications and Presen tations: None

STATUS:

Ongo i ng .
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CLINICAL I NVESTIGAT I ON SERVICE
F I TZ S I M ONS ARMY MEDICAL CENTER

Denver, Colorado 80240

RE SEAR CH PROJE CT RE SUME
30S EP 78

TITLE: Study of the Diagnostic Role of Serum and Bone Marrow
Lactate Dehydrogenase I soenzymes (LDH).

WORK UNIT NO.: 77/112

PRh~CIPAL INVESTIGA TOR: John C. Michalak , MAJ I MC

ASSOCIATE INVESTIGA TORS: Thomas Alford , CPT, MC
Kenneth D. Herbst, Associate Professor,
San Diego Veterans Administration Hospital

OBJE CTIVE S

To determ i ne If serum or bone marrow LDH i soenzymes are an aid to
diagnosis or a parameter to follow in a variety of hematolog ical
and oncologica l disease states.

TE CHN I CAL APPROA CH

Adult patients who are having a bone marrow performed for diagnostic
reasons will have 2-3cc of additiona l blood asp irated from the bone
marrow and lOcc of periphe ra l blood eva l uated for total LDH and LDH
i soenzymes. Informed consen t emphasizes the additiona l phlebotomy
and prolongation of the bone marrow biopsy procedure . No follow-
up studies are needed.

Manpower (in professiona l man years): 0.1/yr

Funding (in thousands) FY 78: 0.0

PROGRESS

Serum and bone ma rrow, LDH and i soenzymes patterns were evaluated
in 76 patients to compare serum and bone marrow LDH. in 6 patients
with acute l eukemIa , 20 bone marrow spedmens obtained during relapse
showed a hi gher mean of LDH, 598 lu/ i , than 26 patients obtained
during remiss ion , 317 iu/I . The total LDH correlated better with
blast count than with marrow cell ularity. Six of 19 b iopsys had a
morpholog ical evidence of l ymphoma and all six specimens showed

• elevation of total LDH, mean 738 iu/l and had an accentuation of LDH
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WORK UN IT NO.: 77/112

Prpg ress — cont inued

3 and 4. Of 13 specimens negative of l ymphoma, all LDH studies were
normal . Presently the study is in a holding pattern , plan s are to
obtain normal marrow from patIents undergoing card i ac surgery, to
obtain more norma l controls. It Is felt the study should probably be
restarted In patIents with leukemia and malignan t lymphoma .

PubI icatlons:

I. Michalak , J.C., Alfo rd, T.J., and Herbst , K.D.: Bone Marrow Lactate
Dehydrogenase (L.DH) in Lymphoma and Acute Leukemia. Blood, Vol ume 50,
Supp l ement 376, 1977.

Presentation s: None

STATUS:

Ongoing.
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CLINICAL INVEST I GATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEA RCH PROJECT RESUME
30 SEP 78

TITLE: A Study of Terbuta l Inc Aerosol in the Treatment of PatIents
with Bronchial Asthma.

WORK UNIT NO.: 77/113

PR I NCIPAL INVESTIGATORS: Joseph A. Smith , MAJ , USAF, MC— Harold S. Nelson , COL, MC
Richard W. Weber, LTC, MC

ASSOCIATE I NVESTIGA TOR: None

OBJECTIVE S

To determine the effectiveness of freon propelled metered dose aerosol
terbutal ine as a bronchodi lator administered on a regular four times
a day basis. Two specific consideration s were (I) whether the broncho-
dilato r response was sustained with chronic administration and
(2) to compare the relative effectiveness of terbuta line as a sole
medication to that of theophy ll ine in optimum doses as a sole
med i cation .

TECHNI CAL APPROA CH

This study consisted of two parts: In the first part , 15 patients
were taken off all beta adrenerg ic bronchodilators for a period of
two weeks. The response to aerosol Ized terbuta line was then measured
following which they were placed on a metered dose inhalation
of aerosol ized terbuta l m e , four tlmes a day for twel ve weeks.
During this period , their response to terbutaline was measured In
the Allergy Cl inic every two weeks. At the beginning and at the
end of the twel ve week period , double—blind comparisons were made
in the Allergy C li n~ .. between the bronchodilator response over a

• four hour period of t i me to placebo or to terbutallne. In the second
portion of the study , patients were pl aced on optimal theophyll ine ;
they then received opt ima l theophy lllne and aerosol ized terbuta line
for a week dur ng which time they measured their pulmonary function
at home four time s daily, on a Wright peak flow meter. Following
one week, they were placed on a cross over double—blind In which
they received one active drug and one placebo for two weeks. At
the end of this time , another open week of observation ensued in
which they received both act i ve drugs , fol lowing which they went
into a second double-blind period In which the active drug of the
previous two week double-blind was repl aced by a placebo - while
they rece ived the second drug In its active form.
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WORK UNIT NO.: 77/113

Manpower (in professional man years): 0.5/yr

Funding (In thousands) FY 77: 0.0
FY 78: 0.0

PROGRESS

Part #1 is now completed with 14 patients having been studied ,
Part #2 is now in progress - 10 patients have completed it and an
additiona l five are Involved in the study. When they are finished ,
part #2 will also be completed. -

Publications and Presentations: None

STATUS:

Ongoing.
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CLINI CAL INVESTI GATION SERVICE
FITZ S IMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITL E: Effect of Propranolol in Patients with Reactive Hypoglycemia.

WORK UNIT NO.: 77/114

PRIN CIPAL INVESTIGATO R: Gary L. Treece, MAJ MC

ASSOCIATE INVESTIGATORS: Fred D. Hofeidt , LIC, MC
M. Arthur Charles , LTC, MC
Ajmel le Shackleford , MT

OBJECTIVES

To investigate the therapeutic efficacy of chronic ora l propranolol
(Inderal) administration on the symptoms and metabolic defects of
patients with postabsorptive (react i ve) hypogl ycemia.

TECHN ICAL APPROACH

The subjects will be those with persistent symptomatology despite
prior drug or dietary therapy for any of the forms of reactive
hypog l ycemia. A basel i ne 5-hr ora l gl ucose tolerance test (Gil)

• us i ng 100 grams of glucose and a 3—day 150 gram carbohydrate
preparatory diet will be obta i ned. A dietary , drug and symptom
history will also be recorded in the form of a questionna i re.
Propranolol (160 mg qd po) or placebo wil l then be administered
double blindly for one month. A repeat 5-hr GTT will be performed
and a second questionna i re obta i ned at the end of the month. For a
second month the alternate drug is administered and another 5-hr
GTT and questionna i re obtained . The effect of glucose, insulin ,
glucagon , growth hormone, cortiso l and prolaction l evels during
the 5-hr Gil will be compared.

Manpower (in profess iona l man years): 0.0/yr

Funding (In thousands) FY 78: 0.0

PROGRESS

Prel iminary results on four subjects administered propranolol only
for one month suggest an improved symptom complex on the drug.
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WORK UNIT NO.: 77/1 14

PROGRESS — continued

However, placebo effect cannot be ruled out. The glucose nadir during
the Gil on propranolol tended to be hig~’:r without any change in basal
or postprand ial insulin , glucagon , cort i sol or prolac tin levels. Basal
growth hormone levels were not effected but postprand lal growth hormone
levels were higher.

Complet ion of the study awaits the obtaining of placebo tablets from
Ayerst Laboratories Co. Due to a failure of the SGO to apply to the
FDA. for an IND number the placebo tablets have not been re l eased by
Ayerst. The oversight has recently been corrected and as soon as the
IND number is obta i ned the placebo tablets should become avail able
and prog ress on the definitive protocol will ensue.

Publicatio ns and Presentations: None

STATUS:

Ongo i ng.
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CLINICAL INVESTIGATION SERVIC E
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
.30 SEP 78

TITLE: Adaptation of Leukocyte Chemiluminescence for Small Volumes
of Blood .

WORK UNIT NO.: 78/100

PRINCIPAL INVEST I GATORS: RIchard D, deShazo, MAJ , MC
George L. Frown, LTC, MSC, PhD

ASSOCIATE INVESTIGATOR: None

OBJECTIVES

To develop a method for the determination s of leukocyte chemiluminescence
(CL) using small volumes of blood .

TECHNICAL APPROACH

All subjects i n th i s study are immunolog icall y norma l volun teers
from the patient population or staff of Fitzsimons A rmy Med ica l Center.
The methods to be followed are those for the standard system and
that involving the processing of responder leukocytes according to
the protocol.

Manpower (In professiona l man years): 0.25/yr

Fund ing (In thousands) FY 77: 2.5
FY 78: 0.0

PROGRESS

This protocol was completed in July 1978.

Pub lica ti ons and Presen tation s: None

• STATUS:

Completed .
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CLINICAL INVESTIGATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Eva l uation of Prostaglandins Producing Suppressor Cells in
Cancer Patients.

WORK UNIT NO.: 78/101

PRINCIPAL INVESTIGATORS: Richard D. deShazo, MAJ , MC
George L. Brown, LTC, MSC , PhD

ASSOCIATE I NVESTIGATOR: None

OBJECTIVES

To confirm the presence of previously reported prostag landins -
producing cells capable of suppressing cel l mediated imm unity in
patients with cancer and establish their sensitivity to a pros-
tag landins synthetase inhibitor.

TECHNI CAL APPROACH

This study Is a coord i nated effort between the Allergy Service ,
Oncology/Hematology Service (Department- of Medicin .~) and the
Clinica l Investi gation Service of Fitzsimons Army Medica l Center.
The patient selection will include clearly documented cases of
Hodgkin ’s Disease , lymphoma , l eukemia and solid tumors. Patients
selected had no other associated diseases known to result in
immunologic dysfunction and they were not receiving immunotherapy,
chemotherapy , or radiotherapy . A group of norma l volunteers served
as blood donors for lymphocyte culture controls. Testing included
initial in vivo and in vitro eva l uation .

Manpower (in professional man years): 0.25/yr

Funding (in thousands) FY 77: 2.5
FY 78: 2

PROGRESS

Technology has been deve l oped and determinations performed on four
patients. Protocol has been submitted and approved at WRAMC as well.

Publications and Presen tation s: None

STATUS:

Completed .
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CLINICAL INVEST IGATI ON SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver, Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 7!

TITLE: The Development of Specific and Cross Subsensitiv ity In
the Trachea l Tissue s of Gu i nea Pi gs Treated with Isoproterenol
and Aminophy lll ne.

WORK UNIT NO: 78/102

PRINC I PAL INVESTIGATORS: Ronald Tipton , LTC, MC
Kraig W. Jacobson, MM , MC

ASSOCIATE INVESTIGATORS: Joseph Souhrada, M.D., Nationa l Jewish Hospital
Hel en Morris , MD ., Nationa l Jewish Hospita l
Harold S. Nel son, COL, MC

OBJECTIVES

This study Is des i gned to measure the development of the subsensitivity
to two drugs , I soprotereno l and -Theophylllne by examining both their
dilating response on histam i ne contracted trachea l rings and their
ability to Increase l evels of cyclic-AMP in tracheal tissue and
parenchyma l l ung tissue . Cyc l ic—AMP is cons idered to be “second
messenger” in Induc i ng smooth muscle relaxation and initiated by
these two drugs. In each system, evidence will be sought of sub—
sensitivity not only to the drug administered to the anima l , but
also to the other drug in the study and to combine stimulation to
both drugs . Data will also be sought concerning the effect of H1and H2 antagonists on the actions of these drugs.

TECHN I CAL APPROACH

Guinea pig trachea l and periphera l l ung strips will be ana l yzed for
cyclic nucleotide levels as wel l as physiolog ical response to various
mediator s as previously described. Modifications to existing equ i pment
will enable the i nvesti gators to do the tension studies at Fitzs lmons
Army Medical Center.

Manpower (in profess iona l man years) 2.5/yr

Funding (in thousands) FY 78: 3.6

PROGRESS

The first phase of the study has been completed and reported at
the 31s t Annua l Army Pulmonary Disease Sympos i um at Fttzsimons
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WORK UNIT NO.: 78/102

PROGRESS - continued

Army Med i ca l Center , and will be submitted for presenta t ion at the
American Thoracic Society. It also will be submitted for publ ication .

Initial results are summarized as fol lows :

1. Subsensit ivlty was demonstrated at one hour after the last dose of
i soprotereno l by both tension studies and depressed cyclic—AMP tissue
l evels.

2. There was subsens ltivlty demonstrated throughout the six hour time
course of the experiment following m ultiple doses of isoproterenol as
demonstrated by the stimulated cyclic—AMP l evel of the tissues being
depressed .

3. A difference was demonstrated in the phys iologica l and pharmacolog ica l
responses of upper and l ower sect ions of the trachea relating to the
probable number of Beta—adrenoceptors present.

A probable original finding is the difference demonstrated between the
sections of the trachea and further study is ind icated along this line .

Publ ication s: None

Presen tation s:

(I) Tipton , W.R., Jacobson , K., Nel son, H.S., Morris , H., Souhrada , J:
Dynamics and Mechanism of Gu i nea Pi g Trachea Subsensitivity to
Iso~roterenol. Presented 31st Annual Pulmonary Disease Sympos i um ,
Fitzsimons Army Medical Center , Denver, Colorado , September 1 978.

STATUS:

Ongoing.
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CLINICAL INVESTIGATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver, Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Trial of Lithium Carbonate to Prevent or Reduce Neutropenia
in Dogs Receiving Radiation .

WORK UNIT NO.: 78/103

PRIN CIPAL INVESTIGATOR: Nicholas J. DiBel la , LTC, MC

ASSOCIATE INVESTIGATORS: Donald G. Corby, COL , MC
W. Nicholas Glab , SP6 , B.S.
Donald B. Merc ill , DAC , B.S.

OBJECTIVES

To determine the efficacy of lithium carbonate in preventing or
reducing the neutropenia due to myelotoxic irradiation .

TECHN ICAL APPROACH

Dogs will be maintained at myeloproliferative lith ium levels for 21
days, after wh ich half will receive 175 rads of whole body radiation .
Bone marrow b iopsy, complete blood count with differential , and serum
colony stimulating factor will be monitored during the course of the
study and compared with contro l an imals.

Manpower (in professiona l man years): 0.2/yr

Funding (in thousands) FY 77: 0
FY 78: 2.5

PROGRESS

Half of the control va l ues for the study have been completed. Presently,
the dosage reg imen for lithium carbonate In dogs consistent with enhanced
granulopoesis is being studied.

Publ ications and Presentations: None

STATUS:

Ongoing .
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CLINICAL INVEST I GATION SERVICE
FITZ SIMONS ARMY MEDI CAL CENTER

Denver, Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Study of Coagulation Parameters in Patients with Suspected
Deep Vein Thrombophleb~ti s Before and After Venography.

WORK UNIT NO.: 78/1 04

PRINCIPAL INVESTIGATO R: Joseph R. Haskett , Jr., CPT, MC -

ASSOCIATE INVESTIGATORS: John C. Micha lak , MAJ , MC
Judy Barber , GS—09 , D~C
Patricia Rush , GS—09, DAC

OBJECTI VES

To determine if coagulation pa rameters which have been associated
with hypercoagulable states are a !tered by lower extremity venography.

TECHNI CAL APPROAC H

Following informed consent all adult patients who are referred to the
Depa rtment of Radiology for -venography are screened with a variety of
clotting studies to include : fibrinogen and fibrin degradation products ,
protamine sulfate paracoagu lation test , thrombin generation index ,
and serum anti-thromb in 3 before venog raphy and 24 hours after to
determine if there is a change in the patients coagulation parameters
from the procedure and dye .

Manpower (in professional man years): 0.0

Fundin g (in thousands) FY 78: 0

PROGRESS

Patient accura l has been slow and only one patient has been placed on
the venog ram study. To improve patient accural it is felt that we
should amend the protoco l to eva l uate patients before and after a
variety of radiograp hic dye studies. An amendmen t to the protocol
will be made in Janua ry or February 1 979.

Publication s and Presen tations: None

STATUS:

Ongoing.
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CLINICAL INVEST I GATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver, Co lorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Ifosfamide plus Fluo rouracil in the Treatment of Pulmonary
Carcinoma.

WORK UNIT NO.: 78/105

PRJ NC I PAL INVE STIGATOR: Eduardo R. Pajon, Jr., MAJ, MC

ASSOCIATE I NVESTIGATOR: Nicho l as J. DiBe lla , LTC , MC

OBJE CTIVES

To obtain results of treating pulmonary carcinoma with a combination
of i fosfamide and fluo rouracil and to determine the maximum effective

• dose of the above combination.

TECHN I CAL APPROACH

Since March 1978 after Surgeon Genera l approva l of the protocol , all
patients with unresectable known oat cell carcinoma of the lung have
been eligible for study. A total of seven patients at Fitzsimons have
been entered on this study. Additional patients have been entered on
the study from the other corporate institutions and will not be reported
here. All patients have been treated-with the combination drugs , 5—day
infus ion of i fosfamide and weekly doses of 5-FU repeated monthly with
followup of clinica l and laboratory parameters.

Manpower (in professional man years): 1.0/yr

Funding (in thousands) FY 78: 0.

PROGRESS

Since I nception of the study seven patients at Fitzsimons have been
entered. The following is a progress report of them.

(1) MG — had progression of disease and died of her carc i noma within
two months of start i ng treatment.

(2) HB — has been on treatment with i fosfamide and 5-FU since August
- 1978 and has stable disease. 

~~~~~~~~~~~~~~~~~~~~~~~~~~~~ ______________ ~~~
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WORK LI lT NO,: 78/105

PROGRESS - con t l nuad

(3) ID — I presently showing ev i dence of partial remission .

(4) JC - began i fosfamide on June 1978; however, showed progress ion
of diseas e In September 1 978 at which time he was switched
to an alternative chemotherapy protocol.

(5) RC — began i fosfamlde May 1978 and is still presently receiving
l fosfaml d. wi th stable dIsease and significant subjective
Improvement of metasta tlc bone pain. -

(6) HD - has just been recently started on l fosfamide and it Is too
early to evalua te.

(7) EP — has just been recently sta rted on i fos fam i de a’nd it is too
early to eva l uate.

Publication s and Presentations: None

STATUS : -

On going.
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CLINICAL I NVEST IGATION SERVICE
FITZSIMONS ARMY MED I CAL CENTER

Denver , Colorado 80240

RESEARCH PROJE CT RESUME
- 30 SEP 78

TITL E: Effects of the Eva l uation of the Frequency of Pollen Allergen
Injections During the Pollen Season.

WORK UNIT NO.: 78/106

PRIN CIPAL INVESTIGATO R: Lyndon E. Mansfield , LTC , MC

ASSOCIATE INVESTIGA TOR: William R. lipton , LTC , MC

OBJECTIVES

To establish if the more frequent use of hyposensitization injections
during the specific pollen season for which patients are receiving
inwnunotherapy , is immunologically or clinically better than a less
frequent schedule.

TE CHNI CAL APPR OACH

Two groups of 10-12 patients relatively wel l matched In regard to
sever i ty of symptoms ,serum I gE levels and nasal provocation sen-
sitivity to the specific pollens invo l ved will be conpared. One
group will receive their allergy imunotherapy on a once weekly
basis. One group will receive it on a three weekly basis. These
two groups will be compared on the basis of nasal provocation
before and after the season. Specific serum IgE antibodies before
and after the season. Specific I 9G - before and after the season.
Finally, they will all complete a twice daily synçtoms score. All
of this data will be compared in an attempt to eva l uate which mode
of therapy is more beneficial to the patient. The aim of the study
is to determine If a once weekl y schedule offers a significant
therapeutic benefit in relation ship to patient and government cost
as opposed to the three week ly schedule.

Manpower (in professional man yea rs): 0.1/y r

Fundin g (in thousands) FY 78: 0

PROGRESS

As of August 1978, we have been unable to find 24 patients who
fullf i l l all the requ i rements for the study. Therefore, It was

1~O
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WORK UNIT NO.: 78/ 106

PROGRESS - continued

elec ted to perform the study In the siewne r of 1979.

Publ i ca t ion s and Presentatio n s: None

STRTUS:

Ongo i ng.
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CLINI CAL INVE STI GATI ON SERV I CE
FITZS IM ON S ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME 
-

- 30 SEP 78 ~~~~~~- , .  - -

TITL E: An Eva l uation of the Efficacy of An i ma l Dander Allergy
Imunotherapy In Perennial Rhinitis.

WORK UN I T  NO .: 78/107

PRIN CIPAL INVESTIGATORS: Alvin J. Aubry, MAJ , MC
Gary P. Carpenter , MAJ , MC
Lyndon E. Mansfield , LTC, MC

ASSOC IATE INVESTiGATOR: None

OBJECTIVES

To evalua te in a double—blind fashion , the efficacy of an i ma l dander
allergy immunothera py .

- TECHNI CAL APPROA CH

Thirty patients who fill the requ i rements of anima l dander allergy
will be selec ted from our population . These patients will undergo
testing including nasal provocation to determine the sensitivity
of serum IgE l evels and titrated skin tests will be performed in
order to ascertain the degree of cutaneous sensitivity. Fifteen
of these patients in a blinded random fashion will have allergy
i mmunotherapy to maintenance performed with comercial anima l
dander extracts. A comparison will be made between the group
treated and the nontreated group of patients in relationship to
their levels of sensitivity, serum specific IgE l evels and skin
test sensitivity and nasal sensitivi ty after maintenance imuno—
therapy Is reached .

Manpower (in professiona l man years): 0

Funding (In thousands) FY 78: 0

PRO GRE SS

Patients at present are beIng selected for this study according to
the requ i red protocol. The equipment for the nasal provocation is

1(2
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WORK UNIT NO.: 78/107

PROGRESS - cont inued

on hand and It Is expected that this study will begin in September
1978. 

- -

Pub l i ca tions and Presen tations: None

STATUS :

Ongo i ng .
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CLINI CAL INVEST I GATION SERVICE
FITZS I MONS ARMY MEDI CAL CENTER

Denver, Colorado 80240

RE SEARCH PROJECT RESUME -

30 SEP 78

TITLE: An Investigation into the Generation of Anti gen SpecIfic
Suppresso r Cells During All ergy Immunotherapy .

WORK UNIT NO.: 78/108 
—

PRINCIPAL INVESTIGA TORS: Lyndon E. Mansfield , LTC, MC
- • George L. Brown , LTC, MSC , PhD

Harold S. Nel son, COL , MC

ASSOCIATE INVESTIGATOR: None

OBJECTIVES

The object of this study is to evaluate the development of anti gen
specific regulatory cells during allergy imunotherapy , and to
ascertain whether these cells suppress formation of IgE. In this
investigation a new technique known as co—culture will be used.

TECHNI CAL APPROACH

Ten patients beginning allergy imunotherapy will be evaluated. They
wil l have bloQd drawn for l ymphocyte studies inc luding antigen stimulated
blastogenesis. The total amount of Ig E generated from these cultu res
with different concentrations of antigen; total amount of specific IgE
genera ted from these cu l tures , upon stimulation by diffe rent concentrations
of antige n, will be evaluated . These cell s will also be co—cultured with
norma l person ’s l ymphocytes and the same procedure performed. After
a period of time when these patients are able to reach allergy maintenance
imunotherapy , the procedure w i l l  be repeated . One a lteration w i l l  be
tha t these patien t’s cells will be co—cultured with a new non-treated

- 
allerg ic patient’s cells , which wIll also undergo antigen stimulation .
The object of this techn i que will be to show that during the course of
lmunotherapy, the changes in specific IgE generated under stimulation
by antigen is decreased by the development of a T suppressor cell mechan I sm.

Manpower (in professional man years): 0.2/yr

Funding (in thousands) FY 78: 5.0
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WORK UN IT NO.: 78/108

I
• PROGRESS -

Init ial work In antigen and co—culturing has begun. Attempts are now
bei ng made to Increase the sensitivity of the assay for specific IgE
antibody. It is felt that the firs t patient will begin the study in
September or October 1978.

PublicatIons and Presentations: None

STA1!:~~ 
-

On go 1 ng.
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CLINICAL INVEST I GATION SERVI CE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Evaluation of Periphera l Nerve Injuries at Fltzsimons Genera l
Hospital.

WORK UNIT NO.: 71/202 -

PR I NC I PAL INVESTIGATOR: Anthony Ballard , COL , MC

ASSOCIATE I NVESTIGATOR: William W. Eversmann , Jr., tIC, MC

OBJECTIVES

The purpose of this study is to eva luate the functiona l recovery ,
sensory and motor of these upper extremity and l ower extremi ty
per i pheral nerve injuries . In the past year these have been carried
out by visits at Fitzs lmons AMC of multiple patients who have
returned at our request through our mon i toring and evaluation by
mail. As a consequence, l ong postoperative follcwups are being
made avai lab le in order to document the long term outcome of these
injuries .

TECHN I CAL APPROACH

Detailed cl inica l examination by either the principa l or associate in-
vestigator supplemented by sensibility studies In Occupationa l Therapy
and occasionally an examination by electrica l techniques continue to
be the mainstay of followup of these patients. The maintenance of
consistent and accurate records of these prolonged followups continues
to be essential.

Manpower (in professiona l man years): 0.1/yr

Funding (in thousands)- FY 77: 0
FY 78: 0

PROGRESS

Althoug h the feasibIlity of detailed and longterm and complete followup
of these nerve Injuries both from a fisca l sense and from a logistica l

1(jG -
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WORK UNIT NO.: 71/202 -

PROGRESS — continued

sense seems to be difficul t and possibly outside the feasibili ty of
this study patIents contInue to return- to Fitzs inons AMC for detaIled
followup and exam i nation . The improvements of neurologica l funct ion
which continually are seen outside the two year li mi t which in the
past has been considered the upper limi ts of Improvement in both motor
and sensory function following neurological Injury continue to accumulate.

• The improvement we are seeing particul arly In hI gh b rach ia l plexus
and peripheral nerve injuries and resultan t increasing functIon in
the hand is indeed remarkable and following col l ection of furth:r data
will merit sci entific presentatIon. For the moment, however , l imitations
on funds , logIstica l support and phys ician t ime requ i re us to continue
to follow these patients here at Fitzs imons AMC In order to collect
data concerning the longterm fol lowup of these nerve injuries. This
protocol is continuing in nature.

Publications and Presentations: None

STATUS:

Ongo i ng. -

- -/ — -

107



CLINICAL INVEST I GAT I ON SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 75

TITLE: Treatment of Urinary Tract Trauma In the Laboratory Anima l .

W~RK UNIT NO.: 73/219

PRIN CIPAL iNVESTIGA TOR: John A. Vaccaro, CPT, MC

ASSOCIATE INVESTIGATORS: Robert M. Dobbs, COL , MC
Howard E. Fauv.r, COL, MC
Glenn U. Dunn Ington , COL , MC

OBJECTIVES

Investigation of and comparison of various modes of treatment of
uro l ogical trauma with emphasis on newer surg ical techn i ques to
include rena l vascular repair , Bench surgery and autotransp iantation .

TECHN I CAL APPROACH

Various techn i ques of vascular reanastomosis and autot ranspiantation
will be performed. This will be followed by IVPs 2-4 weeks post-
operatively to ascertain success or failure .

Manpower (in professional man years): 1.5/yr

Funding (in thousands) FY 77: 3.0
FY 78: 3.0

PROGRESS

This protocol was again used last winter for autotransp lantation
techn i ques and vascular surgery techni ques. At that time the righ t
kidney was transpl anted to the right ilIac vessels with success in
2/6 dogs showIng this feasible.

Vi8 •
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WORK UNIT NO.: 73/2)9

Publications:

1. Levisay, G.L.: Renal Autotranspiantation In the Dog. Proc. of
the Kimbrough Urolog ical SemInar, January 1974.

2. Jackson, J.E.: Rena l Autotransplantation with Partial Nephrectomy
in the Dog. Proc. of the South Central Section , AUA , Denver , Colorado
15—1 9 September 1974. (Published )

3. Page, M.E.: Renal Autotranspl an tation with Vena l Cava l Occlusion.
To be published in Proc. of the KImb rough Urologlca l Semi nar, Seattle ,
Washington , 5 October 1975.

Presentations:

1. Levisay, G.L.: Renal Autotransp lantatIon In the Dog. Presented:
Kimbrough Urological Seminar , Washington , D.C., January 1974.

2. Levisay, G.L.: Renal Autotransp lantat ion ~n the Dog. Presented :
South Centra l Section Meeting of the AUA, Denver, Colorado ,
September 1974.

3. Jackson, J.E.: Renal Autotransplantatlon with Partial Nephrectomy
in the Dog. Presen ted: South Centra l Section of the AUA , Denver,
Colorado, 15-19 September 1974.

4. Jackson, J.E.: Rena l Autotransp iantat ion w it h Part ial Nephrectomy
in the Dog. Presented: Kimbrough Urological Semina r, Sart -Antonio,
Texas, 14— 19 1~ovember 1 974.

~~. Page, M.E.: Renal Autot ransplantat iori with Vena l Caval Occlusion .
To be presented at the Kimbroug h Urolog i cal Sem i nar , Seattle,
WashIngton , October 5, 1 975.

6. Page, M.E., and Weige l , J.W.: Exhibit—R ena l Transplantation
wi th Proxima l Vena Caval. Presented: South Central Sect i on
Meeting in Urology , September 1 975.

STATUS:

• Ongo i ng.
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CLINICAL i NVESTIGATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SE-P 78

TITLE: Treatment of Di goxin Toxicity with Activated Charcoal.

WORK UNIT NO.: 74/202

PRI .NCIPA L INVESTI GATOR: Donald G. Corby, COL, MC

ASSOCIATE I NVESTIGATORS: John R. Hofmann, CPT, VC
- Thomas P. O’B&rr, PhD., DAC

U. Nicholas Ghb , BS, SP/6

OBJECTIVES

Evaluate activated charcoa l in the treatment of dlgoxin and di g i toxln
toxicity. -

TECHN I CAL APPROACH

Dogs were made digoxin or digitoxin Intoxica ted and subsequently
treated with ora l activated charcoal. Di goxin or digitox -i n l evels
i n serum, urine and bile were determ i ned in treated and control groups.

Manpower (in professiona l man years): 0.1/yr

Fund i ng (In thousands) FY 77: 0.5
FY 78: - 0.5

PROGRESS

During the past fisca l year work on this project has concentrated on
the development of adequate dosage schedule for assuring mild dig Italis
overdosage, agrahplc studies to determine adequacy of gastric motility
in anesthet i zed dogs. Although initial work has clearly demonstrated
the feasibility of the adminlstratiQn of activa ted charcoal in the treat-
ment of acute di g italis toxicity, technical problems associated with the
dog model utilized in assessing mild di gi toxic states have proved to be
Insurmountable. Additionally, research requirements have restricted man-
power organ i zation for this study to the minimum . It Is because of this
reason , it Is recomended that this protocol be termina ted at this tIme.

* I 110
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WORK UNIT NO.: 74/202

Publi cat ions:

1. Zajtchuk , R.: Treatment of Dl goxin Toxicity with Act ivated
Charcoal. Am. J. Cardl ol., Vol 35, February 1975.

Presentati ons:

I. Zajtchuk, R.: Treatment of Dl goxin Toxicity with ActIva ted
Charcoal. Presented : American College of Cardiology ,
Houston, Texas, February 1975.

STATUS:

Term i nated .
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CLINICAL I NVESTIGATION SERVICE
FITZS IMONS ARMY MEDICAL CENTER

Denver, Colorado 82040

RESEARCH PROJECT RESUME
30 SEP 78 -

TITLE: Role of Hypercoagulabi lity In Patients Undergoing Myocard1a~
Revascularizat ion.

WORK UNIT NO.: 75/200

PRINCIPAL INVESTIGA TOR: Russ Zajtchuk, LTC, MC

ASSOCIATE INVESTIGA TOR: George F. Schuchmann , LTC , MC

OBJECT I VES

To identify hypercoagulable patients undergoing saphenous vein
aortocoronary bypass operat ions. To institute rational treatment
of such patients .

TECHNI CAL APPROACH

Patients undergoing coronary artery bypass surgery wf i i be evaluated
pre—operatively and on 3rd , 6th, 8th, 10th , 14th , and 21st post-
operative days. Parameters which will be evaluated to include platelet
count, platelet adhesivity, activa ted partial thromboplastin time ,
factor V I I I assay, serum cholesterol , triglycerides , anti—thromb in
III levels and lipoprotein electrophoresis. Those patients found
to be hypercoagulable will be treated appropriately.

Manpower (in professional man years): 0.5/yr -

Funding (In thousands) FY 77: 3.0
FY 78: 3.0

PROGRESS

One hundred patients undergoing coronary artery bypass graft surgery
have undergone hypercoagulab ility screening as outlIned above. Those
patients found to, be hypercoagulable were treated with appropriate
anticoagulants. The results indicate an increased graft potency
and a lower incidence of pu lmonary embolism.
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WORK UNIT NO.: 75/200

Publications:

I. Zajtchuk, R., Coll i ns , G.J., Schuchmann, GJ., Holley , P.W.,
Hamaker , W.R.: Coagulation Abno rmalities in Patients Undergoing
Mycardial Revascularizatlon. J. Thorac. Cardiovasc. Surg.
75:168—170, 1978.

PresentatIons:

1. Zajtchuk, R.: Coagulation Abnormalities In Patients Undergoing
- Myocardial Revascularization . The Samson Thoracic Surg ical
Society - 5 June 1977.

STATUS:

Comp l eted. 
-

113

- — -
~~~~~~~

— ~~~~~~~~~~~~~~



- - —.-•---~~
--- - -- -•-- - =--•-- •-—-— -—.-.

~
-.—------ - •--

~~
‘---.•,.----- -•----

~
-_-..--- -.------- -—--

~~~
•

CLINICA L INVE STIGAT ION SERVIC E
FITZSIMONS ARMY MED I CAL CENTER

Denver, Colorado 8021.0

RESEARCH PROJECT RESUME 
-

30 SEP 78

TITLE: An Experimental Dog Modei for the Study of Coronary Artery
Spasm.

WORK UNIT NO.: 76/202

PRINCIPAL INVESTIGATOR: George F. Schuchmann, LTC, MC

ASSOCIATE INVESTIGATOR: None

OBJECTI VES

To establish an anima l model for the study of coronary artery spasm
ànd to study the effects of various drugs on coronary artery blood
flow .

TECHN I CAL APPROACH

Surg i ca l details of the I MA-RCA grafts have been wel l worked out.
Flow probe measurements as outlined in the protocol continue to
be inaccura te and have delayed data collection .

Manpower (in profess iona l man years): 0.1/yr

Funding (in thousands) FY 77: 1.0
FY 78 0

PROGRESS

Fi ve dogs were long-term surv ivors of IMA-RCA grafts. All dogs had
patent grafts proven by angiography. Later, all dogs were -sacrificed
and all grafts found patent at the time of surgery. Unfortunately,
flow probe diffi culties made collection of mean i ngfu l flow da ta
I mpossible. This experIment Is currently inactive while a means
of obtaining accurate flow measurements Is obtained.

Publication s and Presentations: None

STATUS:

TermInated.
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CLINICAL INVESTIGATION SERVICE
FITZS I MONS ARMY MEDICAL CENTER

Denver, Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78 - 

•

TITLE: Screening Program for Military Children at Hi gh Risk for
Hearing Loss.

WORK UNIT NO.: 76/203

PRINCIPAL INVESTIGATOR: Susan 1. Slibec k, M.S., DAC

ASSOC IATE I NVESTIGATOR: None

OBJECT I VES

To screen infants and children for information indicating hi gh r i sk
for hearing loss so that early identification and treatment can be
enhanced .

TECHN I CAL APPROACH

Red Cross volunteers will screen the med ica l and family histories of
all newborns, pediatric ward patients (0—6 years of age), and one-
year old Well Baby Clinic patients through parent interview s and
chart rev i ews. The I nvesti gator will rev i iw the gathered data for
Indications of high risk for hearing loss and designate children
as AT RISK or NOT AT RISK. AT RISK children will be tested by an
audiolog ist periodically for one year or until hearing loss is
ruled out.

Manpower (in professiona l man years): 0.25/yr

Funding (in thousands) FY 77: 0
FY 78: 0

- PROGRESS

This report covers the twenty and one—half month active period of
the High Risk Registry screen i ng program (17 October 1 976 to 31 June
1978). During that time 821 children were screened by three Red Cross
volun teers; 297 of these chIldre n were conside red AT RISK for hearing
loss; and 78 children are currently being followed on the Registry
as Indica ted.
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WORK UNIT NO.: 76/203

PROGRESS - cont inued

Sixteen children with depressed auditory acuity were identif ed.
Audiometric testing and otol ogic consultation ind icated si gnifican t
heari ng loss due ‘- mi ddle ear fluid , middle ear infect ion, or excessive
cerumen. At the time of the screening, these hearing/medica l problems
had not been previously Identified. One of the sixteen children also
had a significant sensorineura l loss requiring amplification with a
hearing aid and specIal rehabilitation Intervention. The ages of the
four children ranged from 6 months to 2 years; thus achieving the
objective of early identification and treatment.

The value of Hi gh Risk Registers Is wel l documented: sa infants at
risk for hearing impairment should be identified by means of history
and physica l examination ” (Nationa l Joint Coninittee on Newborn Hearing
Screening, 1973). The coninittee found that a High Risk Registry can
increase identification of hearing impa i rment as much as ten fold.
Reports of similar registers Indicate that I out of 57 AT RISK children
will be hearing impa i red. The registry procedures used in th is program
have yielded a more economica l result: I out of 186 AT RISK children
were hearing impaired .

At last year’s progress report revIew, the project’s hearing loss
I dentification ra te was 1 out of 42. Data collected during that first
year led to applying more stringen t high risk criteria , thus reducing
the number of childr.n label .d AT RISK. This modification resul ted
in Increasin g the effici.ncy of the program.

Publica tions: None

Presentation s -

(1) Sl l beck, Susan 1.: High Risk Factors for Hearing Loss. Presented:
Pediatric Department , Fort Carson , Colorado December 1976.

STATUS:

Ongoing.
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CL I N I C A L  I NVE STI GATI ON SERVI CE
F I TZ S IM ONS ARMY MEDI CAL CE NTER

Denver, Colorado 802kG

RES EARCH PROJEC’r RESUME-
- 30 SEP78

TITLE: Use of Cyclic AMP in the Eva l uation of Calcium Urol i thiasls.

~~RK UNIT NO.: 76/205 - 

- - -

PRIN CIPA L INVESTIGATO R: John A. Vaccaro, CPT , MC

ASSOCiATE INVESTIGATORS: Howard E. Fauver , COL , MC
Daniel V. Hom e, MAJ, MC
Glenn W. Dunnington , LTC , MC

OBJECTIVES

To measure nephrogenous CAMP l eveis to differentiate rena l causes of
hyperca lciuria from other causes. - - 

-

TE CHN I CAL APPR OACH

The use of various blood studies and urine col l ections to define
the metabolic basis of stone disease In recurrent stone farmers.
The hallmark of these studies will be serum and urine cycl ic AMP .
Us i ng these va l ues , appropriate treatment will be prescribed to
patients.

Manpower (in professiona l may years): .25/yr

Fund i ng (in thousands) FY 77: .3
FY 78: .3

PROGRESS

Patients are routinely followed in the stone protocol clinic and
currently the departme nt of endocrinology w i l l  ass is t  in this eva l-
uation . Stone workups are being standa rd i zed and treatment better
unders tood.

Publica tions and Presen tations: None

STATUS:

Ongo i ng.
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CLINICAL INVEST I GATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE Investigation of Ureter (Partial and Complete) and Bladder
(Sub—total) Repl acement with Synthetic Materials.

WOR.K UNIT NO.: 77/200

PRINCIPAL I NVESTIGATOR: Torrence M. Wi l son, MAJ, MC

ASSOCIATE INVESTIGATORS: Robert M. Dobbs, COL , MC
Norman E. Peterson, M.D., Ch ief , Urology Service

Univ ersity of Colorado Medica l School

OBJECTIVES 
-

Eval uate the feasibility of replac i ng uretera l segments and bladder
segments with synthetic prosthet ic devices. The initial effort will
be with Gor-Tex.

TECHN I CAL APPROACH

Pbngrel dogs under anesthesia wi ll have a portion of their ureter or
bladder replaced with Gore—Tex. Fol lowup eva l uation will include
contrast studies and tissue segments for patho l ogic study.

Manpower (in prqifes*ional man yea rs): 0

Funding (In thousands): FY 77: 4.0
FY 78: 4.0

PROGRESS

The purpose of this study was to examine the feasibility of using
expanded polytetrafluroethylene as a uretéra l prosthesis. Over all
results were encouraging in that norma l function occurred in 59% of
cases; however , it is noted that the remainder had migration of pros-
thesis, obstruction , or hydron.phrosis. These results are consistent
with previous studies. Fibrovascular proliferation occurred along
the graft , and these neotubes wers patent when migration of the
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WORK UNIT NO.: 77/200 
-

PROGRESS - continued

grafts occurred. Of s i gnificance was the finding of partial or total
obstruction at the proximal anastomosis in most of the hydronephrotic
cases despite a generous spatulation of one centimeter on the ureter
and the graft. Again , this problem has been encountered by other
i nvestigators . Future studies should concentrate on altered techni ques
at this site , such as rig ht angle flaps , a wide r anastomosis to the
rena l pelvis , or perhaps nephrostomy dra i nage with a longer period of
sten t placement.

In conclus ion , the most intriguing confirmatory finding of neotube
formation alon g these grafts suggests that further studies are
warran ted in order to fInd a practica l manner to clinic ally utili ze
these proliverative properties for uretera l replacements. Probl ems
were encountered but we feel the results are encouraging.

Pub l ica tions: None

Presentations: Paper will be presented at Ki mb rough Iirologica l Semi nar
November 13, 1978, and published in those proceedings.

STATUS: 
-

Completed. 
-
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CL I N I C A L  INVE STI GATI ON SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver, Colorado 80240

RE SEARCH PROJE CT RE SUME
30 SEP 78 -

TITLE: Hydrodynamic Studies With a New Cardiac Biva l ve Prosthesis and
Comparison with Cu rrently Used Prosthesis In a Pu l se Duplicator.

WORK UNIT NO.: 77/201

PRIN CIPAL INVESTIGA TOR: Alan E. Seyfer, MAJ , MC

ASSOCIATE INVESTIGATO R: David R. Hazlett, COL , MC

OBJECTI VES

To compare cardiac va l vular prosthesis with a new, low-profile , low—
gradient , biva l ve prosthesis.

TECHNI CAL APPROACH

inspite .f tremendous advances in heart va l ve prosthesis , there continues
to be a need for a low—profile , l ow-gradient , central—flow heart valve
substitute . It is the purpose of this i nvestigat i on to study a new
cardiac va l ve with these specifications and to test the prototype of
such a va l ve in a pulse dupl icator. The tests will be conducted accord-
ing to a strict physiologic protocol which was described in the recently
submitted project outline .

Manpower (in professiona l man years): 0.10/yr

Funding (in thousands) FY 77: 5.0
FY 78: 0.2

PROGRESS

During FY 78, a fina l design prototype was completed , and the prodi~ct
was tested with a pu l se duplicator. In addition , the new cardiac biva l ve
prothesis was tested in an experimenta l animal. Dr. Seyfer has been
transferred to Wa l ter Reed Medical Center where he is currently assigned
as a residen t in Plastic Su rgery .

PubI icat ions:

I. Seyfer, A.E., Hazlett , D.R.: A New Card i ac Biva l ve Prosthesis.
Paper submitted in competition for the Hugh Mahon Essay Contest,
June 1978.
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WORK UNIT NO.: 77/201

PresentationS None

STATUS:

Completed.
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C L I N I C A L  INVE STIGATION SERVICE
FI TZS IM ONS ARMY MEDICAL CENTER

Denve r , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Use of Nephrogenous Cyclic AMP in the Evaluation of Calc ium
Urolith iasis. -

WORK UNIT NO.: 77/202 -

PRIN CIPAL I NVESTIGATOR: John A. Vaccaro, CPT , MC

ASSOCIATE INVESTIGATORS: Howard E. Fauver, COL, MC
Dan iel W. Horns, MAJ , MC
Glenn V. Dunnlngton , LTC , MC

OBJECTIVES

The main objective of this protocol is to measure nephrogenous CAMP
l evels and , thus , differentiate rena l causes of hypercalciurias from
other causes. This can be calculated in the following manner.

CAMP filtered — CAMP plasma x CCV x time of collection

CAMP nephrogenous — CAMPUr inC 
— CAMP f i l tered 

-

TECHN ICAL APPROACH

Seru m samp les for dete rmin in g CAMP activity will be drawn with other
appropriate lab tests on each visit per outline protocol 76/205.

Manpower (in profess iona l man years): .25/yr

Funding (in thousands) FY 78: .3

PROGRESS

Because of the lack of manpower In the Department of Urology very
li ttle has been done with two new residents coming in January 1 979
this project will be resumed.

Publicattons and Presentations: None

STATUS:

Ongoing .
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CLINICAL INVESTIGATION SERVICE
F’ITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RES~IME
30 SEP 78 -

TITLE: Use of Ur i nary Prostagiandins in the Eva l uation of Recurrent
Calculus Disease - Addendum to 76/205.

WORK UNIT NO.: 77/203

PRINC I PAL INVESTIGATO R: John A. Vaccaro, CPT , MC

ASSOCIATE I NVESTIGATORS: Howard E. Fauver, COL, MC
Daniel V. Hom e, MAJ , MC
Glenn V. Dunn i ngton , LTC , MC

OBJECTIVES

Measure urinary prostaglandins as a possible cause of hyperca lciuria
in recurrent stone formers.

TECHNI CAL APPR OACH

1. Working with protocol 76/205 the urine would be screened using a
hi gh performance li quid chromatographic separation of urina ry prosta-
glandins F2, F2a, E1, E2, and A via a phase column .

2. If a pattern of prostaglandin excretion could be determined , then
a radloimmune assay could be developed for increased sensitivity of
excretion.

Manpower (in professional man years): 0

Funding (in thousands) FY 78: 0

PROGAESS

Because of the lack of manpower in the Urology Department there has
been a minimal amount of work done on this protocol , however, in
January 1979 with the arriva l of two new residents , this protocol
will be resumed. 

-

Publ Ications and Presen tation s: None

STATUS:

Ongoing.

123

-- -~~ - - ~~~~-—-
~~~-~~~~

-- - - - - - - -



CLINICAL INVEST I GATION SERVICE
FITZS I MONS ARMY MEDICAL CENTER

Denver, Colorado 80240 -

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: The Anatomica l and Phys iolog ica l Development of the Flexor
Tendon Sheaths In the Human Fetus.

WORK UNIT NO.: 77/204

PR INC IPAL INVESTIGA TOR: Wi lliam V. Eversmann, Jr ., COL , MC

ASSOCIATE INVESTIGATOR: Michael McCabe, CPT , MC

OBJECTIVES

The purpose of this study is to identify the anatom i cal development
of the flexor tendon sheath as it evol ves in the human fetus to its
ful l y developed form. This anatomica l devel opment will be correlated
w ith phys iologica l development of the flexor di gitorun profundus
muscle. -

TE CHNICAL APPROACH

Collec tion of human fetal specimens up to twenty weeks of age, gesta-
tiona l age, followin g voluntary interruption of pregnancy and study of -

the development of digits and the flexor tendon sheath by 4il~tolog1ca l -
~

techni ques and correlating this development with biochemica l techniques
of the flexor muscle mass contractabi lity in order to establish a cor-
rela tion between the development of the flexor muscles and the develop-
ment of the flexor tendon sheath continues to be the mainstay of this
project.

Manpower (in professiona l man years): 0.1/y r

Funding (in thousands) FY 78: 0 ~

PROGRESS

The collection of human specimens from volunta ry interrupt ion of preg—
nancIes was begun in the late spring 1978 and specimens have been
accumulated until approx imately 1 Sep 78. Approx i mately twenty specimens
have so far been accumulated, Because of changes In the pol icy concern-
ing vol untary interrupt ion of pregnancy at that time further specimens
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WORK UNIT NO.: 77/204

PROGRESS - continued

have not been availabl e. Continuing work wil l be undertaken on the
specimens accumulated but these specimens may In fact be Insufficien t
to draw conclus ion at this time. A change In poli cy concerning the
volun tary interrupt ion of pregnancy by The Off i ce of the Surgeon
General may be necessary in order to continue this study . Further
fol lowup will be given when appropriate information is availab le and
appropriate.

Publications and Presen tation s: None

STATUS:

Ongo i ng.

-‘ - C

-:

- _ t _ -

- .-~~~~~ ‘-

125

- . 
~~T-~~r-- - ~ - - —~~~~~------—~~ - -



CLINICAL INVEST I GATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
- 30 SEP 78

TITLE: Anastomosis of the Dog Vas Deferens Using Microsurgica l
Techni que.

WORK UNIT NO.: 78/200

PRIN CIPA L INVESTIGATOR: Glenn V. Dunn i ngton , LTC, MC

ASSOCIATE INVESTIGATORS: Robert M. Dobbs, COL , MC
Howard E. Fauver, COL , MC
Tormence M. Wilson , MAJ , MC
John A. Vaccaro, CPT , MC

OBJECT I VE S

To master the microsurg i ca l anastomosis of the vas deferens.

TECHNICAL APPROACH

Standard bliatera i vasectomy performed on mongre l male dogs. Three
weeks later a two l ayer microsurgica l anastomosis using 10-0 nylon
is completed . Three weeks later the dog is sacrif iced and bilateral
vasograms completed .

Manpower (in professional man years): 0.2/yr

Fundin g (in thousands) FY 78: - 1.3

- PROGRES S

Eleven dogs have been completed and Dr. Dunnington and Dr. Wilson have
mastered the use of the microscope. Dr. Vaccaro is in the process of
learn i ng the microsur gica l techn i que.

Pubi ica t ions and Presentations: None

STATUS:

Ongoing .
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CL I N IC AL I NVE STI GATI ON SERVICE
FITZ S I M ON S ARMY MEDI CAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Clinica l Study for intraocular Lenses.

WORK UNIT NO.: 78/201

PRINCIPA L INVE STIGATORS: Andrew J. Cotting ham , Jr., LTC, MC
- 

William V. Mears , COL , MC

ASSOCIATE INVESTIGATORS: Richard A. Manson , COL, MC
Garry A. Land, MAJ , MC
Floyd M. Cornell , CPT, MC
Kevin J. Ch i smire , CPT, MC

OBJECTIVES

1). To determine postoperative visua l acuity of patients receiving
an intraocular l ens , and to compare those results with those of a
contro l group of patients who undergo cataract surge ry but do not
receive an Intraocular lens.

2). To describe the occurrence and time course of postoperative
ocular complications and adverse reaction s both for intraocular lens
implant subjects and for contro l subjects.

3). To compare the occurrence of adverse reactions and ocular conr
pl ications In the imp lant g roup and in the control group, In order
to delinea te any si gnificant differences .

4). To describe the occurrence of postoperative l ens complications
for the Implan t group, and their relationship to ocular complications.

5). To identify subgrou ps within the imp l ant study population that
are at “hi gh rlsk ’ of particular complications as compared to the
contro l group.

TECHNICA L. APPROACH

After didactic courses, observations , labora tory practice and assistance
with an experienced implan t surgeon , a surgeon who can perform an accom-
plished cata ract extraction , is then allowed to perform lntraorular lens
surgery under proper tutorage. Postoperative examinations inc l ude:
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WORK UNIT NO.: 78/201

TE CHNICA L APPR OACH - con t inue d

pachyometry, keratometry, and specular microscopy. Contraindicat ions
to surgery include : patients with good visua l potential in only one
eye, prolife rative diabetic retInopathy , rubeosis I r i d es, high axial
myop ia, and inadequately controlled glau coma, Fuch ’s endothellal
dystrophy, and a history of previous retinal detachments or uveitis.

Manpower (in professional man years): 0.2/yr

Funding (in thousands) FY 78: 0.0
- 

PROGRE SS

Betwàen September 1 976 and February 1978, we implanted 25 Intraocular
lenses. Patients included 15 males and 10 females ranging in age from
53 to 83 years (mean age 68.6 years). Since March 1978, we have im-
plan ted an additIonal 33 intraocular lenses. Patients Include 11
females and 22 males ranging from 23 to 89 years (mean age 65.7 years).

As a result of the past two years experi ence, we have evolve d bet ter
guidelines for patient selection , better surgica l techniques and
imp roved guidance for postoperative care.

Our study lncludes tabulations of operative compl ications , postoperative
compl ications , visua l results , endothel i al cel l  los s, comnea l thIckness
changes, changes In corneal astigmatism , and residual refractive error.

Pu b l I ca ti ons: None -

Presen ta t ions:

1. Cottingham A.J.: An Anal ysis of the Initial Twenty—Five intraocular
Lens implan tation s In an Ophthalmology Residency Training Program.
7th Bienn ial , Walter Reed Ophthalmology Post Graduate Course and
Alumn i Meeting, April 1 978. - -

2. Cottingham , A.J.: An Ana l ysis of the Initial Twenty-Five Intraocular
Lens Im plan tations in an Ophthalmology Training Program. Bascom
Palme r Eye Institute Annual Resident Al umn i Meeting, June 978. 

-

STATUS:

Ongoing. -
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C L I N I CAL INVE STI GATI ON SERVI CE
F I TZ S IMO NS ARMY MEDI CAL CENTER

Denver , Colorado 80240

RESEARCH PROJ ECT RESUME
30 SEP 78

TITLE: Comparison of Metabolic and Functional Changes in Defects of
Plate l et Function .

WORK UNIT NO.: 72/302

PRINC I PAL INVE STIGATOR: Donald G. Corby, COL, MC

ASSOCIATE I NVESTIGATORS: T.P. O’Barr , Ph.D., DAC
Judy A. Barber , B. S., DAC
Ellen , Swanson , DAC

OBJECTI VES

To correlate biochemica l and functiona l parameters to gain a better
understand i ng of the pathophysiology of functional or qualitative
platelet disorders. -

TECHNI CAL APPROACH

Platelet function studies (aggregation , adhes ion , and adenine nuc l eo—
tide AN) conten t and the release of these compounds follow i ng aggre-
gation with collagen and epinephr ine will be measured in patients
with various congen i ta l and acqu i red diso rders of platelet function .
These results will be correlated with appropriate metabolic studies :
—~denyl cyclase, c—AMP , prostaglandin endoperoxides (thrombozanes
A2 and B2), membrane glycoproteins , etc . In addit ion membrane
receptors for epinephrine w i l l be quantitativel y eva l uated using
new techn i que of binding with radioactive dihyd roergocryptine.

Other metabolic studies wil l be added as indicated.

Manpower (in professiona l man years): 0.25/yr

Funding (in thousands) FY 77: 4.5
FY 78: 3.0

- 
- 
:~ PROGRESS

During the past fisca l year, work on this project has concentra ted
in further Investi gation of the quali tative abno rmality of platelets
of newbo~z~. infants. In earlier studies (Corby 6 Schulma n, J. Ped.
?9:307, J971) we showed that the platelets of newborn infants fail
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WORK UNIT 72/302

PROGRESS — continued

to agg regate normally in response to a variety of inducers of platelet
function which promote the re l ease of adenosine dFphosphate from the
plate let. Data derived from FAMC Clinica l Investigat ion Protocol
71/301 (completed In FY 75) suggested that this Impa i rment of ADP
release was due to a decreased sensitivity of newborn platelets to
externa l stimuli (collagen and ep inephrine). Since the importance
of prostaglandin endoperoxides , prostag landin G2 , (PGG2) in mediating
the release of ADP from the platel ets has recently been established ,
itappeared necessa ry to determine if the metabolic pathway l eading
to the formation of these prostag landin endoperoxides was functiona l
in newborn platelets. The results of these stud i es, reported at the
6th Internationa l Congress on Thrombosis and Hernostasis in Philadelphia ,
Pennsylvania , June of 1977, are described in the following abstracts:
Cyclooxygenase activity was eva l uated in washed platelets from paired
mother and cord blood samples by mon i toring the incorpo ra~j~on of
radioa ctivity into metabolites during incubation with (1- C)
arachidonic acid. Thin layer radiochromatog rams of methylated
incubation prod ucts were essentially identical. Three main peaks of
radioactivity, which corresponded to identified arachidonic acid
metabo li-tes , were noted (Malmsten et al . Proc. Nat l . Acad. Sci., USA ,
72:11+46—1450, 1975). Platelets from mothers and newborns incorporated
similar amounts of radioactivity into 8-(l—h ydroxy-3—oxopropy i)—9,
l2L-dihydroxy— 5— lO—heptadecadienoic acid (PHD) and l2L—hyd roxy-5,8,
lO—heptad ecatrienoic acid (HHT). Some variation in the extent of
aggregation to ‘arachidonic acid was observed in individua l PRP
samp l es from both mothers and infants. All infants studied exhibited
aggregation In response to 50 ug of arachidonic acid. Aspirinated
adult platelets , In which the convers ion of arachidonic acid to
prostaglandin endoperoxides is blocked , were mixed with an equa l
volume of newborn plat elets which had been shown to be refractory to
collagen and epinephrine. Although no cor rection was noted when
epinephrine was used as the inducing agent , marked aggregation was
observed following the addition of 0.1 mg/m l of sol uble collagen.

The norma l aggregation of newborn platelets , demonstration of the
formation of pros taglandin endoperoxide metaboli-tes , PHD and HHT,
indicate that the cyclo-oxygenase pathway is intact in newborn
platele ts. The demonstration of correction of second phase aggre-
gation found after administration of soluble collagen in the mixtures
of aspir inated adult and norma l newborn platelets further suggest
that the sufficien t quantities of endogenous arach i donic acid can
be made available by the action of phospholipase on membrane phospho-
lipase on membrane phospho lipids. The variability of this response
as noted by the failure to form adequate amounts of prostaglandin G2
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WORK UNIT 72/302

PROGRrESS - continued

after stimulation by epinephrine further suggests that the newborn
platele t abnormality mig ht reside in decreased sensitivity of its
“Membrane Receptor Sites ” to inducers of platelet functio~. We
compared specific binding of the —adrenerg ic an tagonist H-dihy—
droergocryptine (DHE), in intact washed platelets prepared from
paired samples of materna l and cord plate l et rich plasma.2 Platelets
of newborn infants (NBP) demons9ated norma l kinetics of ~H-DHE
ind i ng and norma l affinity for H-DHE. Scatchard ana l ysis of
H—DHE binding indicated the same class of bind i ng sites that

exhibited a high affinity for the radio li gand (kd = 7.5 nM).
Maternal platelets were found to bind aPProxima t~lY 2-fold more
DHE than NBP (3.70 + .28 vs. 1.74 + 0.17 fmol/lO plate l ets) at
saturation. This corresponds to 223 + 17 vs. 105 + 11 binding sites
per platelet (p 001). Repeat washing of NBP did not yield increased
DHE bind i ng suggesting the binding sites had not previously been
masked by elevated circulating l evels of E and/nor-E in venous cord

l ood. When contro l platelets were incuba ted with concentrations of
H—DHE that half saturated the -ad renerg ic receptors , diminution

of platelet function comparable to that seen in NBP was observed.
Since NBP and MP are s im i la r  size, it appears that a deficiency
of -adrenerg ic receptors may account for the diminished response
of NBP to epinephrine. Abstracts reporting this resea rch have been
submitted to the Society for Pediatric Research and the Internationa l
Congress of Hemostasis and Thrombosis.

Publications:

(1) Corby, D.G., Shigeta , F.H., Greene , H.L. , and Stife l , F.B.:
Platelet Dysfunction in Glycogen Storage Disease Type I (GSDI):
Reversal with Total Parente ra l A limentation (TPA). (Abst.) Clin.
Res. 21:304, 1973.

(2) Corby, D.G., Preston , K.A., Shi geta , F.H., O’Barr , T.P., and
Zuck, I.E.: Adverse Effect of Gel Filtration on the Adenine
Nucleotides of Human Platelets. (Abst., P. 107), III  Congress,
Internationa l Society on Thrombosis Hemostasis (Vienna , Austria),
June 1973.

(3) Corby , D.G., (Intr. by Wm. E. Hathaway): Mechan i sm of Platelet
Dysfunction in Newborn Infants. J. Red . Res., Vol. 8, No. 4,
April 1974.
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WORK UNIT 72/302

Publications — continued

(4) Corby , D.G., Preston , K.A., O ’Barr , T.P.: Adverse Effect of —

Gel Filtration on the Function of Human Platelets. Proceedings
of the Society for Experimenta l Biology and Medicine , 146:96—98,
1974.

(5) Corby, D.G., Putnam , C .W. ,  Greene , H.L.: Impa i red Plate l et
Function in Glucose 6 Phosphatase Deficiency. The J. Ped.,
85:7 1-76 , July 1974.

(6)- Corby, D.G., and Zuck, T.F.: Newborn Platelet Dysfunction: A
Storage Pool and Re l ease Defect. Thrombosis and Haemostasis ,
36:200—207, 1976.

(7) Corby, D.G., Goad , W.C., Barber , J., and O’Barr , T.P.: Eva l uation
of Cyclo-Oxygenase Pathway in Platelets of the Newborn , Thrombosis
and Haemostasis (Stuttgart), 38:35, 1977 (Abstract).

(8) Corby, D. G ., and O’Barr , T.P.: Decrease in —Adrenerg ic Binding
Sites in Newborn Platelets: Cause of Abnorma l Response to
Epineph rine? Blood , 52:161 , 1 978.

Presen tation s:

(I) Corby, D.G., Shi geta , F.H., Greene, H.L., and Stife l , F.B.:
Platelet Dysfunction in Gl ycogen Storage Disease Type I (GSDI):
Reversal wi th Tota l Pa renteral Alimentation (IRA) . Presented :
Western Society for Pediatric Resea rch , Ca rme l , California ,
February 1 973.

(2) Corby, D.G., Preston , K.A., Shigeta , F.H., O’Barr , T.P., and
Zuck, T.F.: Adverse Effect of Gel Filtration on the Adenine
Nucleotides of Human Platele ts. Presented: III  Congress ,
Internationa l Society on Thrombosis and Hemostasis , Vienna ,
Austria , June 1973.

(3) Corby , D.G.: Mechan i sm of Platelet Dysfunction in Newborn
Infants , Society for Pedia tric Research , APS-SPR , Washington ,
D.C., May 1974.

(4) Corby, D. G., Goad , W.C., Barber , J. ,  and O’Barr , T.P.: Evaluation
of Cyclo—Oxygenase Pathway in Platelets of the Newborn. Presented :
VI -th Internationa l Congress on Th rombosis and Haernostas is ,
Phila delph ia , Pennsylv ania , June 1977.

STATUS:

OngoIng.
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CLINICAL INVESTIGAT I ON SERVICE
FITZS I MONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Computer Storage and Analyses of Mycobacteriologic Laboratory
Data from Tuberculous Patients.

WORK UNIT NO.: 73/305

PRINCIPAL INVESTIGATORS: George -L. Brown , LTC , MSC , Ph.D.
- James J. Dama to, MAJ , MSC

ASSOC IATE INVESTIGATORS: Ma ry V. Rothlauf , M.S., DAC
Al Bell , DAC

OBJECT I VES

To establish and maintain an in-depth da ta base of mycobacterio logica l
data on FAMC tuberculosis service patients.

TECHNICAL APPROACH

Since 1 968 all mycobacteriolog ic results on FAMC tuberculosis patients
have been stored in a computer file. Presently 2651 patient records
encompassing 58,579 messages have been accumulated in the computer file.
Patient da ta inclu de: - smea r and culture results , drug susceptibilities
of mycobacterial isolates , in i tia l  drug thera py data , serum tests , data
on special study patients , and experimental da ta on methodology stud i es.

Manpower (in professiona l man years): 1.0/yr

Funding (in thousands) FY 77: 1.5
FY 78: 1.5

PROGRESS

Between September 1976 and September 1977, 127 patients were stud i ed;
a tota l of 3807 additional messages were i ncorporated in the existing
computer file. The Formated File Print encompassing nine (9) options
is presently operational:

133

~ 

-_ -- -—--
~-- —-- -- -



WORK UNIT 73/305

PROGRESS — continued

1. Entire file print; 2. Supp lementary patient identification ;
3. Culture report; 4. Serum inhibition/drug leve l report; 5. Patient
therapy report; 6. Organ i sm identification ; 7. Period (time span)
report; 8. Individua l patient print; 9. Sex—race retrieval.

Currently computer file analysis is being utilized to evaluate
smear results and culture date in order to evaluate the facto rs for
co r relation or non—correlation of these procedures. To date suf f ic ient
data has not been acquired to establish reliable conclusions.

Publ ications: None

Presentations:

I. Brown , G.L. , and M.V. Rothlauf: Computer File Analyses and
Utilization of Mycobacterio logy Laboratory Data. Presented :
Colorado State Un i versi ty, May , 1 978.

2. Brown , G.L., and M.V. Rothlauf : Laborato ry Management of the
Tuberculous Patient. Computer File Analyses of Six Year Data.
Society of Armed Forces Laboratory Officers , San Antonio , Texas,
September 1976.

3. Brown, G.L., and N.y. Rothlauf: Computer Utilization in the
Laboratory . Colorado State Un i vers i ty , Ft. Collins , Colorado ,
April , 1977.

STATUS:

On go i n g.
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CL I N I CAL I NVE STI GAT I ON SERVI CE
FIT Z S IM ON S ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Microb iolog i ca l Research in Tubercu l osis.

WORK UNIT NO.: 74/300

PRINCIPA L INVESTIGATORS: George L. Brown , LTC, MSC , Ph.D.
James J. Damato, MAJ , MSC

ASSOCIATE INV ESTIGATORS: Mary V . Rothlauf , M.S., DAC
James D. Hakes, DAC

OBJECTIVES

To eva l uate and/or design new method s for improv i ng diagnostic
laboratory procedures in mycobacteriology and to maintain an in-
depth data base of l aboratory results on tuberculous patients.

TECHN ICAL APPROACH

Continuing projects are des i gned to use clinica l materials from FAMC
tuberculosis service patients. Specific studies under this project:
(I) Comparison of Middlebrook 7H 1I OA Agar with Modifications thereof,
in an effort to improve isolation of mycobacteria from clinica l speci-
mens; (II) Tests for identifica tion of mycobacteria l species; (iii)
Eva l uation of drug susceptibility test medium ; (Iv) Characterization
of non-mycobacter i um tuberculosis species Isolated from experimenta l
med i um ; (V) characterization of contam i nants grojng on experimental
med i um; (VI) comparison of smears before and after decontamination
to determine possible loss of staining characteristics and viability.
Manpower (In professional man years): 0.7/yr

Funding (in thousands) FY 77: 1.8
FY 78: 1.8

PROGRESS

Eva l uation of Mitch i son ’s selective OA agar (PACT) for the isolation
of mycobacter ium species from raw clinIca l specimens has continued ,
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WORK UNIT 74/ 300

PROGRESS - continued

and the med i um has proven efficacious ; however, occasiona l unusua l
contaminants have g rown. Currently these unusua l gram negative and
gram pos i t ive contaminants are now being character ized.

The mycobacterium species other than tuberculosis (MOlT) continue d
to be Isolated but there a ppears a d i s t i nc t  change in the spec ies
currently isolated to predom i nately Gp III , Av i um Intraceliu lare
Comp l ex.

Eva luation of P—nitropheny l—B—D g lucos ide (PNPG) test is continuing
in order to determine its ability to differentiate various mycobacterium.

A careful study of smears made before and after decontam i nat ion
has been initiated in order to determine at which point during pro—
cessing slide studies should be ini ti ated to obtain maximum sensitivity.
In addition data will be collected which may be helpfu l in modif ying
decontamination procedures to further improve the sensitivity of
current spec i men processing.

A pilot study comparing PACT as a base medium and routine medium
for drug susceptibili ty studies ind icated tha t for d i rect  determ ination
the correlation of the PACT with routine med i um is excellent. Eva l uation
of these two types of media is ongoing based on specimen availability.

Publications:

Koib , J.G., Rothlauf , M.V., and G.L. Brown : Isolation of Mycobacte r ium
kansasil on Mitchison ’s Selective 7Hl l med i um. (Abstract) American
Society for Microbiology, C-69:47, 1977.

Presen tat ions:

Koib , J.G., Rothiauf , M.V., and G.L. Brown: Isolation of Mycobacterium
kansasii on Mitch ison ’s Selective 7Hll Medium . American Society for
Microb iology , New Orleans , Louisiana , May 1977.

Brown , G.L., and M.V. Rothlauf: Effects of Alpha-tocaphera l and/or
Alti tude Stress on BCG Vaccinated Mice. Nationa l Jewish Hospita l ,
Denver , Colorado , June 1 978.

STATUS;

Ongo i ng .
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C L I N I CAL INVE STIGATION SERVICE
FITZ S I MONS ARMY MEDICAL CENTE R

Denver, Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITL E: The Depletion of Liver Glycogen During Endotoxemia.

WORK UNIT NO.: 74/303

PRINCIPAL INVESTIGATO R: Thomas P. O’Barr , Ph.D., DAC

ASSOCIATE INVESTIGATOR: None

OBJECTIVES

To examine the pos s i b i l i t y  that the hypog l ycemic state present in
endotoxin-poisoned animals results from the over production of
insulin.

- TECHN I CAL APPROACH

Two hundred gram Ho)tzman rats , which were injected eighteen hours
prior to use with saline or lao ug of Salmonella Typhimurium
endotoxin , were anesthet i zed with pentobarb ital , and the pancreas
prepared for perfus ion according to the technique of Sussman
et a1 . (Metabolism 13:466-476, 1966). VarIous concentrations
of glucose were perfused through the organ and the effulent
exam i ned for immunoreactive insulin.

Manpower (in professiona l man years): 0.1/yr

Funding (In thousands) FY 77: 0
FY 78: 0

PROGRESS

No progress was made during this fisca l year.

Publications and Presen tations: None

STATUS

Termi nated.
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CLINICAL INVESTIGATION SERVICE
FITZ S I MON S ARMY MEDI CAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 S EP 7ff

TITLE: Immuno-Surve illance Mon i toring In Post Surgery Cancer Patients
as Means of Eva l uating Anti-Tumor Response.

WORK UNIT NO.: 75/303

PRINCIPAL INVESTIGATO R: George L. Brown, LTC, MSC

ASSOCIATE INVESTIGATORS: Joseph H. Baugh , COL , MC
Richard M. Hira ta, COL , MC

OBJECTIVES

To eva luate tumor cel l -mediated i mmunity and i nii’~uno-surveillance
mechan i sms in breast and colorec ta l cancer patients post-operative
at differen t stages of disease.

TECHN I CAL APPROACH

Heparinized and clotted blood samp l es (10—20 cc) are obtained at
the time of surgery ; when ava ilab le , 1— 3 gm of tissue from the
excised tumor is also obtained. Additional heparinized and c lot ted
blood samples are obta i ned at monthly intervals. Sol uble tumor components
are extracted from tumor by standard technique and are used as stimulants
on l ymphocytes. Serum samples are eva l uated for ininunog lobu li n content
(i.e., IqG , igM , tgA , alpha 1 giyco—protein), serum protein electrophoretic
profi lc - and carcinoembryon ic anti gen. Cellular immuno mechanism is also
eva l uated monthly after surgery by l ymphocyte blast transformation tech-
nique using mi-togenic stimulation with phytohe mogglutinin , conconavalin A
and pokeweed mitogen. Periphera l l ymphocytes are quantitated as to
percent thymic derived l ymphocyte population with SRBC “rosette” test.

Manpower (In professiona l man years): 1.0/yr

Funding (in thousands) FY 77: 2.0
FY 78: 0.7

PROG RES S

A tota l of 33 patients wh i ch included 16 breast and 21 colon cance r
types were eva l uated during a two year study for periods of two to
eleven mon ths each . Each patient placed on study on date of surge ry with
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WORK UNIT NO.: 75/303

PROGRESS - continued

fol low—up monthly Intervals. Approx i mately 5O~ of these patients post
surgery were subjected to cancer chemotherapy . Serum protein profiles
for IgG , 1gM , IgA , C2 and and electrophoretic scans were recorded
within normal l imi ts ’ Serum alpha 1 acid glycoprotein in ca. 7O~ patients
were elevated on fIrst sample tested with normaliza tion wit nin two months
post surgery; in two instances of metastasis , this protein ,ema i ried elevated
dur ng course of disease. Marked suppress ion of lymphocyte blast trans-
formation to PHA was noted within two weeks post surgery with normalization
within two months. Stimulation indices were similar in non—chemotherapeutic
treated and non-treated groups.

Publications and Presen tations: None

STATUS:

Completed.
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CLINICAL INVEST I GATION SERVICE
FITZ S I MONS ARMY MEDICAL C ENTE R

Denver , Colorado 80240

RE SEARCH PROJECT RESUME
30 SEP 78

TITLE: Mechanisms of Vi tamin D Induced Calcium Transport.

WORK UNIT NO.: 76/300

PR I NCIPAL INVESTIGATO R: Art Charles , LTC, MC

ASSOC IATE INVESTIGATOR: None

OBJECTIVES

Futher cha racterization of vitamin D Induced transcriptiona l event
as it relates to calcium transport processes on polar cells.

TECHNICAL APPROACH

The isolation of mRNA involvIng proteins thought to be related
in calcium transport by gel and chromatographic methods.

Manpower (in professiona l man years): .0/yr

Funding (in thousands) FY 77: .5
FY 78: .0

PROGRESS

Because of manpower shortages this protocol has been unable to be
continued .

Publications:

I. Charles , M.A.: Regulation of CaBP Specific m—RNA by l ,25—D 3.
The Endocrine Society 1978.

Presen tations:

I. Charles , M.A.: Regulation of CaBP Specific m—RNA by l ,25—D3.
Presented : 1 978 Nationa l Endocrine Meetings.

STATUS:

Ongo ing.
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C L I N I C A L  I NVE STI GATI ON SE RVI CE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Co ado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Pancreatic Islet Transplan tation in Diabetic An i mals.

WORK UNIT NO.: 76/301

PR I NCIPA L INVESTIGATOR: Art Charles , LTC , MC

ASSOCIATE INVESTIGATORS: Ed Dodson, MAJ , MC
Brahma Sharma , M.D., (Childrens Hospital)
Larry True, M.D., (University of Colorado Medical

Center)

OBJECTIVES

InformatIon derived from islet transplantation experiments indica tes
that diabetes me lli -tus can be effectively treated in animals. For
this treatment approach to become practica l in humans It appears
obligatory to achieve effective anima l allograft islet transplants.
This goal has not been realized and thus the current protocol directly
attempts to perform allogeneic i~ iet transplantation in diabet ic
animals.

TECHN I CAL APPROACH

Rat colon i es isolated at FAMC in three differen t stra i ns: Lewis ,
Wista r Furth , and Fischer strains have been established at FAMC. The
Lewis and Fischer strains share major rat histocompatibil ity antigens
whereas Wlsta r Furth strains of rat does not share the major his-to—
compatibIlity anti gens with Lewis or Fischer. Pancreatic islets are
isolated and purified from donor strain animals and under various
conditions are transplanted to Lewis recipient animals. The assessment
of transplantation success Is made by measurement of daily urine
volumes and 24—hour urine glucose excretion in addition to serum
glucose values. Immunolog i ca l studies of the transplantation are
performed by immunization of rabbits by rat islet ant i gen from crude
Islet homogenates. Lymphocyte transformation studies were performed
to assess cel l mediated transplantation rejection phenomenon by
isolating l ymphocytes from transplant and control animals and i ncubating
these l ymphocytes with donor islet tissues as well as phytohemagglutinin
as a control. Lymphocytes are also In the progress of be i ng enriched
for specific subpopulatlon s Inc l uding T—cells and B-cells. Macrophages
have been also isolated by the pr i nc i pa l Investi gator. Isolated rat
islet B—cel l preparations will be performed us i ng a Danase techn i que. 

-

141

I
-_ ____________________________



WORK UNIT NO.: 76/301

TECHN ICAL APPROACH — continued

Upon the complet i on of the above technology , l ymphocyte cytotoxicity
studies will be performed in animals after transplantation . The
experimen t is also in prog ress which invo l ves isolation of Lewis
l ymphocytes and Wista r Furth l ymphocytes for mixed l ymphocyte culture .
Purified T— cells will be used as responder cells and after optimum
incubation of mixed l ymphocyte cultures , l ymphoblast wi ll be isolated
by albumin gradient techniques. Lymphoblasts of the T—cel l series
wi ll be used as a immunogen into potential islet recipients (Lewis ).
Rat Livers transplanted with i sografts (Lewis) and allografts (Wi star
Furth) islets are being studied by immunoh istochem i cal techn i ques
to define humora l i mmu nity factors Invo l ved in the reject ion phenomena.

Manpower (in professional man years): 1.5/y r

Funding (in thousands) FY 77: 6.0
- EY 78: 8.0

PROGRESS

Biochemica l data from i sografted Lewis rats indicate that the trans-
plan tation is effect i ve within 10 days and las t for approximately
two years In diabetic Lewis recipients. Al lograft transplants of
Wistar Furth islets transplanted to Lewis animals shows trans-
pl an tation rejection by 5 days in all cases. Histolog ic examination
of islets transplanted into recipient livers ind i cate that marked
ce l lu lar  inf i l t ra tes-are  present by day 5 consistent with , but not
proving that cell mediated immunity is involved in the rejection
process. Immunological studies of transplan t recipient l ymphocytes
from allografted animals and cont rols indicates that l ymphocytes
from allograft recipie nts transform the presence of islet antigen
in vitro in norma l animals -but not in diabetic animals. Further
studies Indicate that diabetes impairs lymphocyte transformation
in vitro. Studies of other inbre d strains revea l that Fischer to
Fische r lsog rafts are accepted only in 2 of 6 Instances. Three of
3 Wistar Furth to Wistar Furth i sografts revealed partial cure of
diabetes. Thus the strains used In these experiments ind i cate that
Lewis an imals are high ly inbre d , Wistar Fu rth animals are less highly
inbred and the Fische r strain is the most outbred of the three strains
used in these experiments. Studies are in progress at present to
determine of specific families of Fischer an imals can be Isolated to
yield Inbred animals , thus enabling one to look at non—major histo—
compatibility barriers In transplantation rejection since Fischer
ari d Lewis rats have the same major histocompat ibility locus , B1.
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WORK UNIT NO.: 76/301

PROGRESS - continued

Techni ques are currently being established to isolate 1— and B—cells
from Lewis animals as well as other strains for use in anti idiotypic
antibody immun i zation procedures as described by Wi gzell. Curren t
studies are aimed at optimzation of mixed l ymphocyte culture techniques
using rat l ymphocytes from Wistar Furth and Lewis animals with the former
acting as stimulato r cells and the latter acting as responder cells.
Responder T-l ymphoblast will be purified by grad i ent sed imentation
and used for Immun i zat ion of Lewis recipients.

islet culturing procedures have been developed enabling In vitro
culture of islets for greater than 5 days and preliminary results indicate
that high oxygen tension up to 5 day s p artially successfu l islet trans-
plantation can be ach ieved . Conditions of these cultures inc l ude hi gh
oxygen tens ion wh ich has been demonstrated to be effective in allograft
transplantation in the mouse thyroid allot ranspiant system.

Publica tions:

Charles , M.A.: Islet A llograft Transplantation in Diabetic Rats.
Diabetes 26: 1978.

Presen tations:

Charles , M.A.: Islet Al l ograft Transplantation in Diabetic Rats .
Presented : Amer i can Diabetes Association Nationa l Meet i ng 1978.

STATUS:

Ongo i ng. -
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CLIN I CAL INVE STI GAT ION SERV ICE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PRO JECT RESUME
30 SEP 78

TITLE: Rosette Formation by 1-Lymphocyte: I. Assay Method Using
Primate Erythrocyte II. Assay Method Using Sheep Erythrocyte
Treated with Neuram inidase.

WORK UNIT NO.: 76/302

PRINC I PAL INVESTIGATOR: George L. Brown , LTC , MSC , Ph.D.

ASSOCIATE INVEST IGATO RS: Donald 0. Pa i ne, DAC, B.S.

OBJECTIVES

An eva l uation of the rosette assay using primate erythrocytes and
neurominidase trea ted sheep erythrocytes for human 1— l ymphocyte
detection .

TECHNICAL APPROACH

Lymphocytes are isolated by Hypaque Ficoll sed i mentation technique ;
1— l ymphocyte population are eva l uated with standard SRBC rosette test.
Sheep erythrocytes are treated with neuraminidase and are tested for
rosette formation in parallel with nontreated SRBC. Erythrocytes from
Macaque nemestrina are studied for abil ity to form rosettes with human
1-lymphocytes.

Manpower (in professional man years): 0.5/yr

Funding (in thousands) FY 77: 0.6
FY 78. 0.6

PROGRESS

Results of this study , based on test sensitivity, reproducibility,
shelf life of erythrocyte storage and percentage of rosette formation ,
showed tha t the neuram inidase treated SRBC as the optima l system for
the rosette test. Nonreproducible results , low counts, and decreased
shelf life of erythrocytes were recorded with primate and nonneura-
minidase—treated SRBC . Currently, neurominidase trea ted sheep erythro—
cytes have been adapted as standa rd erythrocytes for the rosette test.

Publications and Presen tations: None

STATUS:

Completed. 144
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CLINICAL INVESTIGATION SERVICE
FITZ S I M ON S ARMY MEDI CAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Effect of Physica l Stress on the Cellular and Humora l Immune
Mechanisms in Mice.

WORK UNIT NO.: 76/303 
-

PRINCIPA L INVESTIGATO R: George L. Brown, LTC, MSC , Ph.D.

ASSOCIATE INVESTIGATO R: Joseph Lima , DAC , B.S.-

OBJECTIVES

A study to evaluate the effects of maximum physical stress on mice
during antigenic stimulation on immunog l obulin synthesis , l ymphocyte
transformation and secretion of antibody from splenic l ymph node cells.

TECHN I CAL APPROACH

The amount of phys i ca l stress to reach the fatigue stage is recorded ;
animals were swam to exhaustion . Mice were initially adapted to swiming-
shock by be i ng allowed to swim (5 minutes for one week prior to final
study). Fatigued and non—fatigued mice groups are immunized intraveniousl y
with sheep erythrocyte (SRBC) and deve l op i ng anti-SRBC globulin is studied by
direc t and passive hemagglut ination tests. Antibody producing l ymphoid
cells were estimated from splenic l ymphoid—cel l material (Jerne Plaque Test).
At intervals post immun i zations , l ymphocyte blast transformation to phy—

• tohemagglutinin mitogen is studied.

Manpower (in professiona l man years): 0.5/yr

Funding (in thousands) FY 77: 0.8
FY 78: 0.4

PROGRESS

Four test groups of mice were eva l uated: (1) contro l group, non—immun i zed ;
(2) stressed group, non-immun i zed; (3) non—stressed group , immun i zed; (4)
stressed group, immunized . Serum pools and spleni c l ymphoid cells were
studied for anti—SRBC titers and anti—SRBC l ymphocyte produc i ng cells ,
respectively. Splenic and body wei ghts and l ymphocyte blast transformation
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WORK UNIT NO.: 76/303

PROGRESS — continued

were evalua ted. Results recorded showed no significant differences in
body and spleen weig hts and anti—SRBC titers in the fati gued vs. non—
fatigued groups. Similarly , no differences in lymphocyte blast trans—
formation was recorded in all groups studied (P 0.52). Of interest , plaque
antibody cells (splenic l ymphoid element) was increased in the immun i zed
groups (stressed and non—stressed) on the 4th day post stimulation .

Publications and Presentations: None

STATUS:

Completed .
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CLINICAL INVESTIGATiON SERVICE
FITZS I MONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Calcium Metabolism in Diabetes Mel litus.

WORK UNIT NO.: 76/304

PRINC IPAL INV ESTIGATOR: Art  Charles , LTC , MC

ASSOCIATE INVESTIGATORS: Ga ry Treece, MAJ , MC
Fred Hofeldt , LTC, MC
PHil O’Barr , Ph.D., DAC

OBJECT I VES

To determ ine if diabetes mellitu s in humans is associated with
rena l unresponsiveness to parathyroid ho rmone. If this hypothesis
is true, it could explain the bone demineralizati on asssociated
with diabetes me ll itus.

TECHN I CAL APPROACH

Patients with diabetes but not on therapy will be assessed prior to
being placed on therapy . If the assessment demonstra tes no emergent
need for diabetic contro l , the patient will be included into the study
at which time the patient will be infused with thyroid hormone, and
the patient ’s blood and urine will be analyzed for cyclic AMP , 125
Vitamind 0

3 
and in addition to other variables such as phosphate and

calcium to prove or disprove whether diabetic kidneys are resistant to
parathyroid hormone.

Manpower ( in professiona l man years) :  0.1/yr

Funding (in thousands) FY 77: .0
FY 78: 0.1

PROGRESS

Four patients have been stud i ed since the institut ion of this protocol;
however, samples have not been assessed for cyclic AMP or Vitamin D

3l evels because of manpower limi tat ions.

PubI ications and Presen tations: None

STATUS:

Ongoing.
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CL I N I CAL INVESTI GA TI ON SERVICE
FITZSIMON$ ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Standard i zation of Hypog l ycemic Criteria using a Phys iologica l
Stimulus.

WORK UNIT NO.: 76/305

PRINCIPAL INVESTIGATOR: Art Charles , LTC, MC

ASSOCIATE INVESTIGATORS: Fred Hofeldt , LTC, MC
Ed Dodson, MAJ , MC
Anna Lee Shackelford , M.T., DAC

OBJECTIVES

To establish criteria defining norma l postprandial blood glucose and
g l ucoregulatory hormone concentrations following a test meal which
provides more phys iologic stimulus than pure glucos e and to compare
these data with the traditiona l oral gl ucose tolerance test. Also
to observe whether patients thought to have idiopath ic reactive hypo-
glycemia do in fact have low postprandia l bl ood glucose on altered
levels of glucoregulatory hormones associated with clinica l findings
following the test meal.

TECHN I CAL APPROACH

Patients and normals will be given a test meal consisting of Fi gurines
containing about a third of the daily caloric and protein carbohydrate
and fat intake following which time mult ip le tests will be performed
looking at g lucose homeostasis.

Manpower (in profess iona l man years):  0.20/yr

Funding ( in thousands) FY 77: .05
FY 78: 0.20

PROGRESS

Ei ghteen patients presenting to the FAMC Endocrine C linic with a
— tentative diagnosis of reactive hypoglycemia have been eva luated

using glucose tolerance testing and fi gurine tolerance testing.
It Is clea r and there are no exceptions that patients having
symptoms of post prandia l reactive hypoglycemia episodes that have
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WORK UNIT NO.: 76/305

PROGRESS — continued

been documen ted by glucose tolerance tests are not hypogl ycemic during
their simil ar symptoms after the test meal. Insulin , cortiso l and
gl ucagon l evels will be compared with age, sex, and wei ght matched
controls that are currentl y being performed. Approximately nine
controls have been so stud i ed. During the study of 18 patients it
has become apparent tha t 4 of the 18 patients have elevated l evels of
i ninunoreactive glucagon that have been evaluated by gel filtration
techniques. The eleva ted immunoreactive glucagon is not authentic
3500 ‘rw glucagon but rather a large mw spec i es exceeding 200,000 ‘me’
that has not been described in the literature and after conversations
with various leaders in the field of glucagon phys io l ogy including
Dr. Roger Unger it is apparent that the substance that we are measuring
is un ique.

Publications:

1. Charles , M.A.: The Absence of Hypoglycemia After a Test Mea l in
Patients w i t h  Idiopa thic Reactive Hypog lycemia. Diabetes 26 , 1978.

2. True, L., Charles , A., Lewis , H., Katz, F., Wa l deck, N., and P. Nakane:
A Pseudoglucagonoma Syndrome . To be published Clinical Research 1979.

3. Charles , M.A., Wa l deck , Nancy, and T.P. O’Barr: Excessive Hi gh Molecular
Weight Immunoreactive Glucagon Levels in Patients with the Post Prandial
Syndrome . To be published Clinica l Research 1979.

Presen tation s:

1. Charles , M.A.: The Absence of Hypogl ycemia After a Test Mea l in
Patients with Idiopathic Reactive Hypogl ycemia. Presented:
Pmerican Diabetes As socation National Meet i ng 1978.

2. True, L., Charles , A., Lewis , IL , Katz, F., Waldeck , N., and P. Nakane:
A Pseudog l ucagonoma Synd rome. To be Presented: Western Society
Meetings , American Federation for Clinical Research , February 1979.

3. Charles , M.A., Waldeck , Nancy, and T.P. O’Barr: Excessive Hi gh
Molecular Weight Immunoreactive Glucagon Levels in Patients with
the Post Prandial Syndrome. To be Presented: Western Society
Meetings , Western Society for Clinica l Research , February 1979.

STATUS:
• - ..

On go i ng.
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CLINICAL INVEST I GATION SERVICE
F IT Z S I MONS ARM Y MEDI CAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Group A Beta Hemolytic Streptococcus in the Asymptomatic Child
I Seasona l Incidence of the Carr ier State II Bacterial interference
of the Carrier State by Normal Throat Flora.

WOR K UNIT NO.: 76/306

PRINC I PAL INVESTIGATORS: George L. Brown , LTC , MSC , PhD
Donald G. Corby, COL , MC
Harry S. Spaulding , COL , MC
Warren A. Todd , LTC , MC

ASSOCIATE INVESTIGATOR: None

OBJECTIV ES

In depth evaluation of seasonal incidence of group A beta hemolytic strep-
tococcus and bacte rial interference of the carrier state by norma l throa t
bacterial flora .

TECHNICAL APPROACH

Nasa l and pharyax Impression smears will be obta i ned by means of
standard cotton—swa b techn ique from hea lthy children (6-15 age) during
annua l physica l examination . All individuals found positive for group
A beta hemolytic streptococcus for (GABHS), positive test group, will
be re—cultured for additiona l C—8 intervals. Isolated GABHS are further
stud i ed for type specific serotype and sub—grouping . GABHS positive
subjects are re-evaluated for inhibitory activity of own norma l throat
flora against own isolated GABHS strain.

Manpower (in professiona l man years) 1.2/yr

Funding (in thousands) FY 78: 1.3

PROGRESS

A tota l of 1046 hea l thy children (4-16 age) were stud i ed for presence
of GABHS and presence of “interfe rence” organ i sms of these, 141 (13.8%)
were found positive for GABHS; non—group A BHS was iso I ated from 210
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WORK UNIT NO.: 76/306

PROGRESS - continued

(20.1%) children . The non -group A BHS isoiates showed 13 (7%) group
B, 16 (8.6%); group C, 59 (31.6%); group F, 63 (33.7*); group G and
36 (19.3%) non-typables. Of the posi tive GABHs , 40% were from subjects
with no previous infections ; 21* within 12 mon ths , 27* within 24 months
and 13% within 36 months. A hi gher incidence of “interference” was
seen in children with non—group A isolates as compared to the positive
GABHS group.

Publ ica t ions:

Brown, G.L., Calcagno , J.V., Cromwell , R., Tull , A.H. and W.A. Todd :
Incidence of Group A beta—hemolytic Streptococcus in Hea lthy Children.
(Abstract) American Soc. Microb iology, Cl5:38, 1 977 .

Presen tations:

1. Todd, W.A., Brown , G .L . ,  Tull , A.H., and R.K. Cromwell: Lack of
Effect of Antibiotics on the Group A beta-hemolytic Streptococcal
Carrier Sta te. Presented . Western Society for Pediatric Research ,
Carmel , CA., 1978.

2. Todd, W.A., Brown , G.L., Tull , A.H. , and R.K. Cromwell: The Lack of
Effect of Antibiotics on the Group beta-hemolytic Streptococcal Carrier
State. (TPA) Pediatric Tn -Service Meeting, San Diego, CA., 1978.

STATU S:

Completed .

• . •
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CL I N I C A L  INVE STIGAT I ON SERV I CE
F I TZ S I M ONS ARMY MEDI CAL CENTER

Denver, Colorado 80240

RE SEAR CH PR OJ ECT RE SUME
30 SEP 78

TITLE: Immunologic Disorders In Children and Adul ts : I. Correlation
of I mmune Functions in the immunodeficiency Sta te I I. Correlation
of Immune Functions of Leukemia and other Childhood Mali gnancies.

WORK UNI T NO.: 77/300

PRINCIPA L INVESTIGATORS: George L. Brown , LTC, MSC, Ph.D.
Donald G. Corby, COL, MC
James E. Shira , COL , MC

OBJECT I VES

Existing special i zed immuno—chem ica l procedures will be consolidated
into a registered protocol for use, on a consultative basis , by the
hospita l staff.

TE CH NI CAL APPR OACH

A c l in ica l laboratory immunology consultation service has been estab-
lished . Main emphasis in performance and eval uation of specialized
imuno—chemica l tests , wi ll be accumulation of scientific data , and
laboratory facilities for training house—staff personnel . The major
areas of studies include humoral and cellular immunity and leukocyte
function eva l uation . Patients are sel ected on the basis of seventy of
recurrent infections , clinica l immunodeficiency sta te, lack of response
to med ica l management and availability for labora tory eva l uations.

Manpower (in professiona l man years): 1.3/yr

Funding (in thousands) FY 77: 5.0
FY 78: 4.0

PROGR ESS -

A tota l of 11 2 patients were eva l uated on consultative basis for
i mmunologic disorders and/or hemog lobinopathies . During this period
ten physician house—staff personnel were also trained in l aboratory
clinica l immunology procedures (humoral and cellular). Patients stud i ed:
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WORK UNIT NO.: 77/300

PROGRESS — continued

94 in the area of applied immunology (cellular and humoral) and 21
for special studies of abnorma l hemog l obul Ins. Subjects with indicated
major findings were as fol lows: I. Hemoglobinopat hies , Hb species
described : 1 HbC trait , 3 HbS disease , II HbS traIt , 1 HbS beta thala.,
I beta thai., and 1 Hb SC. II. A pplied immunology (a) serum protein
profile evaluations: 31 cryog lobulinemias (7 IgG , 1 1g M , 14 IgG—IgM ,
7 IgG— I gM— ig A, 2 C ), 79 serum protein gammapathies (63 monoclona l
dysprote lnemia typ~ s , 16 polyc l onal dysproteinem ia types) (b) cellular
immune profile studies: 91 l ymphocyte blast transformation evaluations
( PHA , Con A, Pokeweed Mitogen) to include T- lymphocyte enumeration.
Of these, 22 and 28 were found suppressed post PHA and PWM mitogen
stimulation respect i vely; 15 patients for 1—rosette (tota l 91 patients)
had less than 47% SRBC rosette counts. (c) leukocyte function studies——
8 neutrophil chemotaxis evaluation s (Boydens Chauler Technique), 14
chemi l uminescence determination s and 12 for nitroblue tetrazolium
tests. One patient found to have suppressed chemotaxis and NBT tests.

Publ ications: None

Presen tations:

Brown, G.L. and J. Lima : Assessment of Cell Mediated Immunity in
Children and Adults: Pediatric Department Semina r , FAM C, Denver, CO.,
October 1 978.

STATUS:

Ongo ing.

_ . .. . • . •  •.  — .
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CLINICAL INVEST I GATION SERVICE
F I TZ S IM ONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Thyroglobu lin Levels in Patients with Thyroid Carcinoma.

WORK UNIT NO: 77/301

PRINCIPAL INVE STIGATO R: Art Charles , LTC , MC

ASSOCIATE INVESTIGA TORS: Ed Dodson , MAJ , MC
Fred Hofeidt , LTC , MC
Ph il Burstein , M.D. (Lki i versity of Colorado

Medica l Center) —

- 
OBJECTIVES

To determine if thyrog lobulin serum l evels reflect the occurrence of
thyroid carcinoma metastases.

TECHN ICAL APPROACH

A radiolmunoassay has been des i gned to measure circulating
thyrog lobulin l evels in humans by isolating the thyrog l obul in
protein from human thyroid glands by column chromatographic
techni ques . Following the isolat ion of pure human thyrog lobulin
the protein was injected into rabbits on 3 pre—determined immun i zation
schedule and rabbit serum was harvested for analysis of antihuma n
thyrog iobulin antibodies. Radioactive Iod i ne 125 thyrog lobu lin
is prepared by the chloram lne I method. Following the deve lopment
of the radioimmunoassay for serum thyrogiobulin determination normals
and patients were studied to determine various l evels under different
clinical situations. All patients stud i ed with thyroid carc i noma
had concom i tant tota l body thyroid scanning procedures. Patients
are studied in various stages of therapy following the diagnosis of
thyroid carc i noma.

Manpower (in professional man years): 0.2/yr

Funding (in thousands) FY 77: 3.5
FY 78: 0.20

PROGRESS

The above Immunoas say has been deve l oped and has been shown to be
sensitive to less than l .25ng/ml of cIrculat i ng thyroglobufln. Forty—
nine norma l vol un teers have been eva l uated with the norma l range being
0—l5ng/ml . Concomitant with all specimens run is a thyrog lobu lin
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WORK UNIT NO.: 77/301

PROGRESS - continued

antibody techni que and all patients with thyrog lobulin binding
greater than 10* are excluded from this study . Approximately
70 patien ts have been studied for serum thyrog lobulin levels
concom i tantly with tota l body scanning procedures. By comparing
the serum thryoglobulin l evel with tota l body thyroid scanning
techniques it is apparen t that the blood test is very efficient
in predicting the result of the tota l body scan (chi square --ana l ysis
highly significan t less than 0.001).

Publications: None

Presen tations: None

S TA TUS:

Ongoing.

- I -b- ~~ ‘
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CLINICAL INVEST IGATION SERVICE
FITZ S I M ONS AR MY MEDI CAL CENTE R

Denver, Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Regulation of 1 ,25—Dihydrox ycholecalc lfe rol (l ,25—D
3)

~n Humans.

WORK UNIT NO.: 77/302

PRI NCIPA L Il~VESTI GATO R: M. Arthur Charles , LTC , MC

ASSOCIA TE Ir~VEST IGAT O RS: Ed Dodson , MAJ , MC
Dave Zolock, CPT, MSC , PhD

OBJEC TIV ES

To determine If in vlvo regulation of plasma l~ 25~D3 
is mediated by

calcium or parathyroid hormone (PTH).

TECHN ICAL APPROACH

Measurement of serum I ,25—D by techniques i nvolving plasma extraction
gel f i l t ra t ion, hig h pressu~e chromatography, and radio ligand assay
involving vitamin 0 binding protein isolated from rachitic chick gut.

Manpower (in professiona l man years): .2/yr

Funding (in thousands) FY 78: 4.0

PROGRESS

The l ,25D serum assay has been developed in this labora tory by the
prin cipa l lnvestigator and althoug h this assay has requ i red approximately
1.5 years to develop current manpower quality shortages have made this
protoco l Impossible to perform . The techn i ques utilizing this protocol
have been performed by the principa l Investigator and by one of the med i cal
residents rotating through the Clinica l Investigation Service , however ,
technical support , because of the nature of this difficult assay has been
inadequate .

Publ ications and Presentations: None
— 

STATUS:

Ongo ing.
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C L I N I C A L  I NVE STI GATI ON SER I V CE
FI TZ S IM ONS ARMY MEDICAL CENTER

Denver, Colorado 80240

RE SEARCH PR OJE CT RESUME
30 SEP 78

TITLE: Osteosarcoma.

WORK UNIT NO.: 77/304

PR I NCIPA L I NVESTI GATOR: Donald ~t. Corby, COL, MC - 

-

__________________________ -

AS SOC IATE INV EST IGATOR~ William J. ~vartjes, M.D., Children ’s Hospita l
R. Eugene Lienert , M.D., Presbyterian Medical Center
David Tubergen, M.D., Children ’s Hosp i tal
Ba rbara Rose, Children ’s Hospita l

OBJECTIVES

A. To increase surv i va l and cure of patients with osteosarcoma.

B. To preserve optimal function in the affected limb .

C. To determ l ne incidence , extent and duration of objective
regressions of both l ocalized and metastatic osteosarcoma
to combined modality therapy.

D. To compare inc i dence, extent and duration of object i ve response
of l ocalized tumors treated with I mmediate amputation, versus
those treated with high-dose radiation with/without delayed
amputation .

E. To correlate degree of response to treatment with total time
of tumor-free survival.

F. To correlate degree of response with med i an surviva l In patients
presenting with metastases.

G. To compare tumor-free surv i va l and median surv i va l on this protocol
retrospectively with those described for other treatment protocols.

TECHN I CAL APPROACH

The Un i versity of Colorado Medica l Center , Denver Childrens Hospita l
and FAMC are coo~e,~ating in the study of this protocol as a group under
the auspIces of the Denver Reg iona l Cancer Center. Patients with
osteosarcoma , med i um selection criteria , as outilned In the protocol
will be treated with combined modality therapy.
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WORK UNIT NO.: 77/304 -

Manpower (in profess iona l man years): 0.05/yr

Funding (in thousands) FY 78: 0

PROGR ES S

To date no FAMC patients with osteosarcoma have been enrolled in this
program. The new Chief of Pediatric Hematology/Oncology, MAJ Mos ijczuk ,
will assume the role of princ i pa l investi gator of this protocol effective
1 January 1979.

Publ i cations and Presentation s: None.

STATUS:

Ongo ing .
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CL I N I C A L  INVE STI GAT I ON SERVICE
F I TZ S IM ONS ARMY MEDI CAL CENTER

Denver, Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Neuroblastoma (Stage III , IV) After infancy .

WORK UNIT NO.: 77/305

PRINCIPA L INVESTIGATOR: Donald G. Corby, COL , MC

ASSOCIATE INVESTIGATORS: Lorrie Furman Odom, M.D., Children ’s Hospita l
Taru Hays, M.D., Children ’s Hospita l
R. Eugene Lienert, M.D., Presbyterian Med i cal Center
David Tubergen , M.D., Children ’s Hospita l
Barba ra Rose, Children ’s Hospita l

- OBJECTIVES

A. To aggressively treat the child presenting after the age of one
year with disseminated neuroblastorna with combination radiation
therapy, multi ple drug chemotherapy , and immunotherapy.

B. To prospectively eva luate the efficacy of partial tumor resect ion
in patients with known disseminat ed disease.

TECHN I CAL APPROACH

The (k~iversity of Colorado Medkal Center, Denver Chiidrens Hospital and
FAMC are cooperating in the study of this protocol as a group under the
auspices of the Denver Regional Cancer Center. Patients with Neuro—
blastoma , medium selection criterIa , as outlined In the protocol will
be treated with combined modality therapy.

Manpower (in professiona l man years): 0.05/yr
— 

Funding (In thousands) FY 78: 0

PROGRESS

To date no FANC patients with neuroblastoma have been enrolled in this
program. The new Chief of Pediatric Hematology/Oncol ogy, MAJ Mosljczuk,
will assume the role of pr i ncipa l Investigato r of this protocol ef-
fective 1 January 1979.
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Pubi Ica t Ions and Presen tation s: None

STATUS: - 
- 
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Ongoing . 
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CLINI CAL INVE STI GATI ON SERVICE
FITZSIMONS ARMY MEDICAL CENTER —

Denver, Colorado 80240 
-

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Rhabdomyosarcoma Protocol .

WORK UNIT NO.: 77/306 
-

PRINCIPAL INVESTI GATOR: Donald G. Corby , COL , MC

ASSOCIATE INVESTIGA TORS: David Tubergen , M.D., Children ’s Hospital
William J. Zwartjes, M.D., Children ’s Hospital
Richa rd Heideman , M.D., Children ’s Hospital

- OBJE CTIVE S

I. To maintain good surviva l rates with best available therapy in
Stage I disease by the use of chemotherapy following complete resect ion
of the tumor.

2. To maintain good surviva l rates with best available therapy in Stage
II and III disease by use of VAC the rapy (vincristine , dactinomyc in ,
cytoxan) following appropriate treatment to the loca l tumor. This may
incl ude either surgery before or after chemotherapy or the combination
of surgery , chemotherapy and radiation .

3. To decrease morbidity of treatment In Stage II and III  disease by
avoiding mu til ating surge ry through the use of chemotherapy prior to the
surgery to reduce bulk disease and make the surg ica l resection less
destruc t ive .

4. To determine the response rate of late stage rhabdorrryosarcoma to a
combination of chemotherapy Inc lud inq cytoxan , vincri stine , dactinomyc in ,
adriamyc in and DTIC.

~i. To determine host toxIcity and tolerable levels of this five drug
treatment in late stage disease.

TECHN ICAL APPROACH

The Univers i ty of Colorado Medical Center, Denver Chlldrens Hospital and
FAMC are cooperating in the study of this protocol as a group under the
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WOR K UNIT NO.: 77/306

TECHN I CAL APPROACH - continued

auspices of the Denver Regional Cancer Center. Patients with Rhabdo-
myosarcoma, med i um selection criteria , as outlined in the protocol will
be treated with combined modality therapy .

Manpower (in professiona l man years): 0.05/yr

Funding (in thousands) FY 78: 0

PROGRESS

To date no FAMC patients with Rhabdomyosarcoma have been enrolled in
this prog ram. The new Chief of Pediatric Hematology/Onco l ogy, MAJ
Mosijczuk, will assume the role of prin cipa l investi gator of this
protocol effective 1 January 1979. -

Publications and Presen tations: None

STATUS:

Ongoing .
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CLI N I CAL INVE STI GATION SERV I CE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEAR CH PROJECT RESUME
30 SEP 78

TITLE: Protocol for the Treatment of Ewing ’s Sarcoma.

WORK UNIT NO.: 77/307

PRINCIPAL INVESTIGATOR: Donald G. Corby, CDL, MC

ASSOCIATE I NVESTIGATORS: William Zwartjes, M.D., Childre n ’s Hospita l
R. Eugene Lienert , M.D., Presby terian Med i cal Center
David Tubergen , M.D., Children ’s Hospita l
Barba ra Rose, Children ’ s Hosp ita l

OBJECTIVES

A. To produce prolonged survivals and op i tmally, cures in Ewing ’s
Sarcoma.

B. To determ i ne incidence , extent and duration of objective regressions
of both localized and metastatic Ewing ’s Sarcoma to hig h—dose radiation
and combined chemotherapy utilizing vincr istine , cytoxan , adriamycin and
dactinomyc in in metastatic disease.

C. To correlate response wIth tumor-free surviva l .

0. To correlate response with median surv i va l in patients presenting
w ith metastases .

E. To compare tumor—free surviva l and median surviva l on this regimen
retrospectively with those described for other treatment methods.

TECHN I CAL APPROACH

The University of Colorado Medica l Center , Denver Childrens Hospi ta l
and FAMC are cooperating in the study of this protocol as a group under
the auspices of the Denver Regional Cancer Center. Patients with
Ewing ’s Sarcoma, medium selection criteria , as outlined In the protocol
were trea ted with combined modali ty therapy.

Manpower (in professional man years): 0.05/yr

Funding (In thousands) FY 78: 0
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WORK UNIT NO.: 77/307 -

PROGRESS H

The new Chief Pediatric Hematology/Oncol ogy, MAJ Mos ijczuk, will assume
the role of prInc i pa l investiga tor of this protocol effective 1 January
1979. To date one patient has been entered in the study.

September 1978 — C.M. — Il y/o female , ischium - transferred to priva te
physician .

Publications and Presentations: None

STATUS: -

Ongoing.
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CLINI CAL INVE STIGAT I ON SERVICE
FITZSI MONS ARMY MEDI CAL CENTER

Denver , Colorado 8021+0

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Non—Hodgklns Lymphoma .

WORK UNIT NO.: 77/308

PRINCIPAL INVESTIGATO R: Donald G. Corby, CDL , MC

ASSOCIATE INVESTIGA TORS: Taru Hays , M.D., Children ’s Hospita l
R. Eugene Lienert , M.D., Presbyterian Medica l Center
David Tubergen, M.D., Children ’s Hospita l
Barba ra Rose, Children ’s Hospita l
Richard Heidema n, M.D., Children ’s Hospita l

OBJECT I VES

The purpose of this study is to improve the chances of ach ieving a
complete remission , as wel l as to hopefully prolong the duration of
complete remiss ion in children with non-Hodgkin ’s l ymphoma.

TECHN I CAL APPR OACH

The Un i versity of Colorado Medical Center , Denver Childrens Hospita l
and FAMC are cooperating in the study of this protocol as a group under
the auspices of the Denver Regional Cancer Center. Patients with
Non-Hodgkins Lymphoma , med i um selection criteria , as outlined in the
protocol will be treated with combined modality therapy .

Manpower (in professiona l man years): 0.05/yr

Funding ( in thousands) FY 78: 0

PROGRESS

To date no FAMC patients with non—Hodgklns l ymphoma have been enrolled
in this program. The new Chief of Pediatric Hematology/Oncology , MAJ
Mosijczuk, will assume the role of princip a l investigator of this pro—
tocol effective 1 Janua ry 1979.

Publications and Presentation s: None

STATUS:

Ongoing.
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CLINICAL INVESTIGAT ION SERVICE
FITZS IMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 S EP 78

TITLE: AL # 4 Acute Lymphocytic Leukemia .

WORK UNIT NO.: 77/309

PRINCIPA L INVESTIGATO R: Donald G. Corby, COL , MC

ASSOCIATE I NVESTIGATORS: Lorrie Furman Odom, M.D., Children ’s Hospita l
R. Eugene Lienert , M.D., Presbyterian Medica l Center
David Tubergen , M.D., Children ’s Hospita l
Barba ra Rose , Children ’s Hosp i ta l

OB JECTIVES

A. To increase the number of long—term survivors of acute l ymphogenous
1 eu kern I a.

B. To eva l uate the clinica l efficacy of immunolog ica l potentiation by
BCG between 6-day courses of combination chemotherapy g i ven every 3
week s , w ith regard to remiss ion duration and frequency of infections.

C. To assess the effect of BCG on in vitro parameters of imunolog ica l
function , such as numbers of T and B l ymphocytes , l ymphocyte cytotoxicity
to autologous l yrnphoblasts, antibodies to BCG and tumor anti gen, and
monocyte—macrophage function .

0. To determ i ne if prolonged administration of BCG leads to anti genic
competition by following sequential in vitro l ymphocyte blastogenesis
to dipther la and tetanus antigens.

E. To develop prognostic cri teria based on histology with special stains
(PAS, Sudan , Peroxidase , Alpha naphtha l acetate esterase, Chloracetate
es-terase), electron microscopy , and T and B cel l determination .

- TE CHN ICAL APPROACH

The Un i versity of Colorado Medica l Center , Denver Child rens Hospital
and FAMC are cooperating in the study of this protocol as a group under
the auspices of the Denver Regional Cancer Center. Patients with
AL #4 - Acute Lymphocytic Leukemia , med i um selection criteria , as out-
lined in the protocol were treated with combined modality therapy.

_____________________ ..~~------- --— .—~~ --r-,-trr- - — —-- — --—-—-—----- -
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WORK UNIT NO.: 77/309

TECHNICA L APPROACH — continued

Manpower (in professional man years): 0.05/yr

Funding (in thousands) FY 78: 0

PROGRESS

To date two patients have been entered in the study. The new Ch ief
Pediatric Hematology/Oncology, MAJ Mosijczuk, will assume the role
of princip al investi gator of this protocol effective 1 January 1979.

December 1978 - D.J. - 14 y/o male - initial remiss ion .
December 1978 - J .C .  — 2 y/o male - initial remission .

Publications and Presentations: None - -

STATUS:

Ongoing.
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CLINICAL INVEST IGATION SERVICE
FITZSIM ONS ARMY MEDI CAL CENTER

Denver, Colorado 80240 -

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Acute Non-Lymphogenou s Leukemia.

WORK UNIT NO.: 77/310

PRINCIPAL INVESTIGATO R: Donald G. Corby, CDL , MC

ASSOCIATE INVESTIGATORS: Lorrie Furman Odom, M.D., Children ’s Hospita l
Taru Hays , M.D. , Chi ldren ’ s Hospita l
R. Eugene Lienert , M.D., Presbyterian Medica l Center
David Tubergen , M.D., Children ’s Hospita l
Barbar a Rose , Chi ld ren ’s Hosp ita l

OBJECT IVES

A. To increase the duration of complete remission in children wIth ANLL .

B. To determ i ne whether administration of 2400 rads cranial irradiation
and intratheca l Ara—C as soon as remission is achieved decreases the
inc i dence of CNS leukemia when compared to historica l controls.

C. To determine the clinica l efficacy of adding BCG appl i ed by Heaf gun
to aggres s ive intermittent combination chemotherapy in the t rea tment of
children w i th  ANLL .

0. To follow in vitro parameters of immunolog i ca l function , such as
numbers of T and B l ymphocytes , l ymphocyte cytotoxicity to autologous
blasts , antibod i es to BCG and tumor antigen , and monocyte-macrophage
function , and to determ I ne if they correlate with remi ssion or relapse.

E. To determine if prolonged adminis tration of BCG leads to anti genic
compe t ition by fol lowing sequential in v i t ro  lymphocyte blastogenesis
to dipther ia and tetanus antigens.

F. To determine if cytochem i ca l and ultrastructura l features of the
blast cells correlate with prognosis.

TECHN I CAL APPROACH

The University of Colorado Medica l Center , Denver Chil drens Hospi-ta l
and FAMC are cooperating in the study of this protocol as a group under
the auspices of the Denver Reg ional Cancer Center. Patients with Acute
Plon—Lymphogenous Leukemia , med i um select ion criteria , as outlined in the
protocol wi ll be treated with combined modality therapy .

1’8
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WORK UNIT NO.: 77/310

Manpower (In professiona l man years): 0.05/yr

Funding (in thousands) FY 78: 0

PROGRESS

To date no FAMC patients with Acute non-lym phogenous leukemia have been
enrolled in this prog ram. The new Chief of Pediatric Hematology/Oncology,
MAJ tlosijczuk, will assume the role of pr i nc i pal Investigator of tnls
protocol effective 1 January 1979.

Publications and Presentation s: None

STATUS:

Ongoing .
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CLINI CAL INVE STIG ATI ON SERVICE
FITZS IMONS ARMY MEDICAL CENTE R

Denver , Co~~rado 80240

RESEARCH PROJECT RESUME
- 30 SEP 78

TITLE: W ilm s ’ Tumor (Nephroblastoma).

WORK UNIT NO.: 77/311 -

PRINC I PAL I NVESTIGA TOR: Donald G. Cor’by, COL , MC -

ASSOCIATE INVESTIGATORS: Taru Hays , M.D., Children ’s Hospita l
David Tubergen1 M.D., Children ’s Hospita l
Barbara Rose, Children ’s Hospita l

OBJECT I VCS

A. To produce prolonged disease free survivals and cures of W ilm s ’
tumor.

B. To eva l uate adriamycin in the treatment of Stages 3B and 4 of
this disease.

C. To compare disease free surv i val and median surviva l on this
protocol retrospectively and concurrently with treatment reg imens
used in other institutions.

0. To mon i tor the toxicity and observe the incidence of long range
side effects of our Irrad iatio n and chemotherapeutic treatments.

TE CHN I CAL APPR OACH

The Univers i ty  of Colorado Medica l Center , Denver Childrens Hospital
and FAMC are cooperating In the study of this protocol as a group unde r
the auspices of the Denver Regiona l Cancer Center. Patients with
W ilms ’ Tumor, med i um selection criteria , as outlined in the protocol
will be treated with combined modality therapy .

Manpower (in profess iona l man years): 0.05/yr

Funding (in thousands) FY 78: 0

PROGR ESS

To date no FAMC patients with Wilms ’ Tumor have been enrolled in this
program. The new Ch ief of Pediatric Hemato l ogy/Oncology, MAJ Mosijczuk
will assume the role of principa l investigator of this protocol effective
1 January 1979.

1’?O
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WORK UNIT NO.: 77/311

Publications and Presentations: None

STATUS:

Ongo i ng .
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C L INIC AL INVEST IGATIO N SER V ICE - 
-

FITZS I MONS ARMY MEDICAL CENTER
Denver , Colorado 80240 

- -

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: CNS Tumor Protocol for Study of Combined Surgery , Chemotherapy
and Radiotherapy .

WORK UNIT NO.: 77/312

PRINCIPAL INVESTIG ATO R: Donald G. Corby, COL , MC

ASSOCIATE INVESTIGA TORS: Richa rd L. Heidema n , M.D., Children ’s Hospita l
David Tubergen , M.D ., Children ’s Hospital
Barba ra Rose, Children ’s Hospital

OBJECTIVES

To determine the effects of combination surgery , chemotherapy and
radiation in previously untrea ted or relapsing patients wi th centra l
nervous system tumors . Data will be compared to historica l controls
obtained with surgery and radiation alone.

TECHN I CAL APPROACH

The University of Colorado Medica l Center , Denve r Chi ldrens Hospital
and FAMC are cooperating in the study of this protocol as a group under
the auspices of the Denver Regional Cancer Center. Patients with CNS
Tumor , medium selection criteria , as outlined in the protocol were
trea ted with combined modality therapy .

Manpower (in professional man yea rs): 0.05/yr

Funding (in thousands) FY 78: 0

PROGRESS

The new Chief Pediatric Hema tology/Oncology , MAJ Mosijczuk , will assume
the role of principa l investi gator of this protocol effective 1 January
1979. To date one patient has been enrolled in the study.

November 1978 - R.R. - 3 y/o male - Glioblastoma Multiforme — relapse
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WORK UNIT NO.: 77/312

- 
Publications and Presentations: None

STATUS:

- Ongoing . p
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CLINICAL INVEST I GATION SERVICE
FITZS IMONS ARMY MEDICAL CENTER

Denver , Colo rado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Beta—Sympathetic Mediated Metabolic Events Followin çj a
Carbohydra te Loading.

WORK UNIT NO.: 78/300

PRINCIPAL INVESTIGATO R: M. A rthur Charles , LTC , MC

ASSOCIATE INVESTIGATORS: Cl i fford W. Zw i l li ch , M.D. , (Un i versity of
Colorad o Medica l Center)

Fr ed Hofe ldt, LTC , MC
Kenneth Burman , MAJ , MC (Walter Reed Army

Med ical Center)

OBJECTIVES

Previous studies by the present investi gators have de-ionstra ted that
a number of metabolic and respirat ory changes occur :~ response to theinges tion of a ca rboh yd rate meal. The objective of the pre sent study
is to eva l uate beta sympathetic mediated metabolic and respiratory
res ponses to the in ges t ion of a ca rboh ydra te mea l before and after
propranolol bloc kade.

TECHNICAL APPROACH

Normal subjects were g iven 250 gm ora l glucose load before and after
beta sympathetic blockade which was assessed by isupre l infusion
induced changes in hea rt rate. After dense beta blockade mulitp l e
measurements were performed including thyroxine , tr i i odo thyronine ,
and reverse triiodothyronine as well as glucagon and free fatty acids.

Man power (in professiona l man years): 0.05/yr

Funding (in thousands) FY 78: 0.5

PROGRESS

Th is protocol has been completed and includes six norma l subjects
stud ied before and after dense beta blockade .
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WORK UNIT NO.: 78/300

Publications:

ZwiHlch , C., Martin , B., Rose, E., Charles , A., Hofeldt , F., and
Burman, K: The Effects of Dense Beta Sympathetic Blockade on Metabolic
Rate and Thyroid Function in Norma l Man. Submitted to Journal of
C1i nIca~ Endocr1no~ogy & tietaboflsm for publIcation November 1978.

Presen tat ions:

tbne

STATUS:

Completed.
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CLINICAL INVESTIGAT ION SERVICE
FITZSI MONS ARMY MEDICAL CENTER

Denver , Colorado 802’.o

~ESEARCH PROJECT RESUME
• r 

30 SEP 78

TITLE: Evaluation of “Pereyra—Harer” Procedure In Treating Urina ry Stress
Incontinence.

WORK UNIT NO.: 67/351

PRINC I!AI. !NV E5Tl
~~1OR; Keith F. Deubler , CDL, MC

ASSBC lATE ~~VESTlGA70R: None

OBJECTIVE S

To eva lua te the Pereyra method of urethro-ves lca l suspension as a means
of treatment for patients with true urinary stress IncontInence.

TECHN I CAL APPROACH

This project Is an attempt to def i ne the long-term effect of one type of
surg i ca l repair for urinary stress incontinence In the female. Patients
with urina ry stress incontinence rece ive a complete urolog ica l work—up .
The Bonney-Marchetti-Read “Stress test” is used to select surgica l cand-
idate5 . The chain cystogram is utili zed as described by Green to define
cases as Type I or Kennedy urethro-ves lcal pilcatlons as the primary surgica l
procedure used for control of Krantz procedure or a Pereyra-Harer procedure,
depend ing on whether an abdominal or vagina l approach is indicated by the
pat ien t ’s other symptoms and findings. The long—term follow—up is done
through the modality of patient questionna ire on a six—mon th basis. This
w i l l  ult imate ly give sufficient data to def ine the relative merits of
different surgica l approaches in our treatment of th is clini cal prob l em.

Manpower (in professiona l man years): 0.3/yr

Fund ing (in thousands): FY 77 0
FY 78 0
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WORK UNIT 67/351 
~

- — 
‘
~~~PROGRESS 

.‘
~~

The project is continuing. as outlLn .d with accumulation of patients
and follow—up Information . There are ~urrèht-Ty over 200 patIents
in this study with approximately 9&of them bei ng followed after a
“Pereyra” procedure.

Publications: None

Presen tations: .

(1) Buffone , D. : £va1uatIon of~the ”Perèyra-Ha~er” Procedure in
Treating Urinary Stress Incontinence. Presented: The Armed
Forces Distr ict  Meet ing of the American Co llege of OB-GYN,
Las Vegas, Nevada, October 1970.

(2) Woods , W .M. : Eva luation of the “Pereyra-Harer ” Procedure In the
Treatment of Urina ry Stress Incontinence. Accepted for Presentation .
Armed Forces Distri ct Meeting of the American College of OB—G’~N,Wash ington, D.C., November 1 975.

STATUS:

Ongoing. 
-
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CLINICAL I NVESTI GATION SERVICE
FITZSI M ONS ARM Y MEDICA L CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Gyneco loglc. Follow—up after Tubal Surgery fOr Sterilizat ion.

WORK UNIT NO.:. 73/353 
-

PRINC I PAL INVESTIGATO R: Keith F. Deubler , COL, MC

ASSOC IATE INVESTIGATOR: Durel l A. Hi ller , CPT, MC

OBJECTI VES . A ;~~ 
-

1. To determ ine the inc idence of GYN problems following tuba l surgery
for sterilization In a five-year postoperative follow-up.

2. To determine the failure rate of various types of tuba l surgery for
ster i l izat ion.

3. To determine compl ications (ope rative ) of various types of tubal
surgery for sterilization.

4. To determine morbidity (postoperative) from various types of tubal
surgery for sterilization .

5. To determine patient ’s estima tes of the va l ue of the procedure.

TECHNICAL APPR OACH

The long—term results of sterilization by tuba l surge ry as opposed to
other means of sterilization will be evaluated by registering all these
patients In the tumor registry and following their progress for severa l
years by a questionna i re on a biannua l basls.

Manpower (in professional man years): 0.1/yr

Funding (in thousands) FY 77: 0
FY 78: 0
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WORK UNIT 73/353 ~1U~~~~- - lu
‘ ci .

- -

PROGRESS

Data collection only, at preseni. Matei lal ~~lT~cted has not been
reviewed as yet. The three—year collection of cases is to be
followed for five years and is to be maintained on tháse patients
by questionnaire. The progress is ini tially the same as last year ’s.

Publicatio ns: None
I 

- 

~~~~~~~~~~~Presen tations: -

- 
. 1

(1) H iJi er , D.A., Elliott , J.P.: Tubal L i gation Syndrome Myth or
Reality. Presented: Armed Forces DiyIslon of ACOG , New Orleans ,
LouisIana , October 1977.

STATUS: ~~ . -

Ongo i ng .
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_ _

CLINICAL INVE STIGATION SERVICE
FITZS I MONS ARMY MEDICAL CENtER - 

~ 
-

Denver , Colorado 802hQ~~
RESEARCH PROJECT RESUME

~1T ~~r?~~ ~~~~~~~~~ fl - 30 SEP 75 ~~ 
- .~~ r -

TI tLE: A Canparison of Serum Estriol’ Levels ai~d Human Plicenta
Lactogen (HPL) Levels in the Management of Hypertens ive
and Vascular Disease in Pregnancy.

WORK UNIT NO.: 75/352

PRIN CIPAL INVESTIGATO R: Keith F. Deubier , COL, MC

ASSOCIATE INVESTIGATOR: Thomas P. O’Barr , Ph.D., DAC

OBJECTIVE S 
-

The object of this study is to determ i ne if HPL l evel obtained after the
30th week of gestation will be as effective In manag ing the outcome for mother
and fetus as serum estriols which are currently being utilized at Fitzs imons
Army Med i ca l Center.

TECHN I CAL APPROACH

During the 12 months from initiation of this study, all patients seen
in the clinic or hospi talized with the diagnosis-of hypertension in
pregnancy , preeclampsia , glomerulonephritis , systemic l upus erythe-
matosus , or other vascular diseases will be studied . Each patient
will be studied from onset of clinica l findings or 30 weeks ’ gestation
un til delivery.

Manpower (in professional man years): 0.25/yr

Fund ing (in thousands) FY 77: 2.5
FY 78: - 2.5

PROGRESS

Preliminary evaluation of approximately 50 patients has been done.
Results indica te the study should be continued to accumulate more
data. The prog ress is initially the same as last year ’s.

Publications: None
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Presen tations:

~~c r~]~ ~(1) Edward J. Lazarus,’MAJ, MC,~ ts ~resent1ng the prel iminary results
at the Annua l Armed Forces Seminar and 16th Annua l Dis tric t
Mee~ing, Agi~er icam CoIls~e of Obstetric,~ and Gynecology, October 1977.
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CL1NiCA L INVESTIGATION SERVICE
FITISIMONS- ARMY MED ICAL CENTER

Denver , Colorado 80240’

RESEARCH PROJECT RESUME--
30’ SEP 78

TITLE Evaluation of ibuprofen (Motrin) In Dysmenorrhea

WORK UNIT NO.: 76/350 - - -

PR I NCIPA L INVE STIGATOR: Wi l liam L. Black, l~AJ , MC - . , - -

ASSOCIATE INVESTiGATOR: None 
- -

OBJECTIVES 
- -

To compare the rel ief of dysuinorrhea pain by Ibuprofen .

T~CHN I CAL APPROACH ~

Pat ients have been taken into the study and evaluated on either aspirin ,
placebo , or motrin for three consecutive cycles on each drug . The
patients are filling our report - cards with each cycle as to the amount
of relief they have ~b~ta i ned pnd the amount of medication taken. These
are returned after each set of three cycles and new drugs are obta i ned
through the, pharmacy.

Manpower (in professional man years): 0.1/yr

Funding (in thousands) FY 77: 0
FY 78: 0

PROGRE SS

Since the onset of the study, there have been 15 women enrolled in
the study out of the requ i red 48 women. We have been able to have
completion of the firs t cycle on medication for three women. Resu l ts
are being held for tabulation at the end. The doctors in OB-GYN
Cl inic wl !l refer any patients with continuous dysmenorrhea to the
Principa l investi gator in an attempt to get them on the protocol for
the evaluation Of this.med l cation . The progress is in it ially the same as
last year ’s. -

Publications and Presentations: None - 
-
.

STATUS:

Ongoi ng.
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CLIN iCAl. 1NVEST U~A~!ON SERViCE
FiTZS1M0~&S ’ ARMY HEDIC4 c~~~ER

-, Denver, Colorado 80240 -

RESCEMCH ,PRO4EcT RESUME
- ‘ 3O’~SEP , 7-8

TI TLE: Evaiuatlon of the Role of Unrecognized Intrauterine Jnfect lon
in Pi~emature 1.abor and Premature Rupture of Membranes.

WORK UNIT NO.: 77/350

PRIN CIPAL INVESTIGATORS: J~R. Bobitt , LTC, MC
• G.L. Brown, LTC, PhD, M~C 

-

-

ASSOCIATE INVESTIGATO R: None

OBJECT! yES

To determine the presence, number and frequency of bacteria and
mycoplasmatales in the acnniotk fluid of patients presenting with
premature labo r and/or premature rupture of memb ranes.

- 
TECHNICAL APPROACH - 

‘ - 

-

This - study is a coord i nated investigatTon bétween Department of
Obstetrics and Gynecology and Clinica l lnvest~gation Serv i ce,
Fitzs imons Army Medica l Center. All administrative and pro-
fessional care, including specimen collection and distribution
to the Clinica l InvestigatIon Service , wil l be the responsib ility
of OB—GYN. The management and methodology for microb iological
eva l uation of specimens will be the resp onsibility of CIS ,
Microb iology Section . -

Manpower (in professional man --years): 0.0

Funding (in thousands) FY 78: 0.0

- ‘ - PROGRESS

All pre l imina ry work to Initiate the current study has been comp l eted.
Pb patients have been studied at this time. T~~ add i tiona l investi-
gators are participating in the study , MAJ Damato of the Clinica l
Invest i gation Service and CPT Byars of the Department of OB—GYN.

Publications and Presen tations: None

STATUS:

Ongoing.
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5 - -

WORK UNIT NO.: 77/310
-

Manpower (in professiona l man years): 0.05/yr

Funding (in thousands) FY 78: 0

PROGRESS

To date no FAMC patients with Acute non—lymphogenous leukemia have been
enrolled in this program. The new Ch ief of Pediatric Hematology/Oncology,
MAJ Mosljczuk, will assume the rote of pr i nc i pal invest i gator of tnis
protocol effective 1 January 1979. - -

Publ ica t ions and Presentat ions: None -

STATUS:

Ongoi ng .
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CLINI CAL I NVE ST IGATI ON SERVICE V - 
-- - :  -.

FITZ S IMONS ARMY MEDI CAL CENTER
Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78 - - 

-

TITLE: W ilms ’ Tumor (Nephrobiastoma).

WORK UNIT NO.: 77/311 .- - ~i~
- - 5, - -

- !  -
~~~ j ’j ’

PRINC I PAL I NVESTIGATOR: Donald G. Corby , COL, MC , - ~~~~~ ~
- - -

‘ C ’  -

ASSOCIATE INVESTIGA TORS: Taru Hay.., M.D., Children ’s Hospita l
David Tubergen , M.D., Childre n ’s -Hospita l
Barba ra Rose, Children ’s Hospita l

OBJECTIVES

A. To produce pro l onged disease free survivals and cures of Wi lms ’
tumor.

B. To eva l uate adriamycin in the trea tment of Stages 3B and Ze of
this disease.

C. To compare disease free surv i val and median surviva l on this
protocol retrospectively and concurrently with treatment regimens
used in other institutions.

D. To mon i tor the toxicity and observe the incidence of long range
s ide effects of our irradiation and chernotherapeut ic treatments.

TE CHN I CAL APPROACH

The University of Colorado Med i ca l Cen ter , Denver Childrens Hospita l
and FAIIC are cooperaI~Ing In the study of this protocol as a group under
the auspices of the Denver Reg iona l Cancer Center. Patients with
W iIms ’ Tumor, med i um selection criteria , as outlined in the protocol
will be treated with combined mo dality therapy .

Manpower (in profess iona l man years): 0.05/yr

Funding (in thousands) FY 78: 0

PROGRESS

To date no FAMC patients with Wilm s ’ Tumor have been enrolled in this
program. The new Ch ief of Pediatric Hematology/0ncology~ MAJ Mosijczukwill assume the role of princip al investigator of this protocol effective
I January 1979.
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WORK UNIT NO.: 77/311

Publications and Presentations: None

STATUS:

Ongoing .
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CLINI CAL INVEST I GATION SERVIC E - 

•

FITZ S IMONS ARMY MEDICAL CENTER
Denver , Colorado 80240 

-

RESEARCH PROJECT RESUME
30 SEP 18

TITLE: CNS Tumor Protocol for Study of Combined Surgery , Chemotherapy
and Radiotherapy .

WORK UNIT NO.: 77/312

PRINCIPAL INVESTIGATO R: Donald G. Corby, COL , MC

ASSOCIATE INVESTIGA TORS: Richa rd L. Heidernan , M.D., Children ’s Hospita l
David Tubergen , M.D., Children ’s Hospita l
Barba ra Rose, Children ’s Hospita l

OBJECTIVES

To determine the effects of combination surgery , chemotherapy and
radiation in previously untreated or relap sing patients with centra l
nervous system tumors. Data will be compa red to historica l con t rols
obtained with surgery and radiation alone.

TECHN I CAL APPROACH

The University of Colorado Med i ca l Center , Denver Childrens Hospita l
and FANC are cooperating in the study of this protocol as a group under
the auspices of the Denver Regional Cancer Center. Patients with CNS
Tumor, medium selection criteria , as outlined in the protocol were
treated with combined modali ty therapy .

Manpower (in professional man years): 0.05/yr

Funding (in thousands) FY 78: 0

PROGRESS

The new Chief Pediatric Hema tology/Oncology , MAJ Mosijczuk , will assume
the rol e of princip a l investigator of this protocol effective 1 January
1979. To date one patien t has been enrolled in the study.

November 1978 - R.R . - 3 yb male - Gliobiastoma Multiforme - relapse
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WORK UNIT NO.: 77/312

Publications and Presentations: None

STATUS:

Ongoing .

~~~~- ~~~~~~ .

—

— 

-

- . ______  ________



CLINICAL INVE ST I GATION SERVI C E - 
-
, - .~~~~~~

- . .

FITZ S IM ON S ARMY MEDICAL CENTER
Denver , Colorado 80240 - -

~ -

RE SEARCH PROJECT RESUME
30 SEP 78

TITLE: Beta—Sympathetic Mediated Metabolic Events Following a . - ,

Carbohydra te Loading.

WORK UNIT NO.: 78/300

PRINCIPAL INVESTIGATO R: H. Arthur Charles , LTC , MC

ASSOCIATE INVESTIGATORS: Clifford W. Zwil lich , M.D., (Un i versity of
Colorado Medica l Center)

Fred Hofel dt , LTC, MC
Kenneth Burman , MAJ , MC (Waiter Reed A rmy

Medica l Center)

OBJECTIVES

Previous studies by the present i nvesti gators have demonstrated that
a number of metabolic and resp iratory changes occur in response to the
inges t ion of a carbohyd rate meal. The objective of the present study
is to evaluate beta sympathetic mediated metabo lic and respi ratory
responses to the ingestion of a carbohydra te mea l before and after
propranolol blockade .

TECHNICAL APPROACH

Normal subjects were given 250 gm ora l glucose load before and after
beta sympathetic blockade which was assessed by isupre l infusion
induced changes in heart rate. After dense beta blockade mu litp le
measurements were performed inclu ding thyroxine , triiodothyronine ,
and reverse trllodothyron ine as well as glucagon and free fatty acids.

Manpower (in professiona l man years): 0.05/yr

Funding (in thousands) FY 78: 0.5

PROGRESS

This protocol has been completed and include s six norma l subjects
studied before and after dense beta blockade .

174 

- -~~-.. ~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~
•- -

~~~~~~~~~~~~



~ —5- — 5-— -5,--- .-- -5-- 5- .5- -—- 5— ~~~~~~~~~~~~~~~ ~~~~~ 
-~~~

- —- —‘-——5

- - --— ---~~~~~~~~~ 5 _ _ ____-5- -

WORK UNIT NO.: 78/300

PubliCations:

Zw i lil ch , C., Martin , B., Rose, E., Charles , A., Hofeldt, F., and
Burman, K: The Effects of Dense Beta Sympathetic Blockade on Metaboli c
Rate and Thyroid Function in Norma l Man. Submitted to Journal of
Clinica l Endocrinology & Metabolism for publication November 1978.

Presen tations:

None

STATUS:

Completed.
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CLINICAL INVESTIGATION SERVICE
FITZS I MONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME -- 
- . 

- 30 SEP 78

TITLE: Eval uation of ~‘Pereyra—Harer ” Procedure In Treating Urina ry Stress
incontinence .

WORK UNIT NO.: 67/351 
-

PRINC I PAL INVESTIGATOR: I’alth F. Deubler , COL , MC

ASSOCIAT€ INVESTIGATOR: None -

OBJE CTIVE S

lb evaluate t~iie ~ereyra method of urethro-vesica l suspens ion as a means
of treatment for patients with true urina ry stress Incontinence.

TECHNICAL APPROACH

This project is an attempt to def I ne the l ong-term effect of one type of
surg i ca l repair for urinary stress incontinence in the female. Patients
with urinary stress incontinence receive a complete urolog i ca I work—up.
The Bonney—Marchetti—Read “Stress test” is used to sel ect surg i ca l cand-
idates . The chain cystogram is utilized as described by Green to define
cases as Type I or Kennedy urethro-ves ical plications as the primary surg ica l
procedure used for control of Krantz procedure or a Pereyra—Harer procedure,
depending on whether an abdomina l or vag ina l approach Is Indica ted by the
patien t’s other symptoms and fInd i ngs. The long—term follow—up is done
through the modality of patient questionna i re on a six—month basis. This
will ultimately give sufficient data to def i ne the relative merits of
different surgica l approaches in our treatment of this clinica l prob l em.

Manpower (in professiona l man years): 0.3/yr

Funding (in thousands): FY 77 0
FY 78 0
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WORK UNIT 67/351 
- 

- -
~ 

— -

- 

PROGRESS -

The project is con ti nu i ng as ou tlined wi th accum ula tion of patients
and follow—up information . There are currently over 200 patients
in this study with approximately 90 of them being followed after a
“Pereyra” procedure.

- L~~ - -

Publications: None -

Presen tations: -

(I) Buffone, 0.: Eva l uatlon of the “Peréyra—Harer” Procedure In
Treating Urinary Stress incontinence. 

- 
Presen ted: The Armed

Forces District Meeting of the American Co’lege of OB—GYN,
Las Vegas, Nevada, October 1 970. 

- -

(2) Woods, W.H.: Eva l uat ion of the “Pereyra-Harer” Procedure in the
Treatment of Urinary St,~ess incontInence. Accepted for Presentation.
Armed Forces District Meeting of the- AmerIcan Col-l egé of OB—GYN ,
WashIngton , D.C., November 1 975.

STATUS:
- - _ j-

~ ~~~

Ongoing. ~ 
-
- 

- -

- ‘~~ 1

177 - - 

- —— - - -~~~~~~~~~~~~~~~~~~~~~~~~~~ ---~~~~~~~~~~-~~~~-- - -



---- —---- —5- ---—- -- - 5 ---- --———------ . _—

CLINICAL INVESTIGATION SERVICE -

FITZS I MONS ARM Y MEDICA L CENTER
Denver, Colorado 80240

RESEARCH PROJECT RESUME
- -~~ 30 SEP 78 -

‘j ‘,~ - ~- 
- -

TITLE: Gynecologic Follow-up- after -4ruba l- Sut~gery for Sterilization .- -

WORK UNIT NO.: 73/353 
-

PRINC I PAL INVE STIGATOR: Keith F. Deubler , COL , MC

ASSOCIATE INVESTIGA TOR: Durell A. Hi ller , CPT, MC

- - -~ - OBJECTIVES

I. To determ i ne the incidence of GYN problems following tuba l surgery
for sterilization in a five—yea r postoperative follow—up.

2. To determ i ne the failure rate of various types of tuba l surgery for —

sterilizatIon .

3. To determine complication s (operative ) of various types of tuba l
surgery for sterilization .

4. To determine morbidity (postoperative) from various types of tubal
surgery for sterilization .

5. To determine patient ’s estimates of the va l ue of the procedure.

TECHNICAL APPR OACH

The long—term results of sterilization by tuba l surgery as opposed to
other means of sterIlization will be evaluated by registering all these
patients in the tumor reg istry and following their progress for severa l
years by a questionna i re on a biannua l basis.

Man power (in professional man years): 0.1/yr

Fundi ng (in thousands) FY 77: 0
FY 78: 0
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WORK UNIT 73/353 
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- - f c ~T ~~~~~ ~PROGRESS —

4 ) -
~~~Data collection only, at present. Mate~TeT~~öTlected has not beenreviewed as yet. The three—year collection of cases is to be

followed for, five years and Is to be -ma4nta kiecl on thei-e patients - -

by questionnaIre. The’prog ress is in itiall y the same as last year ’s.
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Publications: None 
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Presentations: -
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(1) Hi ll er , D.A., Elliott , J.P : Tuba l Li gation iidr~ne Myth~~~Reality. Presented: Armed Forces- Division of ACOG, New Orl eans ,
LouIsiana , October 1977. -
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CLINICAL INVESTI GATI ON SERVICE
FITZS I MONS ARMY MEDICA L CENTER ~~

-

Denver, Colorado 80240 
- -- -

RESEARCH PROJECT RESUME
- -

~~ -r~~ - 
— 

- 30 SEP - 78 
- - / -

~~~ -

TITLE: A Ca*parl-son of Serum Estriol Levels and Human Placenta
Lactogen (HPL) Levels in the Management of Hypertensive
and Vascular Disease In Pregnancy.

WORK UNIT NO.: 75/352

PRINCIPAL INVE STIGATOR: Keith F. Deubler , COL, MC

ASSOCIATE I NVESTI GATOR: Thomas P. O’Barr, Ph.D., DAC

OBJECT I VE S

The object of this study Is to determine if HPL l evel obtained after the
30th week of gestation wil l be as effective In manag i ng the outcome for mother
and fetus as serum estriols which are currently being utilized at Fi-tzs imons
Army Med i ca l Center.

- 
TECHN ICAL APPROACH

During the 12 months from initiation of this study, all patients seen
in the clinic or hospitalized with the diagnosis of hypertension in
pregnancy , preec lamps ia , gloinerulonephritis , systemic l upus erythe—
matosus , or other vascular diseases will be stud i ed. Each patient
will be studied from onset of clinica l findings or 30 weeks’ gestation
until delivery.

Manpower (In professional man years): 0.25/yr

Funding (in thousands) FY 77: 2.5
FY 78: 2.5

PROGRESS

Prel iminary evaluation of approx imately 50 patients has been done.
Results indicate the study should be continued to accumulate more
data. The progress is initially the same as last year ’s.

Publ icatlons: None
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Presen ta t ions:
~ ‘ — , ~~ 

-

~
) Edward J. Lazarus; MAJ, MC, Is presenting the prel iminary resultsat the Annua l A rmed Forces Semi nar and 16th Annua l Distri ctMeet ing, American College of Obstetrics and Gynecology, October 1977.
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C1.JN IcA L INVESTIMTION ~tRVICE.
FITZS1MONS ARMY MED I CAl. CENTER

Denver , ColOrado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Evalua tion of ‘Ibuprofen (t~ trIn) in Dysmenorrhea

WORK UNIT NO. : 76/350 
-- 

, -

PR I NCIPA L iNVESTI GATOR: William L. Black, MAJ, NC 
-
- 

~~- -

ASSOC IATE I NVESTI~ATóR: None -

OBJECTIVES - 
- 

- - -

To compare the relief of dysmenorrhee pain by Ibuprofen .

- - - ~ - tECHNJ CAL APPROACH

Patients have been taken into the study and evaluated on either aspirin ,
placebo , or motrin for three consecutive cycles on each drug. The
patients are filling our report cards with each cycle as to the amount
of relief they have obta i ned and the amount of medicat ion taken. These
are returned after each set of three cycles and new drugs are obta i ned
through the pharmacy.

Manpower (In professional man years): 0.1/yr

Funding (in thousands) FY 77: 0
FY 78: 0

PRO GRE~SS

Since the onset of the study, there have been 15 ~~men enrolled In
the study out of the requ i red 48 t~ men. We have been able to have
completion of the first cycle on medication for three ~~men. Resu l ts
are being held for tabulation at the end. The doctors in OB—GYN
Clinic will refer any patients with continuous dysmenorrhea to the
Principa l invest~igátor in an attemp t to get them on the protocol for
the eva l uation of th is medication . The progress is Initiall y the same as
last year ’s. - - -

PublIcations and Presentation s: None

STATUS:

Ongoing.
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CLINI CAL INVEST IGATION SERVICE
FITZSIMONS ARMY MEDICAL. CENTER

Denver, Colorado 80240

RESEARCH PROJEcT _RESUME
30 SEP 78

TI TLE: Evaluation of the Role of Unrecognized Intrauterine Infect ion
in Premature Labor and Premature Rupture of Membranes.

WORK UNIT NO.: 77/350 - 
-

PRIN CIPAL INVESTIGATORS: J.R. Bobltt, LTC, MC- 
- 

- -

G.L. Brown , LTC, PhD., MSC

ASSOCIATE INVEST IGATOR : None 
-

OBJECTIVE S 
-

To determine the presence, number and frequency of bacteria and
n~’copiasmatales in the amn iotic fluid of patients presenting with
premature l abor and/or premature rupture of membranes.

TECHNI CAL APPROACH
This study is a coordinated investigation between l~epartment ofObstetrics and Gynecology and Clini ca l invest i gation Service,
Fi- t zsimons A rmy Medica l Center. Al l administrative and pro
fession~ l care , inclu dIng specimen collection and distribu tion
to the Clini cal Investigation Service , will be the resp onsibility
of OB—GYN. The management and methodology for microb iological
eva l uation of spec i mens will be the responsibi lity of CIS ,
Microb iology Section .

Manpower (in professional man years): 0.0

Funding (In thousands) FY 78: 0.0

- PROGRESS

Al l pre l imina ry work to Initiate the current study has been completed.
lb patients have been studied at this time. Two additiona l inves ti—gators are par ticipating in the study , MAJ Damato of the Clinica l
Investi gation Service and CPT Byars of the Department of OB—GYN.

Publications and Presentations: None

STATUS:

Ongo ing.

183 --



-5* — -~~ 
5— —--5- —5- —-5*---—- -,-- — 5- 

-_ Sw— -

r~~~T

CLIN ICA L INVESTIGATION SERVICE
FITZS IMONS ARMY MED I CAL CENTER

- Denver , Cdlorado 80240 -

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Uterine Vein and Ovarian Vein Prostaglandin F2 Levels in
Norma l Women and Women with Pelvic Pain.

WORK UNIT NO.: 77/351

PR I NC I PAL INVE STIGATOJIS: Durell A. Hiller III , CPT, MC -

- John P. Elliott , MAJ , MC

ASSOCIATE INVESTIGA TOR: None

OBJECTIVE S

The objective of this study was to attempt to discover the etiology
of prev i ously unexplained pelvic pain , I.e., where no clinica l or
patholog i ca l diagnosis can be made to explain the pain. Special
attention will be paid tç the “Post—Tubal-Ligation Syndrome.”

TECHNICAL APPROAC H

Patients undergoing abdominal laparotomy at various t imes In the
menstra l cycle will have two blood samples drawn by direct vein
puncture of uterin e vein and infundibu lopelvic vein. These samp les
will be analyzed for PGF2 content by radlo—immunoassay technique.
Patients with pelvic pain will be selected at the time of laparotomy
for identica l blood sampl ing for PGF . The data will be ana l yzed
to determine if PGF2 is elevated in ~iood samples taken from patientswith pelvic pain.

Manpower ( in professional man years): 0

Funding (in thousands) FY 77: 0
FY 78: 0

PROGRESS

Work has been started on this stud y but has not been completed since
both Investi gators have departed this stat ion.

Pubi Ications and Presentations: None

STATUS:

Term i nated .
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CLINICAL INVESTIGAT I ON SERVICE
FITZS IMONS ARMY MEDICAL CENTER

Denver, Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Inhibition of Premature Labor with Terbutaline.

WORK UNIT NO.: 78/350

PRIN CIPAL INVESTIGATORS: D.D. Riston , CPT, MC
- 

- 
J.R. Bobitt , LTC, MC -

ASSOCIATE INVESTIGATO R: None

OBJECTIVE S

To study inhibitory effects of Terbuta line on premature labor.

- - TECHN I CAL APPROACH -

Patients at less than 36 weeks of gestation- , with no contra-
indicating condition such as ruptured BOW, intrauterine sepsis ,
or abruptio placentis , will be treated for premature labor with
either Terbutal m e  or a placebo. The presence of labor and absence
of fetal distress will be confirmed by elect ronic mon i tor. En trance
to the study-wi l l be approved by a member of the attending staff
prior to obtaining permission from the patient.

- -Manpower (-i n professional man years): 0.1/yr

Funding (in thousands) FY 78: 0.0

PROGRESS

The number of patien ts studied thus far are 25, approx imately 50% on
alcoho l and approx i mately 50% on Terbuta l’Ine . The study has prog ressed
well , but it is currently too early to give any statistica l Information
about the project. Some early conclusions include: I. Multiparous
patients are more susceptible to premature l abor than primipa rous.
2. Intra venous and subcutaneous Terbuta line is more efficacious than
ora l Terbutaline . Problems : We have collected data for side effects ,
but this has been worked out.

PubI icatio~s_and Presen tations: None

STATUS:

Ongoing.
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CLINICA L INVESTIGATION SERVICE
F ITZS IMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: An Evaluation of the Effect of Suction Dra i nage on Infectious
Morbidity in Patients Undergoing Cesarean Section .

WORK UNIT 0.: 78/351

PRINCIPAL I NVESTIGA TOR: J.R. Bobitt , LTC , MC 
-

ASSOCIATE I NVESTIGATO R: None -

OBJECT I VES

To determ i ne if the incidence and severity of pelvic infection s in
patients undergoing cesa rean section is significantly decreased
through the use of retroperitonea l suction drainage of the uterine
operative site .

TECHN ICAL APPROACH

We plan to compare the frequency and severity of pelvic infections
among ~O patients undergoing cesarean section with suction dra i nage
of the operative site , with a similar group of 50 patients without
dra inage. Patient5 cons i dered infected at the time of cesarean
section will not be included in the study. Patients on antibiotic
medications will also be exc l uded . Any patient who w i l l  have had two
hour:- of 1 abo r at the time of cesarean section or has ruptured
memL- -$;1 :~ at the tme of cesa rean section is a cand i da te for the
study. The study group will be drained by a hemovac suction apparatus
whereas this ~~chnique will not be available to those patients in the
control group. The suction catheter wil l  be placed beneath the
vesico— u terine fold and broug ht out through the lower abdomen re—
main i-~y extr aF€~~itoneal . Study and control patients will be selected
by — table of random numbers prepared prior to the study.

Manpower (,n professional man years): 0.25/y r

Fund i ng (in thousands ) FY 78: 0.0

PROGRESS

To da te 52 pa~~ient~ have been entered Into the study. Twenty-four
patients have been randoml y placed In the group receiving a retro-
peritortea l hemovac drain at the time of cesarean section and 28

18~ 
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WORK UNIT NO.: 78/351

PROGRESS - continued

patients have been rervdomIzed Into the control group receiving no
dra i nage. At this point in the study no conc l us ions can be drawn
as to whether postop dra i nage decreases febrile morbidity follow ing
cesarean section. No c~mp1icatIons have arisen as the result of
draInage. The patients ’ records are currently being studied for
Information as to the amount of dra i nage obta i ned and to the cultura l
find ings done on the drainage fluid.

Publication s and Presentations: None

STATUS:

Ongoing.
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CLINICAL INVE STI GATI ON SERVICE
FITZ S IMONS ARMY MEDICAL CENTER —

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78 

-

TITLE: Effect of Prophyl actic An tib iotic Therapy on Gravid Group
B Beta Hemol ytic Streptococcus Carriers.

WORK UNIT NO.: 75/40)

PRINCIPA L INVESTIGATORS : Geraid .B. Merenstein , LTC , MC
- George L. Brown, LTC , MSC, Ph.D.

ASSOCIATE INVESTIGATOR: Ann H. Tull , B.S., DAC

OBJE CTIVE S

To evaluate several select ive culture media for the isolation of
Group B Beta Hemol ytic Streptococcus (GBHS) and the use of prophy-
lactic antibiotic therapy in antepartum GBHS carriers with regard
to colonization of the infant.

- 

TECHNI CAL APPROACH

Endocervica I cultures are obtained from all obstetrica l patients at
FAMC at the init ial obstetrica l visits and at delivery . Those
positive are re-eva l ua ted for GBHS at the 30th and 38th week visits.
In addition , “positives ” are placed in a control or a treatment
group; those in the treatment group are placed on ora l penici llin
or erythromycir i , if allergic. Ear , umbilica l and cord culture s are
obta i ned from each infant for GBHS eval uation . Numerous media
incorporatin g inhibitory substances are eva l uated for GBHS isolation .
Isolated GBHS are studied for type specific anti gen composition .

Manpower (in profess iona l man years): 1.5/yr

Funding (in thousands) FY 77: 4.0
FY 78: 4.0

PROGRESS

Dur in j the past year , a review has been conducted to dentify any streptococca l
sudden unexpected death patients from the I mediate per i partum period. Four
such patients have been eva l uated and the importance of this is being further
investi gated . The actua l study has been temporarily halted while reeva l uation
of technique of evaluating mothers prior to term is being stud i ed by members
of the Depar tment of Obstetr ics and Gynecology .
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WORK UNIT NO. 75/401 ‘

Pub) ications:

(1) Yost, C.C., Calcagno, J.V., Merenstein , G.B., Todd , W.A. ,
Dashow, E.E., Brown, G.L., lu ll , A.H ., and Kile , D.E.:
Group B Beta Hemolytic Streptococcus: Improved Culture
Detection and a Control l ed Treatment Trial. Clinical
Research , 24:l86A, 1976.

(2) Luzier , T.L., Merenstein , G.B., Todd, W.A.,  Yost, C.C. and Brown, G.L.:
The Treatment of Grav id Females at Term Colon i zed with Group B Strepto-

- coccus: A Randomized Controlled Study. Clinica l Research 26:200A , 1978.

Presentations:

(1) Calcagno, J.V. , Brown, G.L., lull , A.H ., Yost , C. C., Jolly, D.J.,
and C romwell , R.K.: Eva l uation of Three Col l ection — Transport
Systems for the Isolation of Group B Streptococcus from Pre—
Partum Women and Neonates: Amer i can Society for Microbiology,
Atlantic City, New Jersey , 1976.

(2) Luzier , T.L.: The Treatment of Gravid Females at Term Colonized
with Group B Beta Hemolytic Streptococcus : A Random i zed Study.
Accepted for presen tation Milita ry Section , American Academy oy
Pediatrics , November 1977.

(3) Luzier , T.L.: The Treatment of Grav id Females at Term Colon ized
with Group B Beta Hemolytic Streptococcus: A Randomized Study.
Second pr i ze Hugh Mahori Award, Fitzs imons Army Med i ca l Center ,
Denver , Colorado , June 1977.

(4) Luzier , T.L.: The Treatment of Grav id Females Colonized with
Group B Beta Hemol ytic Streptococcus: A Randomized Controlled
Study. Nil itary Section , American Academy of Pediatrics ,
New York C !ty, November 1977.

(5) Luzier , 1.1.: The Trea tment of Gravid Females at Term Co l on i zed
with Group B Streptococcus. Western Society for Pediatric Research ,
Carme l , Cal i fo rn ia , 2 February 1978.

(6) Pierce , J.: Streptococcal Sudden Unexpected Death Syndrome . Aspen,
Colorado , July 1978. Aspen Con fernece on Perinata l Research.

STATUS:

Ongoing.
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CLINICAL INVESTIGAT I ON SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver, Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Early Di gitalization in Premature Infants with Idiopathic
Respiratory Distress (IRDS) Who Have Echocard iographic —

Ev i dence of Left Atr ial Enlargement. -

WORK UNIT NO.: 75/402 
-

PRINCIPAL INVE STIGATOR: Gerald L. Way , MAJ , MC

ASSOCIATE INVESTIGATORS: Gerald B. Merenstein , LTC , MC
John R. Pierce , MAJ , MC

OB JECTIVE S

To determ i ne the usefulness of early digitalization in altering the
progression of congestive heart failure and left— to—righ t shunting
through the FDA in premature infants with IRDS.

TECHN I CAL APPROACH

Infants with RDS and left atria l aortic diameter ratio of greater
than 1.0 by echocardiogra ph will be Included in the two study groups.
The two study groups will be Group A—infants who will be digitalized
with 40 mcg/kg dose of digoxi n and maintained at 10 mcg/kg/day.
Group B—infants who will not receive dlgoxin unless they clinically
demonstra te overt congestive heart failure . Echocardiograms will
be repeated every other day throughout the respirator course , and
subsequently only if abnorma l findings remain. Additiona l echo-
cardiograms will be obtained If the cl inica l situation deteriorates .
Echoca rdiog rams will be eva l uated with coinciding arterial blood
gases, chest x rays, EKG’s, and laboratory data which will be done
as needed for clinical management.

Manpower (in professiona l man years): .25/yr

Funding (in thousands) FY 77: 2.0
FY 78: 1.0

PROGRESS

Following a complete change—ove r in personne l at the neonata l fellow
leve l , there was a time lapse in re—In itiat ing this study. In January
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WORK UNIT NO.: 75/402

PROGRESS - continued

1978, new patients wete again admitted to this study and to date
17 have been added (9 in Group A and 8 in Group B).

a

Only partial success has been realized In retriev i ng the mI splaced
data on the approximately 16 patients ini tially admitted to the study.
Recent conversation with Dr. Steven M. Golden now at the Nationa l
Nava l Med i ca l Center In Bethesda , Maryland has renewed hope that more
of this data can be found. Efforts continue to l ocate this data.

Our goal is to have 30 patients In each treatment group. This should
be realized within the next 6—8 months.

Publ ications and Presentation s: None

STATUS:

Ongoing. -
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CLINICAL INVE STI GAT ION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Cc~1orado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Eva l uation of Hig h Intensity Fiberoptic Transfllumlnatl-on
In Infan ts.

WORK UNIT NO.: 76/400

PRINCIPA L I NVESTIGATO R:

ASSOCIATE INVESTIGATORS: Gerard Breitze r, CPT, MC
Gerald B. Merenstein , LTC, MC

OBJECTIVE S

To estabi ish a new set of norma l va l ues of trans illum i nation distances
of Infants ’ skulls using a 5,000 foc~t—c andle fiberoptic light; to
determine the efficacy of high intensity li ght in diagnosing pneumo—
thoraces.

TECHNICAL APPROA CH

Al l children in the norma l newborn nursery and pediatric outpatient
clinic and wel l child clinics for rout i ne visits will have their
skulls trans ill um i nated using 3,000, 4,000, and 5,000 foot-candles
of li ght from a fiberoptic source. Areas transi llum i nated will be
the anterior fontanelle , posterior fontanelle , left parieta l bone
above the pinna midwa y on a line from the external air canal to
the left eye on the fronta l bone. Measurements of transil lum i nation
will be made from the center of the beam as outlined by Che l de li n
et al. and wi ll be compared with previous study results. Infants
in the nursery with respiratory distress will be examined using the
fiberoptic li ght as discussed by Kuhns , et al . to see if a pneLsno-
thorax or pneumomediastinum can be diagnosed by transi llum ination .

Manpower (in professional man years): 0.2/yr

Funding (in thousands) FY 77: 0
FY 78: 0

PROGRESS

Since the departure of the Principa l investi gator on completion of his
fellowshi p, no patients have been admitted to the study . The added in—
vesti gator did not pursue the study .
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WORK UNIT NO.: 76/400 ~~~ r 
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- - - , - - - - 
~ - -PROGRESS — continue d , .  -

-

An addi tional associate i nvesti gator Is being sought to continuethe project. “— —  -

PublIcations and Presentatjons: None -~~~~~-~~~ 
- ~~~. i 
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STATUS: 
-

Ongoing. 
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CLINICAL INVES T I GATION SERVICE
FITZSIMO NS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TI TLE: Purul ent Nasopharyng itls: Double Blind Treatment Protocol.

WORK UNIT NO.: 77/401

PRINCIPAL INVESTIGATORS: Warren A. Todd, LTC , MC
James K. Todd, M.D.
James J. Damato, MM, MC

ASSOCIATE INVESTIGATO R: None

OBJECTIVE S

To determ i ne what is the most effective treatment of children with
pu rulen t rhinitis and if the effective therapy is free of side effects.
In addition data will be collected to determ i ne the etiolog ic agent of
purulent rhini tis.

TE CHN I CAL APPROACH

Children between the ages of 6 months and 6 years seen in the General
Pediatric Clinic with a diagnosis of purulent rhinitis and with no
other treatable disease receive a nasa l culture and or placed on the
protocol regimen. This reg Imen consists of four dIfferent packages:
One containing Placebo—Acti-fed , one containing Placebo—Keflex , one
con taining Actifed—Keflex , one containing Placebo—Placebo . The child
is seen for followup four days later where a repeat culture is done,
physica l exam i nation is done, and a record is obta i ned from the mother
as to whether or not there was Improvement in the nasal discharge .

Manpower (in profess iona l man years): 1.0/yr

Funding (in thousands) FY 78: .5

PROGRESS

Since the project was gegun in May of 1978, approxImately 120 patients
have been seen. Of this 120 patients , only 8 have failed to complete
the study. At present the double blindin g has not been broken so we
do not have information as to the success or failure of various treat-
ment regimens.
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CLINI CAL INVE STI GATI ON SERVICE
FITZ S IMONS ARMY MEDICAL CENTER

Denver, Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Eva l uation of Ventricular Function and Pulmonary Vascular
Resistance in As phyxiated Infants.

WORK UNIT NO.: 77/402

PRIN CIPAL INVESTIGATORS: Gerald L. Way , MAJ , MC
- John R. Pierce , MAJ , MC

Gerald B. Merenstein , LTC , JIC

ASSOCIATE INVESTIGATO R: None

OBJECTIVE S

To serially measure left ventricular (LV) function in asph yxiated
infants. To determ i ne if all asphyxiated infants have decreased
ventricular function or only those who have seve re symptomatology
of congestive failure. To eva l uate the course of the decreased
ventricular function . To serially estimate pulmonary pressures ,
and to define the change in pulmonary vascular resistance in as-
ph~xiated Infants.

TECHN I CAL APPROACH

All Infants with the diagnosis of asphyxia neonatorum are to be
entered into the study. Ventricular function and pulmonary vascular
resistance will be evaluated .

Manpower (in professiona l man years): 1.0/yr

Funding (in thousands): FY 78: 0

PROGRESS

Because of lack of personnel , no babies have been entered into this
study . It Is also noted tha t there have been few babies with the
diagnosis of asphyxia neonato rum who have come to FAMC. It is likely
that this study will take a low priority on the investigators ’ research
priority list.

Publications and Presen tation s: None

STATUS:

Ongoing.
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CLINICAL I NVESTIGAT I ON SERVICE -

FITZSIMONS ARMY MEDICAL CENTER
Denver , Colorado 80240 

-

RESEARCH PROJECT R ES U ME
30 SEP 78

TITLE: Determination of Pu l monary Vascular Resistance in Newborn
I nfants at 5,280 feet using Ri ght-Sided Systolic Time I’iter ~a~~.

WORK U N I T  NO .: 77/403

PRINCIPAL INVESTIGATORS: Gerald L. Way, MAJ , MC
John R. Pierce , MAJ , MC
Gerald B. Merenstein , LTC , MC

ASSOCIATE INVE STIGATO R: None

O B J E C T I V E S

We hope to determ i ne the norma l range of pu i mor~ ry vascular resistance
in babies and the decline of increased pulmonary vascular resistance at

S 
this altitude and then compare it to the other altitudes mentione d.

TECHN I CAL APPROACH

The babies are eva l ua ted within 12 hr of de iive r’/ with complete echo-
cardiograms being done . Repea t echo is done daily until discharge .
If the echoca rd io - 3 rams are abn - r~al on discharge , the babies are
reappointed to come back to Cardiology Cl i nic for repeat echocardio—
grams and eva l uations.

~-~~f :- ~ r (in professional man yea rs): 1.0/yr

Funding (in thous~nds) FY 78:

PROGRESS

~~ babies have been entered into the study so far. It ~as originally
planned t —  have 100 babies in our study here in Denver; however , ~~t is
now felt that 50 babies w i i l  be sufficient. No infants have been entered
into the study f rom either Leadville or sea l evel at this time .

Because of a lack of man power to do the echocardiograms and to do the
measurement ,-, we have not had as many babies in the study as yet as we
had hoped . It is like ly , because of the cur rent sho rtage of he l p , tha t
the study will prog ress , however , probably quite slowly.
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WORK UNIT NO.: 77/403

Pub) iCatlon s and Presen tatj~~s: None

STATUS:

Ongoing.
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CLI NICAL I NVESTIGATION SERVICE
FITZ S IMONS ARMY MEDICA L CENTER

Denver, Colorado 80240

- RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Perceptions of Discipline: A Comparison of Mothers of School
Age Children with Asthma and Children without Asthma.

WORK UNIT NO.: 78/400

PRINC I PAL INVESTIGATORS: Linda Kerscher, CPT , ANC (ti/RET)
PNP , Student MS in Nursing (UCMC)

Jean Rob idoux , CPT, AN C (M/RET)
PNP, Student MS in Nursing (UCMC)

ASSOCIATE INVEST IGATOR: None

OBJECTIVE S

The purpose of this study IS to find out whether mothers of school age
children with chronic asthma are more permissive in their approach to
discipline as compared to mothers of school age children without asthma
or any chronic illness.

TECHN I CAL APPROACH

Fifteen mothers of children with chronic asthma who require daily doses
of a bronchodilato r will be selected randomly and Interviewe d using a
tool on discipline techn i ques developed at the National Institute of
Mental Health. They wi l l return for follow—up care at the Allergy
Clinic of Fitzsimons Army Medica l Center. The asthmatic children will
then be matched with children without any chronic diseases by age, sex,
and race. Mot~,ers of the non—asthmatic children will be interv i ewed
at the Ped~at ric Clinic at Fitzs irnons. With this Interview tool it
is possible to obtain summed standardized scores for overall restric-
tiveness severity of punishmen t, the child’ s compliance and dependent
behaviors by sunining the ratings of these behaviors in specific situations.
Each intt:rview wh ich is recorded on tape, will be Independently coded
by tt~o raters to g ive a measure of reliabi lity to the resulting scores.
The means of the summed standardized scores wil 1 be compared between
the asthmatic and non—asthmatic groups. A 1-test will be used to
determine the significance of the difference between the means.

Manpower (in professional man years): 0.25/yr

Funding (in thousands) F? 78:
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WORK UNIT NO.: 78/400

PROGRESS

Since i nception of this study , twenty—three mothers have been
interviewed . A l ) Interviews wi ll be obta i ned before any analysis
of data is attempted.

Publications and Presentations: None

STATUS:

Ongoing .

2’Jl

--



CLINI CAL INVESTIGATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESL$4E
30 SEP 78

TITLE: Dysmenorrhea -- Correlation Between Phys iologic and
Psychologic Factors.

WORK UNIT NO.: 78/401

PRINCIPAL I NVESTIGATO R: Christine L. Lawlor, CHA, PA—C

ASSOCIATE INVESTIGATOR: Ann Marie Davis , CHA , PA

OBJECTIVES

This study attempted to show tha t no significant correlation exists
in adolescent girls between personalIty type and presence or abssnce
of primary dysmenorrhea or severity of symptoms of dysmenorrhaa.

TECHN I CAL APP ROACH

Data was obta i ned from 120 vol unteer females ago 2-20. This date
Included a med ical/menstrual histo ry , California Personali ty Inven-
tory, and pelvi c examInatIon (performed only on the subjects who gave
a his tory of dysmenorrhea). The data was statIstIcall y ana l yzed to
investi gate correlation s between presence or absence of dysmenorrhea
and severity of dysrnenorrhea and personality variable as measured by
the California Personality Inventory.

Man power (In profess iona l man years): 0.5/y r

Fund i ng (in thousands) FY 78: 0 0

PROGRES S

Data from 120 volunteers was obta I ned and analyzed. A ppropri ate
conclusion s, observations and recommendations were made. An article
is be i ng ~repa red for publication .

Publicat ions: None

Presentations: Law 1 or , C.L. , and A.M. Davis: Dysmenorrhea in Adolescents.
Un i versi ty of Colorado Schoo l of Med icine , Denver, CO.
Jun e, 1978.

STATUS:

Completed .
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CLINICAL ?NV~STIG~T1ON 5~ RV I C ~F!TZ S IM~NS ARMY MtDICAL CENTERDenver , ~C61or~~ó80~*O

RESEARCH PROJECT RESUME
3tY SEP18 

-

TITLE: The influence of Body Positioning on Gastric Res i duals In
Premature Infants. -

WORK UNIT NO.: 78/~O2

PRINCIPAL INVESTIGATOR: Barbara S. Turner , CPT, ANC , RN , MS

ASSOCIATE INVESTIGATOR: None

OBJECTIVE S

To compare the amount of gastric residuals In the premature infant ’s
stomach three hours after feeding in relatIon to the body posicion of
the infant. -

TE CHN I CAL APPROACH

Premature infants requiring gavage feedings who were less than 35 weeks
gestation were examined. Infants meeting outlined criteria were fed
the same formula , at the same time and in the same manner as previousl y
used. Gastric residuals were measured and recorded with body posit ion .
Position s used are righ t s ide , l eft side and stomach .

Man power (in professional man years): 0

Fund ing (in thou- -5ands) FY 78: 0

PROGRESS

i i ~~-~ col lection bega in Jul y 1978. To date , four subjects have been
s t - ~~e~~. Da ta ha~,e beer-i recorded on gastric residua ls , body positions
-~ - .eH as the ~xtraneous variabl es of gesta tioria l age, sex , race and
t”~~~~~ ~f f c r rd a . Data analysis wi ll beg in when target subjecL pOpu
!a~~on uf 20 has been studied. -

~~~t)~~~~C~~ t i -) f l I~~~~-l 1d rresentations : Non e

STATUS :

On going.

~~~~~~ -
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CLUl (cAL INVESTIGATION SERVICE
FITZS I~M0NS ARM’ ME~ ICAL C~ENTERDenver, Colorado 80240

RESEARCH PROJECT RESUME
30 ~EPi8

TITLE: -The influence of-Body Pos itioning on’ GastrIc Residuals in
Premature Infants Requiring Ventilatory As-s Istance.

WORK UNIT NO.: 78/403

PR I NC I PAL INVESTlGATOR~ Barbara S. Turner , CPT, AHC,-RN , MS

ASSOCIATE INVESTIGATOR: None -

OBJE CTIVE S

To compare the amount of gastric residua l in the premature infant ’s
stomach three hours after feeding in relation to the body position
of the Infant. - - - 

-

TECHN I CAL APPROACH

Premature infants requiring ventilatory assistance and gavage feedings
who were less than 35 weeks gestation were examined . Infants meeting
outlined criteria were fed the same formula , at the same time , and in
the same manner as previously used. Gastric residuals were measured
-and recorded with body position . Positions used are left side , ri ght
s ide and back.

tlaniiower (in professional man years): o

Fundi ng (in thousands) FY 78: a

PROGRESS

Data colle ction began in July 1978. To date, three subjects have been
stud ed. Data have been recorded on gastric residuals , body positions
as well as the extraneous variables of gestational age, sex, race,
and type of formula. Data analysis wi ll begin when target subject
population of 20 has been studied.

Publ icat ions and Presentation s: None

STATUS:

Ongoing .
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CLINICAL INVESTIGATIO N SERVICE
FITZS IMONS ARMY MEDICAL CENTE R

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITL E: Assessment of the Relationship of Serum Amino Acid Levels
to Ep i sodes of Apparent Sepsis.

WORK UN iT NO.: 78/404

PRINCIPA L I NVESTIGATORS: John R. Pierce, MAJ , MC
R ichard Ecker t, LTC , MC
Thomas P. O’Barr , DAC, PhD

ASSOCIATE INVESTIGATOR: None

OBJECTIVE S

To determine the relationship between possIble abnorma l serum amino
acid levels and clinica l episodes of apparen t sepsis in premature
i rifants.

TECHNI CAL APPROACH

Blood samples will be taken from each premature infant (26-36 weeks
gestation) who is suspected of having sepsis. These samples will be
exam i ned by thin-layer chromatog raphy for the amino acids , tyrosina,
phenylala rrine , cystine and methionin e. A relationship between ele-
vated l evels of these amino acids and ep i sodes of clinica l sepsis
(signs consistent with sepsis but negat i ve cultures) is being sought.

Manpower (in professional man years): 0

Funding (in thousands) FY 78: 0

PROGRESS

The first patient has not yet been admitted to the study; however,
the clinica l investi gation lab is set up and should be receiving the
first samples within the next couple of weeks.

Publications and Presentation s: None

STATUS:

Ongoing . 
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CLINI CAL INVESTIGATION SERVICE
FITZS IMON S ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Comparison of Plasma and Whole Blood Methods of Assaying Heparin
Level s In Patients Undergo i ng Extracorporea l Circulation .

WORK UNIT NO.: 77/450

PRINCIPAL INVESTIGATORS : Judy A. Barber , M.T. (ASCP)
- Doug l as D. Pritchard , MAJ , MC

ASSOCIATE INVESTIGATORS: Donald G. Corby, COL , MC
John Connelly
Patricia Rush , M.T. (ASCP) —

William Hamaker , COL , MC
- 

OBJECTIVE S 
—

To compare the rel iability of a s imple , rapid , whole blood assay
technique for heparin levels with a plasma method presently in use.
There is a special interest in the comparative va l ues obtained on
thrombocytopenic patients and patients with low prothrombin comp l ex
factors due to the recent discontinuance of oral anticoagulants .

TECHN I CAL APPR OACH

Sixty—seven patients undergoIng open heart surge ry were stud i ed while
on cardiopulmonary bypass. Analysis of the samples for both plasma
and wholeblood heparin l evels was carried out.

Manpower (in professiona l man years): 0.5/yr

Funding (In thousands) FY 78: 1.0

PROGRESS

The patient studies have been completed and the anal ysis of the data
is in progress. The va l ues obtained by both methods are being statis-
tically analyzed . A paper is being prepared to be submi t ted to
Anesthes iology.

Publications and Presen tations: None

STATUS:

Comp l eted.

2%
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CLINICAL INVEST IGATION SERVICE
FITZ SIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITL E: Bone Marrow Scinti graphy and Scinti graphic Localization of Soft
T ssue Tumors by Use of Indium- Ill Chloride

WORK UNIT NO.: 74/600

PRINC I PAL I NVESTI GATOR: Robert J. Telepak, MAJ, MC

ASSOCIATE INVESTIGATO R: Nasser Ghaed, LTC , MC

OBJECTIVES

Clinica l eva l uation of Indium-Ill Chloride supp l ied by Med i —Phys ics , Inc.
The evaluation of the agent is significant in that It represents a
method of study ing sites of erythropolesls In bone marrow and allows
scinti graphic localization of soft tissue tumors by non-Invasive
techniques . In selected patients , this affords clinica l information
which could not be obta i ned by other methods.

TECHNI CAL APPROACH

Up to 2mc of indium—I l l Chloride or proport ionally less depending
on body weight supplied by Med i —Phys ics , Inc. will be adnilnistered
intravenously to patients referred to Nuclea r Medicine Laboratory for
either scinti graphic evaluation of sites of erythropo i esis in bone
marrow or the presence of soft tissue tumors. After administration
routine scinti graphic procedures with conventiona l equipment for
period s up to 96 hours depending on the patient ’s clinica l situation
will be peformed. The number of subjects with known or suspected
hematologic disease will be un l imited and there will be no limitation
on sex or the age of patients. Radionuciide will not be administered
to pregnant patients or patients under the age of 18 unless the
clinica l situation is severely dependen t upon this study. Data ob-
ta i ned will be recorded in the routine fashion used to record radio-
nuc lide studies . This consists of a consultation sheet from the
referring physician which will be appropriately answered. Sel ec-
tive scans will be cop i ed on polaroid film included with the record and
returned to the patient’s chart. The quality of the scinti graphic
Images of the bone marrow and tumor site will be eva l uated so the
best image is obta i ned. Adverse reactions will be reported imediately
to Medi—Phys ics , Inc. and to appropriate state license and agenc i es where

- 
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WORX UNIT NO.: 74/600

TECHNICAL APPROACH - continued

applicable. Clini ca l eva l uation of these agents as described above
is considered adequa te since the use of Ind i um—Ill Chlor i de is a sub-
stitUte for Iron and is wel l established In the literature. .

Manpower (in profess iona l man years): 0.05/yr -

Funding (in thousands) FY 77: 0
FY 78: 0 -

PROGRESS -

There has been one Indium—ill Chloride study done in the last year
since 30 September 1977. It is anticipated that some of these scans
will be done in the cornirtg year.

Publica tions and Presen tations: None

STATUS: -

Ongo ing.
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CLINI CAL INVEST I GAT ION SERV I CE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Use of Gallium 67 Citrate in Eva l uation of Patients with Known
or Suspected Tumors and Pyogenic Abscesses.

WORK UNIT NO.: 74/601

P R I N C I~AL INVE STIGATOR: Robert J. Telepak, MA l , MC

ASSOCIATE INVESTIGATO R: Nasser Ghaed, LTC, MC

OBJECTIVE S

Clinica l eva l uation of Gallium 67 Citrate suppl i ed by Medi—Phys ics , Inc.

TECHN ICAL APPROACH

The eva l uation of this agent is significant in that it represents
a method of diagnosing tumors that cannot be visualized by other
conventiona l means, resulting in significantly more Information on
each patien t with initial diagnosis , Initial therapy and follow—up
care. It wi l l  be used to l ocal i-ze pyogenic abscesses primarily
subdiaphragmatic abscesses which cannot be l ocalized by conventiona l
methods. Use of this agent will enhance the diagnosis of this serious
medica l condition and ultimate treatment of the patient .

Manpower (in professiona l man years): 0.5/yr

Funding (in thousands) FY 77: 0
FY 78: 0

PROGRESS

Sixty—nine patients were stud i ed using Ga l l i u m  67 Citrate for eva l uation
of known or suspected tumors or pyogenic abscesses . The rad iopharmaceu tica i
proved adequate for the intended diagnostic purpose and again no detectable
side effects were observed . -

Publications and Presen tation s: None

STATUS:

Completed .
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CLINI CAL INVESTIGATION SERVICE 
-

FITZ S1 MONS ARMY MEDICAL CENTE R
Denver , Cdlorado 80240

RESEARCH PROJECT RESUME
3O SEP 7W -

TITLE: The Use of .Indium ill DTPA for the Study of Cerebrospina l
Fluid Pathways.

WORK UNIT NO.: 74/602

PRINCIPAL I NVESTIGATOR: Robert J. Tele~~k, MAJ , MC

ASSOCIATE INVESTIGATOR: Nasser Ghaed , LTC , MC -

OBJE CII VES

Clinica l eva l uation of Indium III  DTPA in aqueous ionic solution
(pH 7 to 8) for study of cerebrospina l fluid pathways as supplied
by Medi— Physics , Inc. -

TE CHN I CAL APPR OACH

Eva l ua t ion of this agen t represents a method of studying cerebro—
spina l fluid pathways in selected patients with a compound that
wi l l result in significant ly less absorbed radiation doses to patients
than the’ methods currently used-. 

- 
The Incidence of sid~ react ions ,

such as fever , headaches and mild meningitis , will probably be de-
creased in compariso n to the compound presently used.

Manpower (in profess iona l man hours): 0.1/yr

Funding (in thousands) FY 77: 0
FY 78: 0

PROGRESS

Seven- -studies using Indium il l DTPA for evaluation of patients with
cerebral spinal fluid pathways pathology have been done in the last
year since 30 September 1977. The~radfopha rmacéutica l proved adequate
for the intended diagnostic purpose , and again no detectable sIde effects
were observed.

Publication s and Presentation s: None

STATUS:
— 

Ongo i ng .
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CLINICAL INVESTIGATION SERVI CE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240 -

- RESEARCH PROJECT RESUME -

30 SEP 78

TITLE: Establishment of and raining in Methods for Special Studies
of Abnormal Herioglob Ins. - - - - -

- -

WORK UNIT NO.: 74/651 - 
- - 

- 
—

PRINCIPAL I NVESTIGATOR: Nicholas C. Bethlenf-alvay, CDL, MC

ASSOC I ATE INVESTIGA TOR: George L. Brown, LTC , MSC - 
-

- ‘I
OBJE CTIVES -

To establish and conduct training In methods for special- studies of
abnorma l hemoglob ins. - 

- 
-

- TECHNICAL APPROACH - 
- - - 

-, —

Pl ans are to famliiarize existing personnel In the performance of
procedures i nvolvIng b iochem i cal study of hemoproteins using exist-
ing equipment. 

-

Clinica l studies of mutant human and animal henoglob lns have def i ned
the effects of molecular aberrations on phys iologic processes. fre~Ino
acid substitut ions or deletions in the alpha , beta, gamma and delta
chains dic tate a variety of structura l alterations which may mod ify
hemoglobin affinity for oxygen, or affect the stability of the
hemogl obin molecule. A laboratory to aId the clinician or researcher
in his investi 9ation of a mutant hemoglobIn is not available In the
Denver Metropol i tan area. A thorough preliminary special Investigation
of hemog l obins almost always kindles the interes t and support of
establ ished i nvesti gators In CONUS or abroad , where am i no acid analyses
in the end ultimately reveal the molecular lesion .

Manpower (in profess ional man years): 0.2/yr

Funding (in thousands) FY 77: 2.5 -

FY 78: 2.5
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WORK UNIT 74/651

PR0GP.~~SS -

The following procedures can now be performed: Preparation and
preservation and storage of hemogLobin~~nd globIn. Zone electro-
ph .rss is of hemoglobin in various media and el ectrophoresis In
p.iyacryl.mid. gel with isoelectrlc focusing. Quantitat ion of
Nb F. Quantitatlon- ’of Hb A, by microcr~~~tography. Hb stability
testing by the isopropanol ~echn i qus. tlect~ophoresls of ureadissociated globin , and qualitative and quantitative recovery of
hemoglobin and its st~ un its using colipn chromatography.
Hybridization procedures to delineate alpha vs. beta chain variant
hem.g)obIns. Separàt4on of hemoglobin-s- into alpha and beta chains
by reaj4ion with PMB or PCMB . In vitro globin synthesis studies
using C leuc i ne to establ ish ~Tpha~b.te globln chain ratios .
The derivat ization of high oxygen affInity hemoglobin which is
electrophorect ially silent. : - - 

-

Since 30 September -1977- the i~o1iow1ng new-i~vethodology was acquired:
Enzymatic digestion of globin pol peptide chains is followed by high
vo l tage electrophoresis and descending chromatography resulting In
sepa ration of the individua l tryptic peptide which are subsequently
sta i ned to establish the structural localIzatIon of spec3fic amino
acid substitution . - -

~ ~ 
-

C - - -

Publications and Presentations: Non.

STATUS : - - ~~- -

Ongoing . - - - 
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CLINICAL I NVESTIGATION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Eva luatIon of Thalassemia as Cau~~ of Hypochromic Microcytic
Anemia or in Interact ion with Hemoglobin Variants.

WORK UNIT NO.: 78/650 -
- 

~~ - :  -

PRINCIPA L I NVESTIGA TORS: Nicholas C. Bethienfa l vay, COL , MC
Donald G. Corby, COL, MC
George L. Brown, LTC , MSC , PhD
John C. Mlchalak , MAJ , MC
Phil ip O’Barr , DAC, PhD

ASSOCIATE INVESTIGATOR: None

OBJECTIVE S

To demonstrate that thalassemia may be one of the causes of hypo-
chromic—microcytic anemia and a factor that modified the amount
of hemoglobin variants with which it interacts.

TECHNICAL APPROACH

Patients with (a) hypochromic-microcytic anemia the cause of which
could not be determ Ined by routine clinica l laboratory methods and
(b) patients whose hemoglobin electrophoregram reveals a variant
hemog l obin in amounts greater than 50 or less than 40% will be
evaluated in this study by means of hemoglobin electrophoresis in
diverse media and column chromatography. To determine the globin
polyp,~tlde chain synthetic ratios periphera l blood will be incubated
with C l eucine. The red cell l ysate will be transformed into globin
and the Individua l polypeptide chains separated on CM cellulose
columns. Alpha/beta ratios will be calculated as tota l radioactivity
or specific activity ratios . Synthetic ratios of alpha to non-al pha
chains devIating from un i ty Indicate non—balanced chain synthesis
and establish the diagnosIs of thalassemia.

Manpower (in professiona l man years): 1.0/yr

Funding (in thousands) FY 78: 1.0
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WORK UNIT NO.: 78/650
‘~32 t -

~~ ~~~~~~~~~~~~~~~~~~~

~3T~~1 PROGRESS ~~
- - -‘

~~~ -~~;2 ’  ~
~-2

in FY 78 in addition to severa l norma l controls , fifteen patients
have been found elIgible to entor tha ~tud~j  áfter routlne screening.
One of these has been stud i ed and fdund CO h ave beta thalassemia
intermedia. Currently our efforts are directed toward synthetic
stud ies on normal controls to ~~tabl isP~ norma l’ values for this- -

laboratory. - -
~~~ - - -

PubI ications and Presentations: None J - - ~~~ ~

STATUS : -
~~ ~~~
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CLINI CAL I NVESTIGAT ION SERVICE - - . 
-

FITZS IOMONS ARMY MEDICAL CENTER
Denver , Colorado 8O24O~
RESEARCH PROJECT RESUME

30 SEP 78 
-

TITLE: Evaluation and Structura l Identification of Unusua l Human
Hemoglobin Variants. - -

WORK UNIT NO.: 78/651 fl
-
,:- -

PRIN CIPAL INVESTIGATORS: Nicholas C. Bethienfa lvay, 10L , MC
Donald G. Corby, COL , MC - - - - —

George L. Brown, LTC, MSC , PhD
John C. Micha lak , MAJ , MC
Philip O’Barr , DAC-, PhD - . -

ASSOCIATE INVESTIGATOR: None 
-

OBJECTIVES 
-

To demonstrate that variation at critica l Sites in -hemoglobin structure
is one of the reasons for anemia , polycythemia or a hemolytic state in
man. -

TECHN I CAL APPROACH

Documented cases of chronic hemol ytic anemia , erythrocytosis with a
demonstrably left shifted oxygen dissociation curve, cases of anemia
with a definIte rIg ht shift of the hemoglobin oxygen dissociation
curve, and cases who on routine screening are recognized to have
hemoglobi ns C , 0, E, G or J w ill be studIed. Special electrophoret ic
techni ques (cellulose, agar or pol ycrylamide media with IEF as
applicable) and col umn chromatography wil l be employed . Localization
of the structure of the modification(s) within the polypept i de chain
will be ma”2 following enzymatic digestion of the affected polypept i de
chain following electrophoretic and chromatograph ic separation and
staining of the individua l peptides.

Manpower (in professiona l man years): 1.0/yr

Funding (in thousands) FY 78: 
- 

2.0
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In FY 78 five (5) patients entet~sd the s ;u4y. ~Two of these were foundto have coninon hemoglobin variants. ‘The third patient is bel ieved to
have unstable hemoglobin dIsease , with an electrophoretically and
chromatographical’l~’ s i l~ nt var’iant (neutral substItut ion). Extensive
structrua l studies on this patient and her parents are current!y being
conducted in the l aboratory of Dr. T.H.J. Huisma n , Medica l College of
Georgia , Augusta , Georgia. - 
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CLINICAL INVESTIGATI ON SERVICE
FITZSIMO NS ARMY MEDICAL CENTER

Denver,- Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Al pha Thal assemla: Evaluation of the Sl9niflcance of Hemoglobin
Bart ’s in the Black Neonate. -

WORK UNIT NO.: 78/652

PRINCIPA L INVESTIGATORS: N i cholas C. Bethlenfalvay, COL, tIC
- Gera ld  B. Merenstein , LTC , MC

George L. Brown, LTC, MSC , PhD
Thomas P. O’Barr, DAt , PhD

ASSOCIATE INVEST~GAT0R: None - 
-

-

OBJECTIVES

To confirm the presence and assess the severity of alpha tha lassemia
in Biack neonates who have Hemoglobin Bart ’s by means of In vitro
globin polypeptide chain synthesis and calculation of alpha—beta
readioactlvity ratios.

TECHN I CAL APPROACH -

Black neonates w ill be screened by means ‘of el ectrophoresis for the
absence or presence of Hemoglobin Bàrt ’s. Quantitatlon of Hemog lobin
Bart ’s will be done by col umn chr2omatography. Those cases who present
with detectable amounts of Hemoglobin Bart ’s at birth will be again
studied at one year of age- for the presence or absence of
alpha chain pool by incubating their peripheral blood with C leuc i ne
in vitro and separation of globin cha i ns on CM cellulose columns.
At that time alpha/beta chain synthetic ratios will be determined.

Manpower (in professiona l man years): 1.0/yr

Funding (in thousands) FY 78: 1.0 
- - a-

PROG RESS

Since the inception of thIs protocol in FY 18, twenty—five Black neonates
were studied. Two of these had an excess of 2% Hemog lob in Bar t’s. Two

-; had between I and 2% Hemoglobin Bart ’s. The rema i nder had no detectable
Hemoglobin Bart ’s.

Publications and PresentatIons: None

STATUS:

OngoIng. 217
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CLINICAL INVESTIGAT ION SERVICE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80246

RESEARCH PROJECT RESUME
30 S EP 78

TITL E-: Gamma Thalassemia in the Newborn.

WORK UNIT NO.: 78/653

PRINCIPAL INVESTIGATORS: Njcholas C. Bethlenfa l vay , COL , MC
Gerald B. Merenstein , LTC , MC
George L. Brown, LTC , MSC , PhD
Thomas P. 

- 
O’Barr , DAC , PhD

ASSOC I ATE INVESTIGATO R: None

OBJE CTIVES

To demonstrate that suppression of gamma polypept i de chain synthesis
is one of the mechanisms that causes mlcrocytië-hypochromic (hemolytic)
anemia in the newborn. -

TECHNI CAL APPROACH

Reticulocyte enriched periphera l -bl-ood - of newborn -having microj~ tic_
hypochromic anemia of unknown etiology pi ll be incubated with C-
leuc i ne in vitto. Globin w i ll be prepared by th~ acid acetone techni quean d frac~Tonatéd in to alpha , beta and gamma chains on CM cellulose
columns. Radioactivi ty and specific activity ratios of gamma/a lpha
and gamma plus beta/al pha chaIns wi l l be cal culated.

Manpower -(in professional man years): 1.0/yr 
- - 

- -

Funding (in thousands) - FY 78: 0.8 -

PROGRESS 
- - - - 

-

In FY 78 no newborn met the selection criteria to enter into the study.

Publicat ions and Presentations: None -

STATUS: - -

OnogOing. 
-

_
_ _ a -
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CLINICAL INVE STIGATI ON SERV ICE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJECT RESUME
30 SEP 78

TITLE: Assessment and Implications of the Publ ic ’s Knowledge and
Acceptance of the Pediatric Nurse PractJ t loner Role Within
A Military Population.

WORK UNIT NO.: 77/700

PRINCIPAL INVE STIGATOR: Wayne A. Rose, CPT, ANC , PNP

ASSOCIATE INVESTIGATOR: None

OBJECTIVE S

To eva l uate the level of the pub l ic ’s know l edge and acceptance of the
Pediatric Nurse Practitioner role and to discuss the implications of
the information gained by this assessment, as they relate to the
knowledge and acceptance of the Pediatric Nu rse Practitioner role.

TECHNICA L APPROACH

An anonymous assessment questionna i re was devised for distribution to
parents as they obtained their child’ s health record for scheduled
appointment. Upon completion , the respondent would deposit the
questionnaire and consent form into marked receptacles placed within
the clinic.

Manpower (in professiona l man years): 0.1/y r

Funding (in thousands) FY 78: 0.0

PROGRESS

The data was collected during the month of October 1977. A total of
950 questionna I res were distributed and 578 people responded. Inclosed
is the fIrst draft of the raw data and in itial assessment of that data.
The researcher is presently complet i ng the second draft for publication .

Publications and Presentation s: None

STATUS:

Completed.
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CLINICAL INVESTIGATION SERV I CE
FITZSIMONS ARMY MEDICAL CENTER

Denver , Colorado 80240

RE SEARCH PRO JE CT RE SUME
30 SEP 78

TITLE: A Home Based Infant St i mulation Program.

WORK UNIT NO.: 77/750

PRI NCIPAL INVESTIGATO R: Dorothy McKennett, MAJ , AMSC

ASSOCIATE INVESTIGA TOR: None

OBJECTIVES

The prima ry objective of this study is to utilize a home base infant
sti mulation program as an aid in the fulfillment of the infant ’ s
cognitive and sensorimoto r potential.

TECHN I CAL APPROACH

Twen ty norma l newborn infants (ten in the control and ten in the
experimental group) from the nu rsery at FAMC were assessed on the
th i rd and on , or about , the 28th day of life using the Brazelton
Neonata l Behaviora l Assessment Scale. The experimental mothers were
give n a home program of deve l opmenta l stimulation . The purpose was

— 
to see If this program could make a significant diffe rence in the
v i s u a l , audi to ry, motor and other developmenta l aspects in the first
month of life .

Manpower (in professional man years): 0.1/yr

Funding (in thousands) FY 78: 0

PROGRESS

Between March 1978 and June 1 978, twenty norma l newborn infants were
tested. This completed the forma l testing. Currently, I am in the
process of fina li zing my research thesis.

Publicat ions and Presentation s: None

STATUS:

Compieted.
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CLINI CAL INVESTIGAT ION SERVICE
FITZSIMON S ARMY MEDICAL CENTER

Denver , Colorado 80240

RESEARCH PROJE CT RESUME
30 SEP 78

TITL E: The Gravity of Child Care and Maltreatment Acts: An Assessment
of Opinion s of U.S. Army Child Protection and Case Management
Team Members.

WORK UNIT NO.: 78/755

PRINC I PAL INVESTIGATOR: Theodore P. Fu rukawa , CPT(P), MSC , M.S.W.

ASSOCIATE INVESTIGATOR: None

OBJE CTIVE S

Th rough written questionna i re survey of selected U.S. Army C hild
Protection and ‘ase Mangement Team (CPCMT) membe rs assigned to
continenta l Un i ted States (CONUS) medlca l treatment facilities , the
study will:  (1) clarif y the types of acts toward children which are
considered acceptable child care vs. maltreatment , (2) ascertain the
way in which specific features of the child care incident affect the
judgment of seriousness , and (3) consider the extent to which seriousness
judgemnt s are determined by characteristics of those making the assessments.

TECHN I CAL APPROACH

Since i976, all CONUS Army installation s with 2,000 or more dependents
are manda ted to establish a multidiscipl i na ry CPCMT to identify , protect ,
and trea t the malt reated child and his/her family (AR 600—48). Two
written questionnaires were developed for the study: (I) a survey of
the installations ’ senior social workers for organ i zational data and
(2) a survey of CPCMT members for personal/professional data and for
the i r ra t i n gs on a standa rd set of vi gnettes (for seriousness and
predicted level of intervention by their CPCMTs).

Manpower (in profess iona l years): 0.25/yr (@ l.O/yr)

Funding (in thousands) FY 78: 0

PROGRESS

Between July and September 1978, questionna i res were deve l oped and sent
to forty—two Insta llat i on senior social workers and to 1+69 CPCMT members
(dated 1 October 1978). A suspense date of I November 1978 was established
for the return of all questionnaires.

Publications and Presentation s: None

STATUS:
221
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