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FOREWORD

The research ref1e~ted in this report is a credit to the entire staff
of Brooke Army Medical Center. The quality of the york as well as the
enormous number of publications and presentations (240) is indicative
of a staff interested not only in delivering quality health care but
also committed to improve that care by participating in clinical in-
vestigations. Since its inception in 1971, the Clinical Investigation
Service has been dedicated to supportinj and stimulating clinical in-
quiries. With the completion of administrative offices and laboratory
facilities during FY 77, we are now more capable than evec to support
clinical research activities and the resident training program at BAMC.

We are grateful to this facility ’s Commander , BC Floyd W. Baker, for
his continued support and recognition of the instrumental role clini-
cal investigations play in the delivery of quality health care and in
maintenance of an effective teaching program. Likewise the support
of the Clinical Investigation Consultant, Health Services Command,
COL Norman W. Ream, is appreciated . The quality and sophistication
of the equipment in the new laboratory facility is a direct result
of COL Ream ’s active support of the BANC Clinical Investigation
Service.

This report and tle efficient management of the multitude of adminis-
trative tasks in the Clinical investigation Service would not be pos-
sible without tne devoted and unselfish support of Mrs. Dodie Bratten
to whom we expresr our most sincere appreciation.

- , %, ,

OB G. PARRISH, Ph.D. RUDI ANSBACHER, ~I.D., M.S.
Captain, MSC Colonel , MC
Chief , Clinical Investigation Chairman, Directorate f or

Service Clinical Investigation Service

I

L_.. - 

- 

— 
—

~~



REPORT OF TOTAL ACTIVITIES OF CLINICAL INVESTiGATION SERVICE

F? 7T—77

A. Objectives

The Clinical Investigation Service was established at Brooke Army
Medical Center 9 August 1971 to coordinate clinical investigation ac-
tivities throughout the hospital complex. It is an independent ser—
vice directly under the Chief , Professional Services and operated
under the guidance of the Directorate for Clinical Investigation
Service, composed of three members from the Department of Medicine
and one each fron Obstetrics—Gynecology , Pediatrics and Surgery;
the Clinical Investigation Committee, composed of the chiefs of the
various professional departments; and the Human Use Committee com-
posed of lay personnel.

The Clinical Investigation Service was established to promote,
stimulate , coordinate, and provide support for clinical investiga—
tion and development activities within Brooke Army Medical Center,
including design of experiments, typing and editorial services, and
technica l liaison with outside facilities.

B. Technical Approach

- , Manpower

Name Rank Authorized Title

LTC Chief
Pa rr ish , Rob G.* CPT 68C00 82 Laboratory Dir/Biochemist
Ciolma , John P. CPT 68A00 8Z Physiologist
Lieberman, Michael CPT 68J00 82 Microbiologist
Greene, Joseph C. SSG 92B3R Sr Med Lab Sp, NCOIC
Sinegal, John H. SSG 92B3R Med Lab Sp
Pu tt , James J. SSG O1H2R Biological Sci Asst
Wright , Cwendolyr, SP4 O1H2R Biological Sd Asst
Mckissick, Donna 2. SP4 92B1R Med Lab Sp

SP4 92B1R Med Lab Sp
GS9 00334 Computer Sp
GS7 00404 Biological Lab Tech

Chaps, Isidoro A. GS7 00645 Med Lab Tech
Bratten , Dodle GS6 01087 Editorial Asst

*Served as Chiei during the period covered .
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[iirectorate for Clinical Investigation Service

F? 7T-77

Name Rank Organization Title

Ansbacher, Rudi COL Department of Obstetrics Chairman
and Gynecology

Parr ish, Rob C. CPT Clinical Investigation Recorder
Service

Zeigler, Michael C. COL Department of Surgery Member
Murgo, Joseph P .  LTC Department of Medicine Member
Bowman, Robert P. LTC Department of Medicine Member
McNitt , Theodore R. LTC Department of Medicine Member
Steele, Russell 14• LTC Department of Pediatrics Member

FY 78

McNitt, Theodore R. LTC Department of Medicine Chairman
Par rish, Rob C. CPT Clinical Investigation Recorder

Service
Zeigler , Michael C. COL Department of Surgery Member
Murgo, Joseph F. LTC Department of Medicine Member
Steele, Russell W. LTC Department of Pediatrics Member
Head, David R. LTC Department of Pathology Member

and Area Lab Svcs
Kennedy , Peter S. MAJ Department of Medicine Member

Funding FY 7T-77

MEDCASE $ 66 ,262.00 3 Protocols
$ 52 ,986.00 Laboratory

$119,248.00

Capital
Equipment $ 2,462.00 4 Protocols

$ 6,098.00 Laboratory

$ 8,560.00

Consumable
Supplies $ 30,635.00 24 Protocols

$ 27 ,659.00 Laboratory
$ 4,342.00 Contractural Services

$ 62 ,961.00

TOTAL $190,769.00
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C. Progress

Protocol Disposition F’1~ 7T—77

Completed Terminated Ongoing to FT 78

F Y 7 2  1 0 2
FY 73 0 1 1
FY 74 3 1 6
FY 75 8 0 7
F Y 7 6 10 8 14
F Y 7 7  9 2 37

31 12 67

During F? 7T—77, 110 manuscripts were accepted for publication
in national and International journals; 59 of these emanated from
Clinical Investigation Service sponsored projects. At the present
time, there are 51 manuscripts pending acceptance for publication.
Fifty—six manusc~Ipts were reviewed by members of the Directorate
for fulfillment of residency requirement. One hundred and thirty
presentations were made at national and international meetings, and
most of the material came from protocols registered in the Clinical
Investigation Service.
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crine Society Meeting , Chicago , Ill., June 1977.

Parrish, R.C. Phospholipid Head Group Conformational Change.. VIIth
International Conference on Magnetic Resonance in Biological Systems,
St. Jovite , Can . ,  September 1976.

Giol ma , J.P. Co—chaired session on Bio—impedance. AAMI Meeting , San
Francisco, Calif., 13—17 March 1977.

V~po.n_tinent o~ Ven~t~4 tj ty

Biven , G .M.  An Adhesive System Splint for Luxated Teeth. Table Clinic ,
117th Annua l Session, American Dental Association , Las Vegas , Nev..
15 November 1976.

Newell , D.M. Diagnosis and Treatment of Furcat ive Involv ements. Baylor
University College of Dentistry , Dalla s, Tex., 2 December 1976.

Newell , D.M. The Periodontal Examination. Letterman Army Medical
Center Postgraduatn Course in Periodontics, San Francisco, Calif.,
17 January 1977.

Newell , P. M. Periodontal Principles in Restorative Dentistry . Letter-
man Army Medical Center Postgraduate Course in Periodontics, San
Francisco , Calif., 19 January 1977. -

Newell , P.M. Acute Periodontal Conditions. U.S. Army Institute of
Dental Research Postgraduate Course in Periodontics, Walter Reed
Army Medical Centt.r , Washington , D.C., 7 March 1977.

Newell , ELM. Autologous Intraoral and Iliac Marrow Bone Grafts.
U.S .  Army In s t i t u t e  of Dental Research Postgraduate Course in Per io—
dontlcs , Walter Reed Army Medical Center , Washington , D.C., 9 March
1977.
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Newell , D.M. Periodontal Considerations in a Quality Restorative
Practice. Texas Chapter of American Society of Preventive Dentistry,
Dallas, Tex., 14 ‘1ay 1977.

Kraut , R.A. An Evaluation of Enflurane as an Amnesic Agent for Out—
patient Oral Surgery . American Society of Oral Surgeons, San Fran-
cisco, Calif., 23—28 September 1977.

V~p a.’t.tinen-t o~ M e ..Lc.Lne~
Chief

Ognibene , A.J. Febrile Illnesses in American Soldiers in the Tropics.
Tropical Medicine course, Walter Reed Army Institute of Research,
Washington , D.C., 29 July 1976.

Cardiology

Giolma , J.P., Murgo, J.P., and Altobelli, S.A. An Automated System of
Processing Hernodynamic Signals for Research in a Clinical Setting.
11th Internationa l Conference on Medical and Biological Research,
Ottawa , Can., October 1976.

Logsdon, J.D., Altobelli, S.A., McCranahan, G.M., and Murgo, J.P.
Right Left Heart Ejection Dynamics During the Valsalva Maneuver in
Ma n. 49th Sc ien t i f ic  Sessions of the American Heart Association ,
Miami Beach, Fla., November 1976.

Murgo, J.P. Ejection Dynamics in Hypertrophic Cardiopathy . Panel
on Aseptic Hypertrophy , 26th Annual Scientific Sessions of the

- - American College of Cardiology , Las Vegas, Nev., March 1977.

Murgo, J.P. Thc Election Dynamics in Hypertrophic Cardiomyopathy During
the Presence and Absence of Intraventricular Gradients. Research
Seminar , University of Washington , Seattle, Wash. Aptil 1977.
Cardiovascular Seminar, Cardiology Division, Harbor General Hospital,
University of Cali2ornia at Los Angeles, Los Angeles , Calif , April 1977.
Cardiovascular Seminar , University of California at San Diego, San
Diego, Calif., April 1977.
Research Seminar , Cardiology Division, Stanford University, Palo Alog,
Calif., April 1977.
Cardiovascular Research Seminar, University of Texas Health Science
Center , San Antonio, Tex., May 1977.

Murgo, J.P. The Dynamics of Left Ventricular Ejection in Obstructive
and Non—obstructive Hypertrophic Cardiomyopathy. 6th Annual Associa-
tion of Army Cardiology Meeting , William Beaumont Army Medical Center,
El Paso, Tex., May 1977.
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• Kirk , J.W. Left Ventricular Performance in Isolated Aortic Valve Dig—

ease with and without Coronary Artery Disease. 6th Annual Association
of Army Cardiology Meeting, William Beaumont Army Medical Center , May
1977.

Uhl , G.S. Simultaneous Right and Left Heart Hemodynamics of Pericardial
Tamponade. 6th Annual Association of Army Cardiology Meeting, William
Beaumont Army Medical Center, El Paso, Tex., May 1977.

Felter, H.F. The Effects of Respiration on Simultaneous Right and Left
Heart Ejection Dynamics Correlates to Splitting of the Second Heart
Sound . 6th Annaal Association of Army Cardiology Meeting, William
Beaumont Army I4edical Center , El Paso, Tex., May 1977

Murgo , J.P. Engineering Principles Applied to Human Hemodynamic Re—
searcn in a Clinical Cardiac Catheterization Laboratory. Southwest
Research Institute, August 1977.

Murgo, J.P. Ejection Dynamics of Hypertrophic Cardiomyopathy During
the Presence and Absence of Intraventricular Gradients. Free Univer-
sity of Amsterdam , Amsterdam, Netherlands, September 1977.

• Murgo, J.P. Aortlc Input Impedance in Man During Rest, Exercise and
the Valsalva Maneuver. NATO Conference on “Engineering Principles
in Cardiovascular Research” , Urb ino , Italy, September 1977.

Dermatology

Greenberg, J .H.  Rejection of Verrucae Vulgaris — A Clinical Therapeutic
Trial. Dermatologic Therapeutic Seminar, Letterman Army Medical Center ,
San Francisco, Calif., April 1976.

Rietschel, R.L. A Method to Evaluate Skin Moisturizers in vivo.
Southern Regional Meeting of the Society of Investigative Dermatology,
6 November 1976.

DeVillez , R.L. Application of the Fluorescent Antibody Technique to
the Investigation of Various Dermatoses. Texas Dermatologic Society,
Houston , Tex . ,  14 May 1977.

Gastroenterology

McE lwee , H.P. and Stammer , J .L. Prevalence of Hepatitis B Markers in
Gastroenterologists.  Sixth Annual William Beaumont Gastrointestinal
Symposium , William Beaumont Army Medical Center , El Paso , Tex., March
1977.

McElwee, H.P .  and Stammer , J.L. Prevalences of Hepatitis B Markers
in Gastroenterologists. American Society of Gastrointestinal Endo—
scopy, Toronto, Can., 25 May 1977.

12
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Display. 77th Annual Meeting , American Gastroenterological Association,
Miami, Fla., May 1977.

General Medicine

Wolcott , B.W. Future Medical Care by Physician Extenders Algorithms,
and Computers. Society for Advanced Medical Systems. Boston, Mass.,

• November 1976.

Wolcott , B.W. Basic Decisions in Emergency Departmer’t Cases. A Logical
Approach. University Association for Emergency Medical Eervices, Kansas
City , Mo., 16—18 May 1977.

Wolcott , B.W. Clinically Validated Algorithm for Management of Closed
Extremity Trauma. University Association for Emergency Medical Services,
Kansas City , Ito., 16—18 May 1977.

Wolcott , B.W. Daily Chart Audit in an Emergency Department as a Quality
Control Device. University Association for Emergency Medical Services,
Kansas City, Mo., 16—18 May 1977.

Rockey, P.H., Bompkins, R.K., Wood , R.W., and Wolcott., B.W. Cost Ef-
fectiveness of Back X—rays for Back Pain. American Federation for
Clinical Research, May 1977.

Wolcott, B.W. Interobserver Reproducibility of Clinical Data. Ameri-
can Federation for Clinical Research, May 1977.

Wolcott , B.W. Clinical Validation of an Upper Respiratory Illness
Algorithm . American Federation for Clinical Research, May 1977.

Wolcott , B.W. Evaluating Physician Extender ’s Medical Care: Algorithm
Assisted Management of Ambulatory Patients with Acute Respiratory
Illnesses. American Federation for Clinical Research , May 1977.

Infectious Disease

Stevens, ILL. Susceptibility of Pasteurella Multocida to 16 Antibiotics.
American Society of Microbiology, New Orleans, La., May 1977.

Nephro logy

Gersh , H. A.  Diagnostic Maneuvers in Renal Osteodystrophy. Nephrology
Seminar , Academay of Health Sciences, Fort Sam Houston, TX , January 1976.

Nash , D . A . ,  J r. Adequacy of Dial ysis with Sorbent—Based T)ialysate Re-
generation System (RDY). American Society of Nephrology, Washing ton,
D.C. 23 November 1976.

Jacobson , R.A. The Proximal Tubule: Physiology and Pathophysiology .
Nephrology Seminar entitled “Current Topics in Nephrology , 11 April 1977.

13
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Merr ill, R.H. Metabolic Effects of Renal Disea~e on the Immune System.
Nephrology Seminar entitled “Current Topics in Nephrolcgy”, April 1977.

Myers , W.D. Radionuclides in Renal Disease. Nephrology Seminar en-
titled “Current Topics in Nephrology”, 12 April 1977.

Mulgrew, P.J. Bartter ’s Syndrome. Nephrology Seminar entitled “Cur-
rent Topics in Nephrology”, 12 April 1977.

Stor, R.A. Antibiotic Nephrotoxicity. Nephrology Seminar entitled
“Current Topics in Nephrology”, 13 April 1977.

Merr ill , R.H. Potassium Homeostasis in Renal Failute. Nephrology
Seminar entitled “Curren t Topics in Nephrology”, 13 April 1977.

Whitman , W.H . The Hemolytic Ureinic Syndroine/Thrombotic ~Fhrombocyto—
penic Purpura Complex. Nephrology Seminar entitled “Current Topics
in Nephro 1ogy ’~, 12 April 1977.

Whitman, W.H. Calcium Disturbances in Chronic Renal Failure. Re-
gional Dialysis Nurses and Technicians Meeting , May 1977.

Myers , W.D. The “Burnt” Kidney. Regional Dialysis Nurses and Tech-
nicians Meeting , May 1977.

Myers, W.D. Renal Function in the Thermally Injured Patient. 30th
US Army Institute of Surgical Research Anniversary, 24 June 1977.

Myers, W.D. Renal Failure. Nursing Continuing Education Seminar.
September 1977.

Neurology

Gunderson , C.H. A Problem Oriented Approach to Neurologic Diagnosis.
University of T€xas Health Science Center at San Antonic Postgraduate
Course, 11 February 1977.

Oncology

McCracken , J.D. Tumors of Unknown Origin. University of Texas as
San Antonio, Department of Medicine Oncology Conference, 10 August
1976.

Kennedy , P .S. E1ectronic Size Measurement of Platelet Aggregates.
Hematology Section, City of Hope, Duarte, Calif., 2 June 1977.

Kennedy, P.S. Factors Affecting Size Distribution of Platelet Ag-
gregates in Blood . New Methodological Techniques . Hematology—
Oncology Grand Rounds, University of Texas , Galveston , Tex., 19
August 1977.
Hematology Section, Baylor College of Medicine , Houston, Tex.,
9 September 1977

14
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Rheumatology

Fe lt , J.C. ImznulLe Complex Disease. Columbia Medical School of Wis-
consin, Milwaukee, Wis., 16 September 1977.

V&~pax~tmen-t o~ Ob4s~te,tn_~c4 cz~td Gyneco!_og y

Ansbacher , R. Is It Necessary to Order a Sperm Antibody Test in the
Work—up of an Infertile Couple? Great Debates in Gynecological Endo-
crinology and lnfertility , Baylor College of Medicine, Houston, Tex.,
16 September 1976.

Ansbacher , R. Immunology of Infertility . Reproductive Endocrinology
Postgraduate Course , 15th Annual Meeting of the Armed Forces District
of the American College of Obstetricians and Gynecologists, Las Vegas ,
Nev., 20 September 1976.

Ansbache r , R. Critique of Paper “Cervical Implanatatiou of an Ectopic
Pregnancy : Two Case Reports”. 15th Annual Meeting of the Armed Forces
Distr ic t  of the American College of Obstetricians and Gynecologists,
Las Vegas, N~v., 22 September 1976.

• Ansbacher , R. Moderator, Scientific Session for Five Presentations
• and Discussions. 15th Annual Meeting of the Armed Forces District of

the American College of Obstetricians and Gynecologists, Las Vegas,
Nev., 23 September 1976.

Goode, J.A . Ileal Bypass in Pregnancy: Report of Cases and a Review.
15th Annual Meeting of the Armed Forces District of the American
College of Obstetricians and Gynecologists, Las Vegas, Nev., 23
September 1976.

Wilson, M.E., Strauss, J.H., Caldwell , et al. Laminaria in Second
Trimester F.,ci—Ur ea, and Intravenous Oxytocin Abortions. 15th Annual
Meeting of the Armed Forces District of the American College of
Obstetricians and Gynecologists, Las Vegas, Nev., 22 September 1976.

Ansbacher , R. Tle Cervical Factor. Postgraduate Course “Improved
Office Techniques in Treating Infertility Problems” - 70 Annual
Scientific Assembly of the Southern Medical Association, New Orleans,
La. , 7 November 1976.

Ansbacher , R. The Male Factor. Postgradute Course “Improved Office
Techniques in Treating Infertility Problems”. 70th Annual Scientific
Assembly of ~he Southern Medical Association, New Orlean s, La., 7
November 1976.

Ansbacher , R. A.I.H. and A.I.D. Postgraduate Course “Improved Office
Techniques in Treating I n f e r t i l i t y  Problem s” . 70th Annual Scientific
Assembly of the Southern Medical Association , New Orleans, La., 7
November 1976.
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Ansbacher , R . Evaluation of the Male in Infertile Couples . Visiting
Professor, the Mayo Clinic, Rochester, Minn., 24 February 1977.

Ansbacher, R. Endometriosis: Surgical Treatment. Postgraduate Course
in Reproductive Endocr inology on Hormone Therapy, Wilford Hall USAF
Medical Center, Lackland Air Force Base, Tex., 1.9 March 1977.

Ansbacher , R. Evaluation of the Infertile Couple. Consultant for the
Department of Ob—Gyn, William Beaumont Army Medical Center , El Paso,
Tex., 24 March 1977.

Ansbacher , R. Endometriosis — Treatment. Consultant for the Department
of Ob—Gyn, William Beaumont Army Medical Center, El Paso , Tex., 24
March 1977.

Ansbacher, R. Contraception: Past, Present, Future. Consultant for
the Department of Ob—Gyn, William Beaumont Army Medical Center, El -

Paso, Tex., 24 March 1977. 
•

Ansbacher, R. Immunology of Infertility. Consultant for the Depart—
men t of Ob—Gyn , William Beaumont Army Medical Center , El. Paso , Tex.,
25 March 1977.

Ansbacher, R. Bleeding in Pregnancy. Consultant for the Department of
Ob—Gyn, William Beaumont Army Medical Center, El Paso , Tex., 25 March

• 1977.

Ansbacher, R. Interpretation of the Semen Analysis (Male Factor).
Postgraduate Course “Improved Office Techniques in Treating Infertility”
9th World Congress of Fertility and Sterility and 33rd Annual Meeting of
the American Fertility Society, Miami Beach, Fla., 12 April 1977.

Ansbacher, R. Role of Immunology in the Infertile Couple. Postgraduate
Course “Improved Office Techniques in Treating Infertility”, 9th World
Congress of Fertility and Sterility and the 33rd Annual Meeting of the
American Fertility Society, Miami Beach , Fla., 12 April 1977.

Ansbacher , R. Evaluation of Tubal and Uterine Factors. Postgraduate
Course “Improved Off ice Techniques in Treating Infertility”, 9th World
Congress of Fertility and Sterility and the 33rd Annual Meeting of the
American Fertility Society, Miami Beach , Fla., 12 April 1977.

Ansbacher , R. Immunologic Aspects of Infertility. Luncheon Round
Table Conf erence, 9th World Congress of Fertility a~id Sterility and
the 33rd’Annual Meeting of the American Fertility Society, Miami
Beach , Fla., 13 April 1977.

Ansbacher R. Artificial Insemination with Husband and Donor.
Luncheon Round Table Confer ence, 9th World Congress of Fertility and
Sterility and the 33rd Annual Meeting of the American Fertility
Society, Miami Beach, Fla, 15 April 1977.
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Ansbacher , E. Immunologic Aspects of Male Infertility. General
Session, 9th World Congress of Fertility and Sterility and the
33rd Annual Meeting of the American Fertility Society, Miami Beach,
Fla., 14 April l~77.

Ansba cher , R. Donor Insemination: Indications, Technique, Results.
General Session, 9th World Congress of Fertility and Sterility and
the 33rd Annual Meeting of the American Fertility Society , Miami
Beach , Fla., 15 April 1977.

Ansbacher , R. Mederator for Session on Urology . 9th World Congress
of Fertility and Sterility and the 33rd Annual Meeting of the Ameri-
can Fertility Society , Miami Beach, Fla., 14 April 1977.

Ansbaeher, R. Workup of the Male — Semen Analysis. Postgraduate
Course “The Management of Infertility”, 25th Annual Clinical Meeting
of the American College of Obstetricians and Gynecologists, Chicago,
Ill., 7 May 1977.

Anabacher , R. Treatment of the Male, A.I.H. and A.I.D. Postgraduate
Course “The Management of Infertility”, 25th Annual Clinical Meeting

• of the Aneri~an College of Obstetricians and Gynecologists, Chicago,
I l l . ,  8 May 1977~

• Anabacher , R. immunologic Aspects of Infertility. Breakfast Con-
ference, 25th Annual Clinical Meeting of the American College of
Obstetricians and Gynecologists, Chicago, Ill., 9 May 1977.

Scientific Exhibit “Television as a Media for Patient and Physician
Education”. 15th Annual Meeting of the Armed Forces District of
the American Col lege of Obstetricians and Gynecologists, Las Vegas,
Nev . ,  18—24 September 1976.

Vepc.’t-tintn~t 06 Pa..tho togy and A’Lea~ Labo’w.~toity Seku~ceA

Head , D .R.  Panel Member — Workshop “Remoglobinopathies in the Military”.
Aerospace and Military Medicine Program, National Medical Association,
81st Annual Convention, 9 August 1976.

Head , D.R. Factor VIII for the Laboratories. Current Concepts in
Pathology, Letterman Army Medical Center, San Francisco, Calif.,
19—21 April 1977.

Koester, S.K., Shildt , R.A., Luedke, D.W., Laham , M.N., Kasai, G.J.
Immunologic Response of Oncology Patients to Influenza Immunization .
Texas Branch of the Society of American Microbiologists, San Antonio,
Texas, 11 Match 1977.

Oberhofer , T.R., Rowen, J.~~ , Cunningham, G.F. and Higbee, J.W.
Evaluation of the Oxi/Ferm Tube System with Selected Cram Negative
Bacteria. American Society for Microbiology , New Orleans, La.,
8—13 May 1977.  

17

~~~~~~~~~~~~~~ ~~~~~~~~~~~~~~~~~~~ 
— 



• 
.

06 Ped tki.c4

Wood , D .A.  International Aspect of Child Abuse in the Military and
the Army ’s New Role as Child Advocate. Symposium on Child Abuse,
Denver , Cola., October 1976.

Gold , L.F. and Steele, R.W. Acute Necrotizing Fasciitis and Myositis
in a Neonate. Uniformed Services Pediatric Seminar, El Paso, Tex.,
20—25 March 1977.

Steele , R.W. , Marrero , C. and Canales, L. Plasma Infusion Correction
of Opsonization for Pneumococcal Meningitis. Pediatric Society, San
Francisco , Calif . ,  25—30 April 1977.

Steele, R.W. Necnatal Host Defenses Against K—l and Non K—l E. coli.
Pediat ric Society , San Francisco , Cal i f . ,  25—30 April 1977.

Vepoit.titieit-t 06 SwtgVty

Office of the Chief

Duffy, M.M. Erection of the Upper Lateral Cartilages for Middle Third
Nasal Defects. Symposium of Military Plastic Surgery, Walter Reed

• Arm y Medical Center , Washington , D .C . ,  17— 19 January 1977.

D u f f y ,  M.M. Better Breasts for Better Liv ing Through Surgery . South
Texas Chapter of the American College of Surgeons , Austin, Tex.,
27—29 January 1977.

Anesthesiology

Rayburn , R.L. and Watson, R.L. CPRAM—Controlled Partial Rebreathing
Anesthesia Method . Presented at the University of Florida, Gaines—
yu le;
All Children ’s Hospital, University of Southern Florida, Tampa;
Variety Childrens Hospital, University of Miami, Miami, Fla.; and
University of Tennessee, Knoxville, Tenn., September 1977.

Winnie, A., Watson , R.L., et al. Anticholinergic Differences — A
M a t t e r of Safety. Scientific Exhibit American Medical Association,
Da l las , Tex., June 1976.

General Surgery

Jarst fe r , B .S. Aorto—Prosthetic False Aneurysms. Walter Reed Army
Medical Center , Washington , D.C . ,  9 December 1976.

Jarat fer , U .S .  The Reflected Wave in Aorto—I liac Evaluation . Walter
Reed Army Medical Center , Washington , D.C . ,  10 December 1976.

Spebar , M . J. and T ar st fe r , U .S.  Coccidiomycosis in Surgical Practice.
Southwestern Surgical Congress, Acapulco , Max., 26 April 1977.
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P lucinski , T.R. and Newman, H.K .  Unsuspected Non—Medu llary Carcinoma
of the Thyroid in Patients with Hyperparathyroidimn . Southwestern
Surgical Congresc , Ac apu lco , Mex. ,  27 April 1977.

Fanning , R .K.  and Jars t fer , B.S.  Late Aorto—Prosthetic Suture Line
Disruption. Display, Southwestern Surgical Congress, Acapulco, Mex.,
25—28 April 1977.

Ophthalmology

Van Gemert, J.V. Insertion and Postoperative Evaluation of Intraocular
Lens. South Texas Chapter of the American College of Surgeons, Austin,
Tex . ,  27— 29 January 1977.

Orthopaedics

Harman , L.E., III. Epiphyseal Fractures of the Distal Femur. South
Texas Chapter of the American College of Surgeons, Austin, Tex.,
27—29 January 1077.

Plastic Surgery

Burton , F .C.  The Neg lect of Basal Cell Carcinoma . Texas Society of
Plastic Surgeons , Dallas , Tax., 6—9 May 1976.

Gum, R.A. Plastic Surgery in the Military Service. Tenth Symposium
Walter Reed Army Medical Center , Washington, D.C., 17—19 January 1977.

Cardtothoracic Surgery

Treasure, R.L. Historical Highlights of Thoracic Surgery in the Army.
Association of M4•litary Surgeons of the United States, San Antonio,
Tex., 2 November 1976.

Walker , O.M. Bronchogenic Cysts. Southern Thoracic Surgical Associa-
tion , Acapulco , Mex., 5 November 1976.

Treasure, R.L .  Surgical Management of Aneurysms of the Ascending
Aorta. Current Trends in Cardiovascular Disease Symposium, William
Beaumont Army Medical Center, El Paso, Tex., 19 May 1977.

Walk er , O.M. A Five—Year Experience with the Intra—aortic Balloon
Pump at Brooke Army Medical Center. Current Trends in Cardiovascular
Disease Symposiun., William Beaumont Army Medical Center, El Paso, Tex.,
19 May 1977.

Will , R.J. Sodium Nitroprusside and Propranolol Therapy for Management
of Post Coaretectomy Hypertension. Current Trends in Cardiovascular
Disease Symposium , William Beaumont Army Medical Center, El Paso, Tax.
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Urology

Lubensky , J.D. Peyronie’s Disease. Kimbrough Urological Seminar, San
Diego, Calif., October 1976.

Gangai, M.P. Diagnostic Steps in the Evaluation of Patients with Inter—
sex. Kimbrough Llrological Seminar, San Diego, Calif., October 1976.

Spence, C.R. Chylous Ascites — A Rare Complication of Retroperitoneal
Lymphadenectomy for Testis Tumor. South Central Section, American
Urology Association, San Antonio, Tex., September 1976.
Kimbrough Urolo~ical Seminar , San Diego, Calif., October 1976.

Gangai, M.P.  Clinical Aspects of Hexnaturia. Professional Staff Con-
ference, Moncrief Army Hospital, Fort Jackson, So. Car., January 1977.

Gangai, M.P. Congenital Urologic Abnormalities, American College of
Physicians — Current Topics in Nephrology, San Antonio, Tax. April 1977.

Gangai, M.P. The Management of Males with Urethral Stricture Disease.
• Air Force Clinical Surgeons Meeting , San Antonio, Tax., April 1977.

Gangai, M.P., Agce , R.E. and Spence C.R. The Use o~ Full Thickness• Fr ee Skin Crafts in the Treatment of Urethral Stricturen in the Male.
South Central Section, American Urology Association, San Antonio, Tax.,
September 1976.
James C. Kimbrough Urological Seminar; San Diego, Calif., November 1976.
Western Section , American Urology Association, San Francisco, Calif.,
March 1977 (Won First Prize for Clinical Investigation Exhibit).

Schlie , J.A., Management and Supervisory Issues of Military Child
Abuse Programs . National Conference on Child Abuse and Neglect.
Houston, Tex., 19 April 1977.

Schnall. S.M. Characteristics and Management of Child Abuse and
Neglect Among Military Families. Family Studies Branch, Naval Health
Research Center , Military Family Research Conference, San Diego,
Calif., 1—3 September 1977.
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DEPARTM ENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INV ESTIGATION SERVICE

MANUSCRiPTS SUBMI1TEV FOR PUBLICATION

Vepa ~~Inen~t o$ MecUcine

Card to logy

Mu rgo , J . P . ,  Al te r , B . R . ,  Dor ethy ,  J .D . ,  McGranahan , G.M . The ejection
dynamics of hypertrophic cardiomyopathy during the preseuce and absence

• of intraventricular gradients. Journal of Clinical Investigation.

Murgo , J.P., Gioliaa , J.P., Westerhof , N. The contribution of systemic
input impedance measurements to an analysis of wave ~ef1ections in
normal man. Circulation Research.

Murgo, J.P., Giolma , J.P., Altobelli, S.A., Westerhof , N. Systemic
Input impedance in normal man during rest and dynamic exercise. Cir-
culation Research.

Westerhof, N., Murgo, J.P., Giolma , J.P. Systemic input impedance —

theory , experimental results, and human measurements. Chapter 14 in
“Engineering Princi p les in Cardiovascular Research” . Editor B .C. Hvang ,
University Park Press , to be pub lished in 1978.

Murgo , J.P. Mul~isensor catheterization — five years experience.
Catheterization and Cardiovascular Diagnosis.

Murgo, J.P., Dorethy , J.D., Alter , B.R. Normal right and left yen—
• t r icular  ej ection dynamics in man during rest and exercise. Circu—

1st ion

Logsdon , .T .R . ,  Mu rgo , J .P . ,  MeGranahan , G.M . Right and l e f t  heart
ej ection dynamics during the Valsalva maneuver. Circulation.

Alter , B .R . ,  Treasure , R . L . ,  Martin , H . A . ,  Humphrey , S. H . ,  Murgon , J .P . ,
McGrnnahan , G.M.  Echocardiographic detection of a subannular aortic
aneurysm. American Journal of Cardiology.

Uhl , C.S. Pericardial tamponade in systemic sclerosis (scleroderma).
Annals of Internal Medicine

• 21

_ _ _ _  - - -I_ • •  • ~~~~~~~~~~~ •



-• - - -  -•- —• —i.- ~~. -~~ ~~~~~~~~~~~~~~~~~ • ~~~~~~~~~~~~~~~~~~~~~~~ ~~~~~~
_ 
‘

I 
- 

• 
• . 

p

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

Rj ~~isi he’l , R.!•. k method to evaluate skin moistur lzcr s  in vivo. Journal
of In v e s t ig a t i v e  l e rmatology.

Rietsche l. R.L., Wilmore , D.W. Heat loss in anhidrotic ectoderinal dys—
plasia . Archives of Dermatology.

Kraus , E.W., Perianal basal cell carcinoma. Archives of Dermatology .

Majorsky. D.D. Arsenic in dermatology . Archives of Dermatology .

Rietschel , R.L, Carr, J.F., Lewis, C.W. Symmetrical lividity of the
palms and soles. Archives of Dermatology.

Rietschel , R.L., Madorsky, D.D. Male pattern alopecia regrowth fol—
lowing top ical fluorouracil therapy . Letter to the cditor Archives
of  Dermatology.

Endocr ii-io1o~y

Thomason , A .M. Why should beta—blockade ameliorate the signs of hyper-
thyro id ism? Annals of Internal Medicine.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Effect of Some Common Dietary Constit~uents on the Solubility
of Cholesterol in Lipid Bilayer Membranes .

WORK UNIT NO.: C -24—76

PRINCIPAL INVESTIGATOR: Rob G. Parrish, Ph.D., CPT , MSC

• • ASSOCIATE INVESTIGATORS: John H. Sinegal, SSG

OBJECTIVE S

To determine If xanthine oxidase, polyunsaturated fatty acids, or other
lipophilic or lipo—active dietary constituents might affect cholesterol

• solubility in lipid bilayer membranes and thus play a role in the etio_
• logy of atherosclerosis .

TECHNICAL APPROACH

The or iginal plan , as outlined in the protocol itself, calls for con-
struction of a heating block suitable for mounting on a microscope stage
and intended to contain a glass microscope slide and coverslip. A phase
contrast microscope would then be used to view phase changes in a
phospholipid cholesterol mixture held between slide and coverslip. This
plan encountered difficulties in that accurately measuring temperatures
between a glass microscope slide and coverslip is extremely difficult,

• if not impossible, and secondly , space limitations between available
phase contrast mi croscope objectives and stages is limiting in construc-
tion of a suitable heating block.

An ESR spectrophotometer Is sensitive to free radicals; molecules con-
taining an unpaired electron . Some nitroxides are stable free radicals
and nitroxide analo8s of biochemical compounds are commercially available.
The nitroxide ane log of cholestane (4’ ,4’—Dimethy1spiro [5c~ cholestane—
3’ , 3’ oxazoltd in]—3—y loxy l) resembles cholesterol In structure. The re—
revised technical approach of this protocol is to use the spin labelled

• cholestane to observe formation of cholesterol or cholesterol analog
clusters in the plane of a lipid bilayer membrane. Using the spin
label technique, aggregates of two or more molecules can be detected .
Thus, with ESR spectroscopy, temperature dependent phase changes can
be detected In phospholipid bilayer membranes with accurate tempera—
ture determinations.

Personnel: 1 SP4 (3 months)
1 SSG (13 months) •
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• PROGRESS

Lipids required for this grotocol have been extracted , sealed in ampules ,
• and are stored in the —70 C freezers in the Clinical Investigation Ser—

- vice Laboratory. Preliminary experiments using the choleatane spin label

in phosphatidyl serine lipid bilayer membranes have shown that cholestane
- indeed does form clusters with cholesterol in this p iospholipid membrane

• system. At concentrations between 1 and 10 mole% cholestune in a mixture
• of phosphatidyl serine and cholesterol (90 mole% PS — the balance choles—

tane and cholesterol), the spin label detected a phase transition In the
phosphatidyl serine cholesterol system occurring at about 30 C. This is
20—25°C highE r than the corresponding phase transition in the absence of
cholesterol. In principal , it should now be possible to observe changes
in the formation of these sterol clusters, i.e. clusters of cholestane and
cholesterol, In the presence of the dietary constituents mentioned in the

• objectives secti..,n.

Status: Ongoing.

“A Biophysical Study of ACTH—Receptor Interactions in Y—1 Adrenal Tumor
Cells” with C.F. Allen—Rowlands and J.R. Rowlands of the Southwest

• Foundation for Research and Education. Presented at The Endocrine
Society
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• DEPARTMENT OF THE ARMY
Brooke Army Medical Cen ter

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

• INVESTIGATI ON PROJECT RESUME

TITLE: Investigation of the Effect of CNS Active Drugs on MembraneBound Cat 4.ons

WORK UNIT NO.: C—28—76

PRINCIPAL INVESTIGATOR: Rob C. Parrish, Ph.D., CPT , MSC

• 
• ASSOCIATE INVESTIGATORS: Robert L. Watson, Jr., M.D., LTC, MC; James J.

Pu tt , M.S., SSG

OBJECTIVES

To better understand the effect  of CNS depressants and narcotic antago—• nists on sodium and calcium bound to nerve membranes, and to develop asafe and efficient in vitro method of evaluating the potency of narco-tics and narcotic antagonists.

TECHN ICAL APPROACH
• Calcium and sodium are both known to bind to phosphatidy]. serine, amajor constituent of neural tissue. Cephalin fract ion , which containsPS, has been extracted from bovine brain and several grams of purephosphat idyl serine have been separated from the cephalin fraction. Thesecond phase of the research is to measure the binding of sodium andcalcium to lipid bilayer membranes. Sodium—22 and calcium—44 havebeen purchased in order to observe their binding to phospholipid bilayermembranes .

I 

Personnel: 1 SSC (10 months)

Funding : Consumable
Supplies

• FY 77 $ 808 . 78
• F? 7T $ 195.00

Fl 76

PROGRES S

Experiments have been used to refine techniques of handling smallamounts of lipids and sodium 22 which is a gamma emitter . Experimentshave shown that 1 to 4 sodium s per phosphate bind to phosphatidyl

- 28
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C—28—76 (Continued)

serine lipid bilay~r membranes. There appears to be a temperature
dependence of the binding, but details of the temperature dependence
will not be known until additional experiments are carried out. After
details of sodium and calcium binding to phoaphalipid bilayer mem—
branes are known, anesthetics and other neural active drugs can be
added , and their effect on the binding of these physiologically impor—

• tant cations can be determined.

Status: Ongoing.

“Phospholipid Head Group Confortnational Changes” presented at VIIth
International Conference on Magnetic Resonance in Biological Systems,
St. Jovite, Canada, September 1976.

Phospholipid Head Group Conformational Changes. Published Abstract.
VIIth International Conference on Magnetic Resonance in Biological
Systems.

H:
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DEPARTMENT OF THE ARMY
Brooke Army Medical Cen ter

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERViCE

INVESTIGATION PROJECT RESUME

TITLE: Correlation of the Molecular Conformation of Erythromycin
• 2’Esters and Bioactivity .

• WORK UNIT NO.: C—34—76

PRINCIPAL INVESTI’~ATORS: Dennis L. Stevens, M.D., MM , MC;
Rob C. Parrish, Ph.D., CPT, MSC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

To study the nuclear magnetic resonance of various erythromycin 2’esters
In order to predict the feasibility of developing better drugs for clini-
cal use.

TECHNICAL APPROACH

Erythromycin is administered as the ester of a variety of fatty acids —

covalently bound to the 2’ position. The biological activity and

• toxicity of these esters has been established ; however, the subtlety
of the substitutions does not suggest the wide range of response ob-
tained from administering the different esters. 

• 
-

Nuclear magnetic resonance techniques will be used to determine the
conformation of several esters of erythromycin as a function of pH.
Specifically , we will measure the Spin Lattice relaxation times (T1

’s)
of different functional groups in the molecule. We will correlate the - •
conformational changes with intestinal absorption, antibiotic potency,
and hepat.lc toxicity reported In the literature. Ideally, the in
vitro data we collect , coupled with the physiological data found in
the literature will enable us to choose an ester which will yield an
intermediate conformatiottal change and will retain the qualities ne—
cess.-iry for effective clinical use.

Personnel: None

Funding: None
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C—34—76 (Continued)

PROGRESS

No progress has been made on this protocol due to the unavailability
of an nmr spectrometer. However, arrangements are being made with the

I Southwest Foundation for Research and Education in San Antonio, Texas
• for the use of their nmr spectrometer.

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGAT ION PROJECT RESUME

TITLE: Physiological Origins and Clinical ~pplicati3ns of Cardiac
Related Electrical Impedance Waveforms.

WORK UNIT NO.: C-4-77

PRINCIPAL INVESTIGATOR: John Paul Giolma, Ph.D., CPT , MSC

ASSOCIATE INVESTIGATORS: Joseph P. Murgo , M.D. ,  LTC , MC

OBJECTIVES

To better understand the origins of cardiac related thoracic impedance
waveforms in man and to develop a basis of clinical applications of
impedance techniq4es.

TECHNICAL APPROACH

Part I — Noninvasive Studies. Electrical impedance measurements are
taken on the thor.ix of 20 normals and of patients with a variety of
disease classifications along with systolic time interval information.
Measurements are taken in the noninvasive laboratory of the Cardiology
Service, BANC, and include electrocardiogram , carotid pulse tracing,
the electrical impedance baseline, electrical impedance changes, and
the derivative of electrical impedance signal. Additionally, in some
patien ts u lt rasou od echocardiograins are obtained simultaneously with
the impedance measurement. The intent is to look for variations of
timing and features of impedance signals between normals and the various
patient groups.

Part II — Invasive Studies. Thoracic electrical impedance measurements
are taken during the catheterization procedure on adult normals using
physiologic maneuvers and injections of saline and contrast material to
provide information concerning the contributions of the pulmonary and
systemic circulation to the cardiac related impedance sIgnal.

Personnel: None.

Funding : C~nsumab1e
Supp lies

Fl 77 $ 73.50 •

F? iT $ 150.00

• 32



C—4—77 (Continue~I)

PROGRESS

Part I — Noninvasive Studies. The noninvasive data have been gathered
on approximately 10 normals and 10 patients with a wide variety of val—
vular diseases. Disease classifications include: aortic stenosis,
aortic InsufficIency, mitral stenosis, mitral insufficiency, and com-
binations of the four. New data have been obtained on patients at a
rate of about two per month . Preliminary results suggest that timing
and amplitude features of the impedance derivative signal are affected
as much by anatom ical variations among subj ects as they are by pathology.
In the next year , approximately 20—30 additional patients and 10 addi-
tional normal subjects will be entered into this portion of the study~

Part II - Invasive Studies. One patient has been studied in the cathe-
terization laboratory . Prior to use in this study, the available in—
tions required for sensitive patient areas. Technical difficulties with
electrical interactions between the impedance instrument and the flow
meters prevented obtaining usable data. New flow meters with reduced
sensitivity have just arrived and must be tested in vitro along with the
impedance instrument before proceeding further. During the catheteriza—
tion procedure, the impedance signals along with all physiological sig—

• nals used for research and clinical purposes will be stored on magnetic
tape for later playback and analysis using the Cardiology Service Hewlett—

• Packard programmable calculators and digitizer.

Status: Ongoing.

Giolma, J.P. Co—chaired session on Bio—impedance at AANI meeting, San
Francisco, Calif., 13—17 March 1977.
ation concerning the cont
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DEPARTMENT OF THE ARMY - •

Brooke Army Medical Center
Fort Sam H ous ton , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: The Development of a Gram—Negative Bacterial Vaccine for
Laboratory Animals.

WORK UNIT NO.: C—7—77

PRINCIPAL INVESTIGATOR: Michael M. Lieberinan, Ph.D., CPT, MSC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

To develop a safe and effective, broad—spectrum , gram—negative bacterial
vaccine for laboratory animals.

TECHNICAL APPROACH

The initial phase of the project encompasses the dev-~lopment of a ribo—
somal vaccine for several serotypes of Pseudomonas aerug~.nosa. The bac-
teria are grown in broth culture, harvested and washed by centrifugation,
and subjected to ultrasonic disruption for preparation of crude extracts.
The ribosomes are isolated from the extracts by ammonium sulfate frac-
tionation and ultracentrifugation. The isolated ribosomes are chemically
analyzed for protein and RNA content and tested for immunogenicity in
mice. Mice are given two vaccinations seven days apart and d~rect].y
challenged by inoculation of live virulent organisms ten days after the
second vaccination. Control (non—vaccinated) mice a.~e also challenged,
The percentage of mice that survive 48 hours post challenge are scored
to determine the extent of protection afforded by the vaccine.

Personnel: 1 SPS (6 months)
1 SPL~ (10 months)

Funding: Consumable
Supplies

F? 77 ~ 2,177.90
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C—7—77 (Continued)

PROGRES S

To date ribosomal vaccines from six (out of 13) different serotypes of
Ps. aeruginosa have been prepared and tested for iinin’~nogenicity in mice.
The results obtained are summarized in the table below. The data show

Serotype Protein RNA Virulence of Minimum dose of
number (mg/ni) (mg/nl) challenge vaccine tested

inoculum giving 60% or bLD50’s/challenge greater protection
(inoculum )

1 1.67 0.85 8 40 pg

2 1.15 1.11 40 1.6 pg

6 1.42 1.10 50 8.0 pg

8 2.46 1.62 50 8.0 pg

9 i.77 1.64 8 no protection up to 200 pg

13 2.00 1.02 8 1.6 pg

aThe challenge culture is titrated for mouse lethality to determine the
LD5 dose (50% lethal dose — dose at which 50% of nonvaccinated mice
die9. From this value the number of LD5~

’s in the challenge inoculum
is calculated and is shown to vary from ~ to 50. •

bMice are vaccinated with varying doses of vaccine, from 1.6 to 200 pg
(of RNA). The minimum dose of vaccine used which resulted in 60% or

• greater survival of mice challenged with the stated number of LD50
t s

is shown.

that the ribosoma l vaccines afforded protection against challenge with
live, virulent organisms in five out of six of the serotyj~es tested .
Challenge organisms were of homologous serotype to that from which the
vaccine was prepared . Additional experiments will be conducted with
vaccines from other serotypas as well as experiments in which vaccines
are combined in order to produce a multivalent Pseudomonas vaccine.
As additiona l chemical characterization of the ribosomal vaccine, an
experiment was cari ied out in which the presence of sugars specific to
lipopolysaceharide , glucose and rhamnose was demonstrated (in very low - - 

-
amounts) In the va cine. The detection of these sugars was accomplished

I
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C—7—77 (Continued)

by radiological means after paper chromatography of the neutral fraction
of acid—hydrolyzed vaccine

Status: Ongoing.

Lleberinan, Michael H. Direct Evidence for the Presence of Lipopoly— -

saccharide Components in a Pseudomonas Ribosomal Vaccine. Infection and
Inununicity (In Press).
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— DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVES~TGATION SERVICE

INVESTIGATI ON PROJECT RESUME

TITLE: Oral Transplants of Freeze—Dried Allografts.

WORK UNIT NO.: C—12—75

PRINCIPAL INVESTIC~TOR: Donald H. Newell, D.D., COL, DC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

To determine whether freeze—dried bone allografts can be used in one,

• two, and combined one and two wall oral bony defects with predictable
results.

TECHNICAL APPROACH

The surgical site is exposed via a buccal and lingual full or partial
thickness mucopertcmsteal flap . Intraosseous defects are recontoured
and one wall or two wall bony defects are prepared by removing the cor-
tical p late within the defect. The freeze—dried allograft material is
mixed with sterile saline to a paste—like consistency and packed in and
around the existing bony defect. The patients will be recalled one year
post—grafting to re—open the operative site for evaluation and additional
surgical intervention as indicated .

Personnel: None.

Funding : None.

I f  - PROGRES S

Due to a change in principal investigators , little or no progress has
been made during th is  f iscal  year.

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Evaluation of Enflurane (Ethrane) as an Amnesic Analgesic for
Outpatient Oral Surgery .

WORK UNIT NO.: C—20—76

PRINCIPAL INVESTIGATORS: Richard A . Kraut , D.D.S., MAJ , MC;
John E . Buhler , Jr., D.D.S., MAJ , MC

• ASSOCIATE INVESTIGATORS: David W. Shelton , D.M.D., COL, DC; Robert L.
Watson , M.D., LTC, MC

OBJECTIVES

a. To determine the feasibility of using Enflurane to create a state of
cooperative amnesia for outpatient oral surgery.

b. To determine the concentration of Enflurane required to create a state
of cooperative analgesia and the level of amnesia associated with that

• state.

c. To assess the length of recovery time needed after the administration

• of Enflurane as an amnesic agent, before patients can be sent home in the
care of a responsible adul t .

TECHN ICAL APPROACH

A technique utilizing Enflurane in oxygen delivered by a nasal mask was
developed and admii~istered to 31 patients undergoing oral surgery in an
outpatient setting. Expiratory gas analysis utilizing an infrared ab-
sorption technique was employed .

Personnel: None .

Funding : MEDCASE

F? 77 —
FY 7T -

F? 76 $10,200.00

PROGRESS

There were no anesthetic complications among the 31 patients who under—
went oral surgery with 1.5% Enflurane in oxygen . Respiratory rate and

38
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C—20—76 (Continued)

- • depth remained relatively constant through the surgical procedure as did
heart rate. Blood pressure variation was negligible and never required
therapeutic inter~ention.

One patient who underwent the anesthetic and surgical procedure without
complication incorrectly answered 2 of the 5 discriminator questions and

• therefore was not included in the analysis of amnesic effect of the En—
flurane.

The data from the 30 patients who correctly answered the discriminator
questions were analyzed. Five questions were selected as being the most
significant questions utilized to determine if the patients were amnesic
while under the effect of 1.5% Enflurane. These questions were: 1. Was

• a mallet and chisel used during the removal of your upper tooth? 2. Was
a dental drill used in removing your lower tooth? 3. Was your upper
tooth removed before your lower tooth? 4. Was a dental drill used in
removing your upper tooth? 5. Were you aware of any pressure at the sur-
gical area during the procedure?. Twenty—three of the thirty patients were
amnesic regarding all five of the above questions. (p — .01 sign test)
Six of the patients were able to recall one of the above events and one
patient recalled three of the above events. Of 150 possible responses,
there were 141 responses indicative of amnesia, and 9 responses indicative
of factual recall. The amnesic effect of 1.5% Enflurane with 8 liters!
minute of oxygen delivered via nasal mask is 94%.

All of the patients were sufficiently recovered from their anesthetic to
perform the psychomotor function test faster 30 minutes after their sur-
gical procedure than their preoperative base level. The patients all
showed marked decrease in the time required at 30 minutes after surgery

• compared to the time required 10 minutes after surgery. All patients
were able to leave the oral surgery clinic within 15 minutes of corn—
pleting the 30 minute postoperative test.

Conclusions: The favorable result utilizing nasal Enflurane in producing
a state of COOPERATIVE AMNESIA in this small series of patients deserves
further study as it appears to be a valuable and controllable technique,
especially suite! for outpatient oral surgical procedures.

Status: Ongoing. -

Kraut , LA.: An evaluation of enflurane as an amnesic agent for outpatient
oral surgery. Presented at Scientific Session, American Society of Oral
Surgeons Meeting , 23—28 September 1977, San Francisco , Calif.

Kraut , R.A .: An Evaluation of Enflurane as an Amnesic Agent for Outpatient
Oral Surgery. Submitted for publication in Oral Surgery, Oral Medicine and
Oral Pathology .
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DEPARTMEN T OF THE ARMY
• Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTI GATION PROJECT RESUME

TITLE: A Study of the Effects of Taper, Preparation Height, and Axial
Grooves upon Resistance Form of Full Crown Preparation.

WORK UNIT NO.: C-3l-76

PRINCIPAL INVESTIGATOR: Gerald D. Woolsey , D.D. ,  MAJ , DC

ASSOCIATE INVESTIGATORS:

OBJ ECTIVES

To determine the relative resistance to oblique or transverse dislodging
forces of several different cast gold crowns fabricated to fit stainless
steel dies of 5, 10 and 15 degree of taper and 4, 6, 8, and 10 milli-
meters in length. Twelve of the test dies are to have parallel axial
grooves and twelve are to be without grooves.

• TECHNICAL APPROACH

Fifteen stainless steel dies were machined to tapers of 5, 10, and
15 degrees and preparation lengths of 3, 4, 6, 8, and 10 mm. Fifteen
crowns were cast of type III gold for the dies. The crowns were fa—
bricated so that the occiusal surface consisted of one continuous
slope of 45° to provide an eftective slope similar to the mandibular
movement. Each occiusal surface was fabricated from a single stone
mold with the only difference between castings being the axial walls
(length and taper) which were waxed to the individual dies. The axial
walls of the castings were fabricated with a minimum thickness of 1 mn.
at the margin to prevent distortion of the metal margin during testing.

The st~in1ess steel dies and their corresponding castings were inserted
into a machined h~1ding carriage in the load module of an Instron testing
device. The load module measured the vertical force in pounds which was
exerted on the sloped surface of the casting~

A load pin mounted on the moving vertical carriage of the Instron was
designed to engage the gold casting on the upper part of the occlusal
slope at a point which was in line with the axial wall of the stainless
steel die. A maximum of 350 lb. was placed on each casting.

The first phase of the test was to determine which of the castings could
be dislodged from their stainless steel dies. The second phase of the
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C—31—76 (Continued)

test was to prepare parallel axial grooves in the stainless steel dies
whose castings had been dislodged. Grooves 1 mm . wide and 1 mm. short
of the finish line were prepared by hand. Two grooves were prepared
for each die , one corresponding to each interproxima] surface.

A second set of castings was prepared for the dies with grooves . The
• second phase castings and dies were tested iii a manner as described

for the first phase of the experiment.

Visual observation by two dentists and graphic analyEis by the Instron
testing device were used to determine failure or movement of casting.

• ~

• 

Personnel: None.

Fundings: Consumable
Supplies

H FY 77 -
FY 7T —
F? 76 $ 430.80

PROGRESS

Four groups of castings fabricated without grooves were dislodged by
the Instron testing machine . No movements of the castings with grooves
placed interproximally were detected either visually or by the m atron ,
graphically. In crder to add credence to the interproximal placement
of grooves, a third phase was conducted on the same four dies as in
phase two. In this last experiment the castings were fabricated in
order to orient the grooves on the buccal and lingual surface. In each
case the castings moved slightly with the initial load of the m atron,
then no movement ~as detected. There are two possible reasons for this
small movement with no subsequent detectable motion. One reason could
be a forcible seating of the rib of the casting into the base of the

• groove of the die; the second possible answer could be a decreased
buccal—lingual diameter of the die and the relative parallelism of the
grooves yielding a better resistance form.

Due to the movement of the castings with grooves placed buccally and

• lingually, it is felt that even though this movement was minute, it
would have been enough to cause eventual clinical failure.

Conclusions: Thic study has attempted to demonstrate the importance of
axial grooves on the resistance form of cast gold restoratio~ts, and the
relative value of placing these grooves interproximally to resist the
horizontal component of the masticatory chewing cycle, rather than
placement on the buccal and lingual surfaces where resistance to buccal
or lingual dislodgment is not as great.
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The study has shown that teeth with long prep~rationS and large taper

have more resistance than short preparations 
with the same large taper.

Status: Completed.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Tissue Response to Metal Versus Acrylic Denture Base Materials.

WOR1( UNIT NO.: C—36—76

PRINCIPAL INVESTIGATOR: John W. Cressler, D.D., MM, DC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

To clinically evaluate the response of supporting tissue in contact with
metal as compared to acrylic based dentures in the same oral invironment.

• TECHNICAL APPROACH

• 1. Fifteen patients requiring maxillary complete dentures were selected
• on a random basis.

2. Metal inserts were incorporated on a quadrant babis in the palatal
• portion of the denture base.

3. After six months, the patients were recalled and the maxillary arch
photographed.

4. Eighteen clinicians were selected from the staff to judge the re-
sponse of the supporting tissues to the combination metal/acrylic resin
based dentures as demonstrated in the photographs.

Personnel: None.

• Funding: None.

PROGRESS

No statistical difference was noted in the response of the tissues to
metal versus acrylic resin denture base materials.

Status: Completed.
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~~rARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
• CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Collagen Synthesis in v i t r o  by Human Gingival Tissues.

WORK UNIT NO.: C—2—77

PRINCIPAL INVESTIGATOR : Stephen H. Jensen, D.D., CPT, DC

• ASSOCIATE INVESTIGATORS: Roy C. Page, D.D.

OBJECTIVES

To learn how much and what types of collagen are synthesized by cells
present in normal and diseased gingival tissues of humans.

TECHNICAL APPROACH

Twenty—five young adult individuals who are healthy and who do not have
manifestations of inflammatory gingival and periodontal disease will be
selected . Each individual will be given a thorough prophylaxis and in-
structions in oral hygiene.

On days 7, 14, and 21, following prophylaxis, the teeth will be examined
for the presence of microbial deposits. At this time, approximately
0.5 ml. of lidocaine local anesthetic will be infiltrated on the buccal
and lingual or palatal aspect of the upper or lower, right or left pre—
ii ‘jar region and a biopsy taken of the interdental papillae. Specimens
will be sent to Dr. Roy C. Page, Professor of Pathology and Periodontics,
University of Washington , Seattle, for evaluation.

Personnel: None. •

Funding: None.

PROGRESS

Samp les were obtalnod .-ind sent to Dr .  Roy C. Page, Professor of Pathology
• and Periodontics,  University of Washington , Seattle. Infection developed

in the samples while being transported and the study was, therefore,
discontinued .

Status: Terminated .
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DEPARTMENT OF THE ARMY

• Brooke Army Medical Center
Fort Sam Houston, Texas 78234

• 
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE : The Application of the Fluorescent Antibody Technique to the
• - Investigation of Various Dermatoses.

• WORK UNIT NO.: C—44—72

PRINCIPAL INVESTIGATOR : Richard L. DeVillez, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Eric W. Kraus, M.D., CPT, MC

OBJECTIVES

To demonstrate the presence or absence of skin autoantibodies or
antibodies in the epithelium of sera of patients with a variety of
bullous and nonbullous dermatoses.

TECHNICAL APPROACH

During this fiscal year, 39 renal tissue specimens, 3 lurg tissue speci-
mens, and 165 skin tissue specimens from hospitals throughout the world
have been processed for immunofluorescence.

Personnel: None.

Fund in&: MEDCASE Consumable
Supplies

F? 77 $ 842.50
FY 71 - -

FY 76 $ 1,734.00 —
FY 75 — —

FY 74 — $ 277.90
F? 13 - $ 200.00

PROGRESS

We have received 165 skin specimens from around the world . These apeci—
mens were p laced in a fixative that is very easy to use. We compared
the immunofluorescent results from these fixed specimens to results
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C—44—72 (Continued)

obtained by sending the specimens frozen. There is no significant loss
of iminunofluorescent staining with the fixed tissue technique making it

- the method of choice for sending specimens.

Recent advances in dermatology have shown new findings for linmunofluor—
escence in various dermatological diseases. A significant new change

• 
- is the development of an indirect inununofluorescent technique for de-

tecting double stranded native DNA antibodies so Important in the evalua—
tion of patients wit h systemic lupus erythematosus.

Status: Ongoing

Presented at Texas Dermatologic Society Meeting, Houston, Texas, 14 May
1977.

H ~
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DEPARTMENT OF THE ARMY
Brooke Army Medical center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RE SUME

TITLE: The Simultaneous Determination of Instantaneous Aortic Flow, High
Fidelity Intracardiac Pressures, Intracardiac Phonocardiography,
Echocardiographic Dimensions, and Derived Indices in Man.

WORK UNIT NO.: C-28-73

PRINCIPAL INVESTIGATOR: Joseph P. Murgo, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: John Paul Giolma , Ph.D., CPT, MSC; Barry Alter , M.D.,
MAJ, MC; James F. Dorethy , M.D., MM , MC ; Harold
Felter , M.D., MAJ, MC; John Logadon, M.D., MM , MC;
Gregory Uhl, M.D., MAJ , MC; John Kirk, M.D., MM , MC;
George M. McGranahan, Jr., M.D., COL, MC.

OBJECTIVES

1. To develop new techniques in cardiac catheterizat ion, especially in
the area of multi—solid state sensor catheters including high fidelity
pressure sensors and electromagnetic flow meters. To utilize high speed
bip lane angiography and external echocardiography in conjunction with
such techniques.

2. To utilize these techniques to define sophisticated parameters of
ventricular function in patients with various cardiac diseases.

3. To develop specialized computer—assisted analyses of the data de-
rived from such studies.

4. To quantitate left ventricular hydraulic output power.

5. To measure aortic and pulmonary artery input impedance by Fourier
analysts and to determine the effect of changing physiologic states
upon the impedance.

6. Detailed description of multiple specific objectives are to be
found in the original protocol.

TECHNICAL APPROACH

All adult p~u !ents for routine right and left heart catheterization
are evaluate (I In the usual manner by a cardiac fellow prior to cathe-
terization. This evaluation includes strip chart echocardiography to
determine the patient ’s suitability for certain aspects of the protocol.
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C—28—73 (Continued)

During catheterization , special, custom—designed , right and left heart
catheters are in t rod uced in to the right and left heart such that si-
multaneous high fidelity pressures are measured fron’ the pulmonary
artery, right ventricle , right atrium, left ventricle, and aorta.
In addition , electromagnetically derived aortic and pulmonary flow
velocities are recorded from the same sites that higi. fidelity pul-
monary artery and aortic pressures are obtained . Patients are

• studied during both rest , supine exercise, and depending upon the
patient ’s disease during a variety of other stresses or pharmacologic
interventions. Some patients also undergo simultaneous external
echocardiograchy during catheterization . The study is terminated
after bi—p lane ~ientricular angiography and coronary arteriography
If indicated .

Patients undergoing catheterization with the flow catheters also have
aortic root and/c~.- pulmonary angiography for purposes of determining
the diameters of these great vessels. These parameters are necessary
to calculate flow velocity from volumetric flow itself.

The Uoneywell 316 computer , described in previous reports, has been
expanded in order to provide terminals both in the old catheterization
laboratory and in the new catheterization laboratory which was corn—

• pleted In July 1976. The capabilities of this computer have been
previously described but significant advances and improvements in the

• research programs have been implemented during the past year. The
lesser demands now placed on the old catheterization laboratory have

• greatly facilitated data analysis and reduction from tape recorded
data during normal duty hours.

Angiocardiograrns and echocardiograms are analyzed using the Hewlett
Packard programmable calculator , digitizer , XY plotter and rapid
impact printer. This latter sytem has also been expanded in the
pas t  year due to the enormous demands for its use. An additional
9830—A programmable calculator and digitizer has been added to the
system with both the older and the newer systems sharing the mass
memory 2.5 million word disc system .

Personnel: 1 CPT (12 months)
I SF3 ‘1 month)
1 SF5 (I month)

Fun dI~~~: HEDCASE CONSUMABLE SUPPLY FUNDS
Consumable Contractural Reprints
Supplies Services

F? 77 $53 ,813.00 $ 115.00
F? 7T $ 85.00
FY 76 $4t3,902.82 $ 245.00
F? 75 $33,653. -~4 $ 129.76
F? 74 $29. 354.25 $43,573.00
FY 73 $43,000.00
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C—28—73 (Continued)

PROGRESS

The lack of technician assistance during this past fiscal year greatly
hampered progress in the numerous complex and long—term projects that
come under this protocol. Despite this, some progress was made in
various areas as described below .

Flow velocity measurements in the aorta and pulmonary artery have now
been underway for 2—3 years in this laboratory so that a meaningful data
base has been derived from that small percentage of patients who come to
catheterization and are found to have no organic heart disease. These
patients form the basis for several papers involving complex and new
hemodynamic measurements in normal man during rest, dynamic exercise,

• and the Valsalva maneuver .

A most Important study on the ejection dynamics of hypertrophic car—
diotnyopathy during the presence and absence of intraventricular gradi-
ents has been completed and will shortly be submitted for publication.

Three extremely important studies involving the determination of aye—
temic input impedance in man by computerized Fourier analysis have also
been recently completed and the final reports from these studies are
being prepared for publication. They include first: the analysis of
systemic input impedance in man during rest with particular attention on
the effects of wave reflections on the arterial pressure and flow wave
forms, second: systemic input impedance for the first time has been
analyzed in approximately 15 normal subjects during rest and dynamic
exercise, third : several original and important resu].ts have been
derived from a study of input impedance during the various phases of the
Valsalva maneuver In man. Work is also underway to analyze the effects
of respiration on pulmonic input impedance in the normal subject.

Another study has analyzed the effects of respiration on the simul—
taneous right and left heart stroke volumes and the relationships of
these parameters to the splitting of the second heart sound.

Two patients with pericardial tamponade and hemodynamic embarrassment
were also studied using the sophisticated techniques described above,
and preliminary results from these studies appear to yield significant
information to settle the controversy of the origin of the paradoxical
pulse during tampunade.

Another effort has included a very significant analysis of five years
of data collection on patients with pure aortic stenosis, pure aortic
insufficiency, and mixed aortic stenosis and insufficiency . A similar
study involving hemodynamics of mitral regurgitation is now under way.

The completion of the new cardiac catheterization laboratory in July
1976 and expansion of the Honeywell 316 computer system to allow
simultaneous digital processing in both the old and new cardiac cathe—
terization laboratories has made a significant contribution to the
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C—28—73 (Continued)

progress of our work. Expansion also of the Hewlett Packard program-
mable calculator system will greatly relieve the time delays previously
encountered in program development , data processing, and statistical
analysis. Efforts are currently under way to recruit a technician to

• help the investigators Involved in these projects in zhe coming year.

Status: Onagoing.

Murgo , J.P., Clolma, J.P., Altobelli , S.A. Physiologic c..gnal acqui-
sition and processing for human hemodynamic research ~.n a clinical
cardiac catheterization laboratory . Proceedings of the Institute of
Electrical and Electronic Engineers, Vol. 65, No. 5, May 1977.

Alter , B.R. et al . Traumatic right coronary artery — right ventricu—
lar fistula with retained intramyocardial bullet. Amer J Cardiol
(In Press).

Murgo , J.P., Alter . B.R., Dorethy , J.D., McGranahan, G.M. The ejection
dynamics of hypert~ophic cardiomyopathy during the presence and absence
of Intraventricular gradients. Submitted to Journal of Clinical Investi—
gation.

Murgo, J.P., Giolma , J.P., Westerhof , N. The contribution of systemic
input Impedance measurements to an analysis of wave reflections in
normal man. Submitted to Circulation Research.

Murgo , J.P., Ciolma, J.P., Altobelli , S.A., Westerhoff , N.: Systemic
input Impedance in normal man during rest and dynamic exercise. Sub—
mitted to Circulation Research.

Weste rhof , N . ,  Murgo , J . P . ,  Giolm a , J.P. Systemic input impedance —
theory , experimental results , and human measurements. Chapter 14 in
“Engineering Principles In Cardiovascular Research”. Editor H.C. Hwang,
University Park Press, to be published in 1978.

Murgo, J.P. Multisensor catheterization — five years experience.
Submitted to Catheterization and Cardiovascular Diagnosis.

Murgo , J~.P.. Dorethy , J.D., Alter , 8.R. Normal right and left ventricu—
lar ejection dynamics in man during rest and exercise. Submitted to
Circulation.

Logsdon , J.R., Murgo , J.P., McGranahan , G.M.: Right and left heart
ejection dynamics during the Valsalva maneuver. Submitte-i to Circu—
tat ion.

l ogsdon , J.R., Altoh olli , S.A ., MeCranahan , G.M., Murgo , .T.P. Right
and left heart ejection dynamics during the Valsalva maneuver in
norma l man. Circul ation , Supplement #2, October 1976.
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C—28—73 (Continued )

Murgo, J.P., Giolma, J.P., Altobelli, S.A. An automated system of pro-
cessing hemodynamIc signals for research in a clinical setting . Digest
of the 11th International Conference on Medical and Biological Engi-
neering . Ottawa , Can., October 1976.

Murgo, J.P., Alter , B.R., Dorethy , J.F., McGranahan, G.M. The dynamics
of left ventricular ejection in obstructive and non—obstructive hyper—
trophic cardlomyopathy . Current Trends in Cardiovascular Disease. Wm.
Beaumont Army Medical Center, May 1977.

KI rk , J.W., Dore!hy , J.D., Murgo , J.P. Left ventricular performance in
Isolated aortic valve disease with and without coronary artery disease.
Current Trends in Cardiovascular Disease. Win. Beaumont Army Medical

- • Center , Nay 1977.

Uhi , C.S., Felter , H.C., Logsdon, J.R., Murgo, J.P., McGranahan, G.M.
Simultaneous right and left heart hemodynamics of pericardial tamponade
Current Trends In Cardiovascular Disease. Win. Beaumont Army Medical
Center , May 1977.

Felter , H.G., Murgo , J.P., Giolma , J.P., McGranahan , G.M. The effects
of respiration on simultaneous right and left heart ejection dynamics —

corr elates to splitting of the second heart sound. Current Trends in
Cardiovascular Disease. Win . Beaumont Army Medical Center , May 1977.

Ciolma, J.P., Murgo, J.P., Altobelli, S.A. An automated system of
processing hemodynamic signals for research in a clinical setting. 11th
International Conference on Medical and Biological Engineering, Ottawa,
Canada, October 1976.

Logsdon, J.D., Altobelli, S.A., McCranahan, G.M., Murgo, J.P. Right and
left heart ejection dynamics during the Valsalva maneuver in man. 49th
Scientific Sessions of the American Heart Association, Miami Beach,
Fla., November 1976.

Murgo , J.P. Ejection dynamics in hypertrophic cardiopathy , part of
pa nel on Aseptic Hypertrophy , 26th Annual Scientific Sessions of the
American College of Cardiology , Las Vegas, Nev., March 1977.

Murgo, J.P. The €jection dynamics in hypertrophic cardiomyopathy during
the presence and absence of Intraventricular gradients. Research Seminar,
University of Washington , Seattle , Wash., Apr 1977. Cardiovascular
Seminar , Cardiology DivI sion , Harbor General Hospital , UCLA , Los Angeles,
Calif., Apr 1977. Cardiovascular Seminar , University of California at
San Diego, San Diego, Calif., Apr 1977. Research Seminar, Cardiology
Division , Stanford University, Palo Alto , Calif . ,  Apr 1977. Cardio-
vascular Rese. ~ch Seminar , University of Texas Health Science Center ,
San Antonio , Tex., May 1977.
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Murgo , J.P. The dynamics of left ventricular ejection in obstructive
and non—obstructive hypertrophic cardiomyopathy. 6th Annual Association
of Army Cardiology Meeting, William Beaumont Army Medical Center, May
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Kirk, J.W. Left ventricular performance in isolated aortic valve dis—
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Murgo, J.P. Engineering principles applied to human heinodynamic re-
search in a clinical cardiac catheterization laboratory. Southwest
Research Institute, August 1977.

Murgo, J.P. Ejection dynamics of hypertrophic cardiomyopathy during the
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Amsterdam, Amsterdam , Netherlands, September 1977.

Murgo, J.P. Aortic input impedance in man during rest, exercise, an1
the Valsalva maneuver . NATO Conference on “Engineering Principles in
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DEPARTMENT OF TUE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

• INVESTIGATION PROJECT RESUME

TITLE : Evaluation of Calcium Metabolism During Acute Renal Insufficiency.

WORK li lT NO.: C-40-73

PRINCIPAL INVESTIGATOR: Richard H. Merrill, M.D., LTC, MC

ASSOCIAT E INVESTIGATORS : 
-

OBJECTIVES

To determine the mechanism of hypercalcemia seen in some cases of acute
renal Insufficiency .

TECHNICAL APPROACH

All patients with acute renal failure will be surveyed. They will be
divided into two groups in an alternate manner . The usual dietary and
chemotherapeutic modalities for treating acute renal failure will be
employed . Hemodialysis and peritoneal dialysis will be reserved for
those patients who are uremic or in whom fluid and potassium balance
can not be control led by conservative means. Serum phosphorus will be
maintaIned below 6 mg. in one group, and the second group will go un-
treated . For those able to eat , 1000 mg. calcium and 1500 mg. phos-
phorus viii be offered . Percutaneous renal biopsies will be examined by
light microscopy , electron microscopy, and immunofluorescent microscopy.
Patients with acute renal insufficiency will have three 6—hour dialyses
a week. Serial determinations will be done to detect any manifestations
of hypercalcemia. In addition, serum parathyroid hormone will be measured
and an attemp t will be made to correlate the hypercalceinia that is fre-
quently seen following acute renal insufficiency with increased parat—
hormone secretion.

In those patients developing hyperealcemia in the diure~Ic phase, efforts
will be made to suppress parathormone secretion by calcium infusion or
phosphorus depletion . When possible weekly eye examination will be per-
formed to document early metastatic calcification . Skin biopsies will be
analyzed for calcium .

Personnel: None.

Funding: None.
— 51
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C—40—73 (Continued) -

PROGRESS

To date no patient has been entered into this protocol. Since it is
apparent that sufficient material Will not be available to support
this project in any reasonable time frame , this project is hereby
terminated with no patients entered and no d~ ta collected. .

Status: Terminated. 
-
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DEPARTMENT OF TUE ARMY
Brooke Army Medical Center

For t Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

• TITLE: Physiologic Evaluation of Pulmonary Status in Patients Undergoing
• 

- Rena l Dialysis.

WORK UNIT NO.: C—4—74

PRINCIPAL INVESTIGATOR: William W. Burgin, Jr., M.D., COL ,

ASSOCIATE INVESTIGATORS:

OBJECTIVES

To evaluate the pulmonary function in renal dialysis patients both pre—
and postdialysis and to better ascertain the physiologic changes which

• take place in the lung.

TECHNICAL APPROACH

It was initially anticipated that patients undergoing renal dialysis
would be studied with sophisticated pulmonary function studies to ascer-
tain the significance of fluid changes associated in patients on chronic
dialysis with respect to interstitial lung water and basic pulmonary
functions.

Personnel: None

Funding : None

PROGRESS

Necessary equIpment to accomplish this study was delayed in its procure-
ment and installation resulting in several other centers completing the
study before Brooke Army Medical Center was able to initiate it.

Status: Te rminated .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RE SUME

TITLE: Phase II Study of Aminoglycoside Antibiotic BB-K8.

WORK UNIT NO.: C-8—74

PRINCIPAL INVESTIGATOR: Theodore R. McNitt, M.D., LTC, MC

ASSOCIATE INVESTIGATORS:

OFJECTIVES

1. To evaluate therapeutic effectiveness of BB—K8 in the treatment of
hospitalized patients with infections caused by susceptible pathogens.

2. To establish an opt imal therapeutic dosage schedule for BB—K8 which
is safe and effective.

3. To establish a side effect profile for the drug.

4. To obtain information on the clinical pharmacology of the drug in
diseased patients.

TECHNICAL APPROACH

BB—K8 is given by deep intramuscular injection at the appropriate sit e
at a dose not to exceed 7.5 mg/kg q 12 hrs. Each patient and his cli-
nical record will be evaluated twice a day throughout the course of drug
therapy . Patients will be followed with daily urinalysis with micro-
scopic examination. BUN and creatinine dete~minations will be performed
every 48 hours. Audiogratns will be performed on the 3rd. 6th and 10th
days of therapy.

Personnel: None.

Funding : Consumable
Supplies

FY 77 $ 315.00
• F Y 7 1 —

FY 76 —
• FY 75 $ 85.74

FY 74 $ 51. 30
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C-8—74 (Continued)

PROGRESS

Two patients have been treated with good bacteriological and clinical
- 

• 
rsponse. There has been no evidence of renal or auditory toxicity.

Since BB—K8 is now available commercially, this study is completed.

Status: Completed .
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Brooke Army Medical Center
Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Platelet Transfusion — Efficiency and Methods to Improve Current
Results in Thrombocytopenia Patients.

WORK UNIT NO. C—l6—74

- 

- 

PRINCIPAL INVESTIGATOR : Robert P. Bowman, M.D., LIC, MC

ASSOCIATE INVESTIGATORS : Daniel Marmer, M.S., M.T. (ASCP)

OBJECTIVES

• 
To improve the quality of platelet transfusions in thrombocytopenic
patients and platelet transfusion complications.

- - TECHNICAL APPROACH

Patients with multiple platelet transfusions are evluated for the presence
of antibodies. Multiple antibody procedures such ac complement fixation,
serotonin release assay and platelet aggregation assay are employed. The
platelets identified as having iso—antibodies are further studied to see
if sensitivity is selective to isolated random donor platelets. A method 

•

of freezing platelets for the serotonin release assay to give a standard
assay app roach util izing a multiple donor pool has been established.

Personnel: 1 SP5 (3 months)

• Fundine : Consumable
Sunnlies

FY 77 $ 532.00
• FY iT $ 159.15

FY 76 $ 301.10
F? 75 $ 345.15

PROGRESS

The assays for platelet antibody identification have been established
and arc being u t i l i zed . A method of establishing a frozen platelet pool
has been established , and it has been seen that the pool is functional
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C—16—74 (Continued)

for at least a nine month period. Several patients have been studied
to identify the efficacy of a single donor versus multiple donor plate-
let accumulation for transfusion.

-~~ Status: Ongoing

Mariner, Daniel: Platelet Transfusion — Efficiency and Methods to Improve
Current Results in Throinbocytopenia Patients. Presented and Accepted
Master ’s Thesis. Incarnate Word College, San Antonio, Texas.

Mariner, D.J. and Bowman, R.P. Util9ing a Cell Harvester and Preserved
Labelled Platelets to Simplify the [ H~ Serotonin Release Assay for the
Detection of Platelet Isoantibodies. Submitted for Publication in Blood,
The Jou rnal of Hematology.

I ’
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Platelet Function in the Presence of Varied Platelet Antibodies.

WORK UNIT NO.: C—23-74

PRINCIPAL INVESTIGATOR: Robert P. Bowman, M.D., LTC , MC

ASSOCIATE INVESThATORS: David R. Head , M.D., LTC, MC;
Richard E. Goyette, M.D., MAJ , MC

OBJECTIVES

To determine the capability of platelet function when stressed by a
variety of platelet antibodies.

TECHNICAL APPROACH

To establish the t unction of an individual platelet after platelet
antibodies are identified . Platelet antibody studies have been estab-
lished and are functional. A new technique has been developed for
looking at low p latelet funct ion.  To date this has been a significant
problem in that many patients with platelet antibodies have very low
platelet counts and the actual function is difficult to determine.

Personnel: 1 SP5 (3 months)

FundIng: Consumable •
Supplies 

- 

-

FY 77 -

FY 7T —

F Y 7 6 —
FY 75 —

FY 74 $ 196.00

PROGRESS

A method of looking at platelet function with low platelet counts has
been established by using a collagen stimulation and counting platelet

60
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1.
• C—23—74 (Continued)

aggregates both before and after stimulation with collagen. Pilot study
has been done wh ich shows this procedure to be very efficacious and has
shown no hIndrance to platelet function in the present of platelet anti-
bodies .

- Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Evaluation of Platelet Factor Four to Evaluate Hypercoagulable
States .

WORK UNIT NO.: C—24—74

PRINCIPAL INVESTiGATOR: Robert P. Bowman, M.D., LTC, MC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

To look at the plasma of patients who have a possible setting of hyper—
• coagulability and to evaluate their plasma for platelet factor four

activity.

TECHNICAL APPROACH

Patients with evidence of increased coagulation systemically have been
evaluated by measuring platelet factor four levels.

Personnel: 1 SP5 (3 months)

FundIng: None.

PROG RESS

A number of patients with thrombophlebltis and pulmonary emboli have
been studied . The level of platelet factor four, however, has not
been significantl y changed in instances where a definite hypercoagu—
lation is known to be occurring. Due to the inability of the assay
to be dlsciminatory , a negative hypothesis was formed , and the pro—
cedure is no longer being performed.

Sta tus :  Completed .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERViCE

INVESTIGATION PROJECT RESUME

TITLE: Evaluation of Antigens in Fire Ant Venom.

WORK UNIT NO.: C—4l—74

PRINCIPAL INVESTIGATOR: Frank K. James, Jr., M.D., COL, MC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

4 To study fire ant venom and/or its component parts and its effect on
selective human volunteers known to be sensitive to it.

TECHNICAL APPROACH

Twenty—five fire ant sensitive patients who had a history of a systemic
(anaphylactic) reaction were included in the study. Hypersensitivity in
this group of patients was documented by a clearcut history of systemic
reaction , previous positive skin testing, the patient ’s recollection of
the sting and progression of reactions, and the ‘,rogression of skin
responses following the sting. In addition to the standard skin testing
technique, 18 of the most highly sensitive patients were also evaluated
utilizing the EAST technique.

Personnel: None .

Consumable
Supp l i es

F? ’7 -

rq 7i~ -

-

~ 7S .H,

J .w , l•*~~ ~Y’

• •‘ ‘ t 1 1,I’IS wh.ilr body ~~t r.~.t

.‘, t~~-aI v h.r, a,. difinI-
* •~~~~~~S~~~~ I s s ’  pa’ f . c t u .
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C—41—14 (Continued)

Our f indings raise fu r the r  intriguing questions since fire ant venom is
hypoproteinaceous and has not been identified as having ~ictive enzymatic
components such as hyaluronidase and phospholipase . Because the inocu—
lum of the f i r e  ant s t ing is approximately 1/100th to 1/1000th of the
average honey bee sting , It implies not only that the venom is potent ,
but represents a complete departure from any other known animal venom
af f ecting man .

St:~tus: Completed .

lames, F.K., J r .  F i re  ant sens i t iv i ty .  J of Asthma Research , 13,
No. 4, 1 79—18 3 , Jt’ly 1976.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Rejection of Verrucae Vulgaris — A Clinical Therapeutic Trial.
(Parts  I and II .  (Collaborative study with Letterman)

WORK UNIT NO.: C-6-75

PRINCIPAL INVESTIGATOR: Joseph H. Greenberg, M. D . ,  MAJ , MC

ASSOCIATE INVESTIGATORS: Charles W. Lewis, M.D., LTC, MC

OBJECTIVES

To determine If induction of a delayed hypersensitivity reaction over a
verruca vulgaris will cause destruction of the verru:a and possibly
cause regression of other verrucae vulgaris not treated.

TECHNICAL APPROACH

Patients with multi ple verrucae were divided into two treatment groups.
The first group, if positive for a history of Rhus dermatitis, had one
to three of their warts treated by an occlusive patch test with Rhus
oleoresin. The second group , with a negative Rhus history, were
screened incradernall y for delayed hypersensitivity with common anti—

F gens. The antigen giving the strongest clinical reaction was injected
intradermally into one or more verrucae.

Personnel: None.

Fundi pg: None.

PROGRESS

The Rhus treatment group consisted of 17 patients treated , with 6
pa t ien ts  having resolution of treated and un~ reated warts. Three
pat ients  were technique faIlures. Thus a cure rate of approximately
50Z was achieved with this antigen .

The intraderm a l an t igen  groups involved 34 patients who completed
the study. Results were :

65
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C—6—75 (Continued)

ANTIGEN # PATIENTS SyCCESS FAILURE

Trlchophyton 14 5 8
SK—SD 10 3 6
Candida 6 1 5
Mumps 5 1 1
PPD 1 0 1

These results were not significantly better than the known cure rates
f rom using a variety of placebos in the treatment of warts.

Status: Completed.

Presented at the Texas Medical Association Meeting (Dermatology Section)
2 May 1975 and at the Dermatologic Therapeutic Sezninar~ Letterman ArmyMedical Center, Presidio of San Francisco, April 1976.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Clinical Outpatient Algorithm Validation — A Pilot Study.

WORK UNIT NO.: C—9—75

PRINCIPAL INVESTIGATOR: Barry W. Wolcott , M.D., LTC , MC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

- 

- 

To determine if clinical outpatient algorithms originally used to treat
civilIan outpatient populations can be validated and improved in a
military outpatient environment — a phase I study.

TECHNICAL APPROACH

Using the standardized data base collections of algorithm—directed
AMOSIST’s coupled with a standardized outcome analysis at a fixed point
following the index visit , data on large numbers of patients presenting
to the BANC Emergency Room/ANIC with a variety of common chief com-
plaints are examined . in some instances randomly selected patients are
reevaluated by staff physicians using this same data base in order to be
able to compare the process of care of algorithm—directed ANOSIST’s and
traditionally directed physicians. Investigations to this point have
concentrated on patients presenting with upper respiratory illness , back
pain , headache, and extremity trauma.

Personnel: None

Fundin~ : Consumable
Supplies

FY 77 —

• FY 7T — -

-

FY 76 —

FY 75 $1,125.00 
•

PROGRESS

1. A second generation EJRI algorithm based on over 4 ,000 patient en—
counters with outcome analysIs has been dev~ loped which decreased the

67
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C—9—75 (Continued)

cost for patient evaluation by the ANOSIST’s for patients with this com-
plaint by over $8.00. This new algorithm is being revalidated at BANC,
and has been distributed to other ANOSIST projects throughout the Army
for their use.

2. The back pain algorithm is in the process of revision based on over
400 patient encounters. This revision is designed to decrease the
utilization of back x—rays in clinical settings where they will not be
of any benefit to the patient or the physician.

3. Based on over 500 patient encounters , an extremity trauma algorithm
for use by ANOSIST’s has been validated as medically effective.

— 4. Data has been collected on over 500 patients with headache , but
analysis of this data has not yet begun .

Status:  Ongoing .

Wolcott, B.W. Physician Extenders in the Delivery of Nonappointed Ambu—
latory Medical Care in the Military . Military Medicine 1976.

Wolcott , B.W. Algorithm—directed Triage in an Emergency Department.
Journal of the American College of Emergency Physicians, 1976.

Wolcott , B.W. and Stieneker, R.E.: The Use of In—Barracks Screeners to
Improve Military Sick Call. Accepted for Publication — Military Medicine.

Thompkins, R.K., Wood, R.W., Wolcott, B.W. and Walsh, B.T. Evaluating
Physician ’s Assistants’ Medical Care. Annals of Internal Medicine.

Rockey, P.H., and Wolcott, B.W. The Usefulness of X—ray Examinations in
the Evaluation of Patients with Back Pain. Submitted to Annals of Internal
Medici ne for publication.

Clinical validation of upper respiratory illness algorithm. Abstract in
Clinical Investigation , 1976.

Evaluating physician extenders ’ medical care: algorithm-assisted manage—
ment of ambulatory patients with acute respiratory illnesses. Abstract
In Clinical Investigation, 1976.

Observational study of algorithm—assisted upper respiratory Illness
management. Abstract in Clinical Investigation, 1976.

The usefulness of hack x—rays in the evaluation of low b~ck pain.
Abst ra ct in C l in ica l Investigation, 1977.

The reliability of clInical data. Abstract in Clinical Investigation,
1977.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

• TITLE: Platelet Function in Patients Undergoing Therapy with Velban
and Bleomycin.

WORK UNIT NO.: C—l 7—75

PRINCIPAL INVESTIGATOR: Robert P. Bowman, M.D., LTC, MC

ASSOCIATE INVESTIGATORS:

OBJECTIVES -

To evaluate patients undergoing intensive chemotherapy with Velban and
Bleomycin for determination of platelet function abnormalities induced
by these agents.

TECHNICAL APPROACH

Standard platelet function studies, such as bleeding time and platelet
aggregation, are performed to evaluate the effect of these drugs.

Personnel: None.

Funding: None.

PROGRESS

A small number of patients have been evaluated and found to have normal
platelet function In face of therapy with these medications. Patients
are now very rarely on these medications alone and are receiving either
other chemotherapeutlc agents or other agents to combat disease which
therefore make the platelet function indeterminable . No further studies
wi l l  be done. - -

Status: Completed .

LIL~ _______
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DEPARTMENT OF THE A1~NY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

I

INVESTIGATION PROJECT RESUME

TITLE: Platelet Function in Patients Undergoing Vincristine Therapy.

WORK UNIT NO.: C-18—75

PRINCIPAL INVESTIGATOR: Robert P. Bowman, M.D., LTC , MC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

To dete rmine any abnormalities of p latelet function occurring in patients
who are treated with Vincristine therapy.

TECHNICAL APPROACH

Patients receiving Vincristine as therapy as a single agent were evalu-
ated for the establishment of platelet funct ion.  Vincristine is known
to stimulate platelet production ; however , the function of these plate-
lets has not been delineated .

Personnel: None.

Fund~~~: None.

PROGRESS

The majority of patients receiving Vincristiqe are receiving other agents.
Therefore, it has been impossible to determine if abnormalities of the
platelets are due to Vincristine or to another agent.

Status: Completed .

- 
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DEPARTMENT OF THE ARMY

Brooke Army Medical Center
CLINICAL INVESTIGATION SERVICE

- • INVESTIGATION PROJECT RESUME

TITLE: In Vitro Lymphocyte Stimulation and Leukocyte Inhibitory Factor
-- 

Assay in Patients Who Rave Been Immunized Against Rabies.

WORK UNIT NO.: C—27-.75

PRINCIPAL INVESTIGATOR: Adolf E. Rahxn, Jr., M.D., LTC, MC

A SSOCIATE INVESTIGATORS: Hartley A. Self ridge, SSG

— 
- OBJECTI VES

To study in vitro lymphocyte stimulation and leukocyte migration inhibi-
tion in patients who have been immunized against rabies.

TECHNICAL APPROACH

Human lymphocytes are separated from blood specimens by hypaque ficoll
gradient. Following several washes they are incubated with rabies vac—
cine , treated with t hyinidine , and the rate of lymphocyte stimulation is
estimated by the amount of radioactive thymidine taken up. In addition,
lymphocytes and leukocytes are cultured in agarose wells with vaccine
present to determine the amount cf leukocyte migration inhibition.

Personnel: 1 SSC (2 months)

Funding : None.

PROGRESS

Because of d i f f i c u l t y  in finding human volunteers , a cooperative effor t
was undertaken with Dr. George Baer, CDC, Atlanta, Ga., using vaccinated
mice. The results of these studies are listed in Table 1 and were In-
conclusive. No definitive statement could be~ m ade regarding the vaccinestatus of these animals.

Stat us: Completed .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Measurement of Transepidermal Water Loss in Anhidrotic Ectodermal
Dysplasia and Erythroderma.

WORK UNIT NO.: C—29—75

PRINCIPAL INVESTIGATOR: Robert L. Rietschel , M.D., MAJ , MC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

1. To measure total body evaporative water loss in skin conditions of
• excessive and insufficient transepidermal water loss and compare these

values with measurements of water loss from small areas of skin.

2. To study the effect of various topical compounds in common dermato—
logic use on tran~epiderma1 water loss in individuals with excess or
insufficient water loss.

TECHNICAL APPROACH

A stream of dry nitrogen gas is blown across the skin surface and then
in to  an electrolytic moisture analyzer. The amount of moisture present
is detected a nd expressed in mg/cm /hr .

Personnel: None.

Funding: Consumable MED~ASE Rental
Supplies

FY 77 — — $21.00
FY 71 — — $ 5.25
FY 7 6 — — $21.00
FY 75 $ 255.95 $ 1,250.00

PROGRESS

No pa t ien ts  with •inihidrotic ectodermal dysplasia or erythroderma were
ava i lab le  for  s tudy .  The e f f e c t s  of various compounds used to treat
dry skin were ( ‘valuated In one normal individual. A method for objec—
tive measurement of mois tur izat i on  by dry skin treatments was developed .

Status: Ongoing.
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C—29—75 (Continued)

Rietschel , R.L. A method to evaluate skin moisturizers in -vivo. Submitted
to Journal of Investigative Dermatology.

- A Method to Evaluate Skin Moisturizers in Vivo. Presented at the Southern -
Reg ional Meeting of the Society of Investigative Dermatology, 6 November
1976 
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Bone Scanning as a Metnod for Detecting Early Renal Osteodystrophy.

WORK UNI T NO.: C--2— 76

PRINCIPAL INVESTIGATORS: Harvey Gersh, MD ., MAJ, MC;
Robert J. Lull, M.D., LTC, MC

ASSOCIATE INVEST ECATORS: Richard Merrill, M.D., LTC, MC

OBJECTIVES

1. To evaluate the ability of phosphate scans to diagnose early osteo—
dystrophy .

2. To evaluate the extent and distribution of metastatic calcifications
in patients with renal osteodystrophy

3. To attempt to develop a tool for the evaluation of bone metabolism.

TECHNICAL APPROACH

Polyphosphate bone scans were utilized to evaluate renal osteodystrophy .
Two approaches were used . First, the bone scan was utilized to make
genera l observations such as metastatic calcifications. The scans were
successful with this approach , hut we felt more objective measurement
data were nec.~ssary and we evolved approach #2. A computerized scintil-
lation camera was utilized to compare soft tissue uptake to femur uptake
of the isotope. Upon comparing the ratios of soft tissue counts to femur
counts  at  fou r hours , the assumption was made that increased bone activ—
ity represented Incrcas.ed elastic metabolism of the bone. ~‘hese data
were then compared to histologic information obtained from an anterior
iliac crest biopsy. -

•

Per~ ’nne~ None -

Fund~~~ Consumable
Supplies

FY 77 —

L 

FY 7T -
FY 76 $ 632.00
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C—2—76 (Continued)

PROGRESS

The initial analysis of these data suggests that long term patients on
hemodialysis have statistically different uptake ratios than do new
dialysis patients. This suggests t hat we can quan t i tate osteoclastic
activity using the polyphosphate bone scan. Although our histologic
correlation has not been completed , it appears that there are also
comparable changes in bone histology. This information helps us quan—
titate elastic activity and therefore gives us dynamic information
concerning renal osteodystrophy. Utilizing c~the* methods such as
densitimetric changes, we now can determine net changes in bone and
therefore can mathematically derive elastic activity from the other
two parameters. This information not only helps us make an early
d iagnosis of osteodystrophy but also gives us some insight into the
d ynamic metabolism of bone and gives us more definitive information
so that in the future we can analyz e t reatment choi ces with incr eased
precision .

Status: Completed .

Diagnostic Maneuvers in Renal Osteodystrophy. Presented at the Nephrology
Seminar, Academy of Health Sciences, January 1976.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATI ON SERV ICE

INVESTIGATION PROJECT RESUME

TITLE: Measurement of Lower Esophageal Sphincter Pressure: An Assess-
ment of Perfusion Rate and the Honeywell Model 31 Probe.

WORK UNIT NO.: C-4—76

PRINCIPAL INVESTIGATOR: James E. Gray , M.D., MAJ , MC

ASSOCIATE INVESTI GATORS:

OBJECTIVES

1. To determine whether perfusion of the esophageal motility catheter
at varying perfusion rates affects the recorded lower esophageal
sphincter pressure.

2. To compare lower esophageal sphincter pressures obtained with tradi-
tional perfused catheters and wIth the Honeywell Model 31 probe.

TECHNI CAL APPROACH

See Progress.

PROGRESS

Due to persistent malfuction of the HoneyweL. motility equipment, this
project has been terminated .

Status: Terminated .
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DEPARTMENT OF THE A~MY

Brooke Army Medical C~nter
Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Adequacy of Dialysis with Sorbent—based Dialysate Regeneration
System (RED?).

WORK UNIT NO.: C— 7—76

PRINCIPAL INV E~ T 1CATOR: Daniel A. Nash, Jr., M.D., MAJ , MC

ASSOCIATE INVEST IGATORS:

OBJECTIVES

To evaluate the sorbent based dialysate regeneration system for adequacy
of dialysis relative to existing single pass systems.

TECHN ICAL APPROACH

Long t e rm hemodlalysis with the RDY was compared to the standard recir-
culating sing le pass dialysate system (RSP) using immunological studies.
These included lymphocyte populations; lymphocyte blastogenesis with Pha,
PWM , Con A , tetanus and monilia; NET tests; and quanUtative IgG, M and
A. Four chronic patients were dialysed exclusively with the REDY for
four months. Char.ges in the immunological studies were compared to
changes in control RSP patients.

Pe rsonnel: None.

Funding Consumable MEDCASE
Supplies

FY 77 - -
FY7T - —

F? 76 $ 475.00 $3,980.00

PROGRESS

Significant differences included an NET test that was decreased by a
mean of 9.6% on the REDY (PcZ .02). The RED? patients also demonstrated
a 29.6 BI unit mean decrease of lymphocyte response to Con A(P<.02).
Further , there was a significant reduction in IgA and 1gM not seen with
RSP dial ysis.
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C—7-76 (Continued)

While the NBT teat results may reflect a less stressful dialysis pro—
edure, the possibility of depressed leukocyte function with the RED?
could not be excluded . Also a relative decrease in T—lymphocyte func-
tion with RED? dialysis is suspected f rom the Con A results. These
findings in addition to the decreased IgA and 1gM with RED? dialysis
suggest a less effective normalization of uremic ininunological defi—

• ciencies than with the RSP dialysis system. Furthet consideration
should be given to adequacy of long term dialysis with the REDY system.

Status: Completed

Nash, D.A., Jr. Evaluation of long term h~modialysls with the sorbent
based dialysate regeneration system (REDY) . Abstract in Proceedings
of American Society of Nephrology , November 1976.

F.valuation of long term he~odialysis with the sorbent based dialysate
regeneration system (RF.DY) . Presented at the 9th Annual Meeting of
the American Soch~t y  of Nephrology , 23 November 1976, Washington, D.C.
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DEPAR TMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE:  Quantitative Studies of Phagocytosis — the Use of Acridine Orange
(AO) as an Indicator of Phagocytic Ingestion and Bactericidal
Effects.

WORK UNIT NO.: C-9—76

P R IN C IP A L  INV ESTIGA TOR: Dennis I.. Stevens ,~M.D., MAJ , MC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

I. To stud y the  phagocytosis of polymorphonuclear leukocytes of acridine
orange stained bacteria.

2. To develop a simple reliable assay of this process which will be
amenable to clinical laboratory utilization .

TECHNICAL APPROACH

Acr idine orange stained E. coli were fed to human granulocyte suspensions
and the fluorescence spectra recorded at different incubation times. A
new Aminco—Bowman R136 photomultip lier tube was utilized .

Personnel: None

Funding: Cor.sumable
Suppl ies

FY 7 7  —

FY 7 T  -

F? 76 $ 549.46

PROGRESS

A l t h o u g h  v i s u a l  f lu o r e sc e n c e  d i f f e rences  in killed virus  live bacteria
may he apparent by fluorescence microscopy, no fluorescence spectral
changes have been found utilizing the Aminco—Bowman fluorometer. The
reason Is not apparent at this point , but is probably related to the
large amount of d ye t aken  up by the granulocyte nucleus. As a final
attempt to ~itil1ze this technique , PMN ’s will be lysed at various times,
and the spectra l scans will be performed on bacteria alone.

St.-ittus : Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Centew

• Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE:  Ant imic rob ia l  Sens i t iv i t i es  of Methicillin Resistant Stap hylococci .

WORK UNIT  NO. : t~— I O — 7 6

• P R I N C I P A L  INV F S TI ( ; AT O R :  Adolph I .  Rabin . • ‘ r . .  M.D.  . LTC . MC

• ASSO CIATE I N V l STlCATO1~S: Elwood P. Everett , M.D., LTC , MC; Hugh 0. Peterson ,
M . D . ,  C() I., MC; Theodore R. M c N i t t , M . D . ,  LTC , MC

O BJECT IV ES

1. To de te rmine  the mean i n h i b i t o r y  concentrat ions  of microtiter technique
of 20 strains of methicillin resistant staphylococci to Gentamicin . Tobra—
m y c in , Am ik aci n , Va ncomycin and Cl indamyc in .

2. To de te rmine  synergy by k i l l i n g  curves on 5 s t ra ins  of me th ic i l l i n
resistant staphylococci with combinations of Vancoinycin wi th  Centamicin ,
Tobramycin , Amika c in  (BB —K8) and Clindamycin.

- TECHNICAL APPROACH

Ne th icill in resistant staphylococcus strains obtained at the Institute of
Surg ical Research are Incubated in wells containing various solutions of
antibiotics to determine the concentration at which growth is inhibited .
Fol lowing d e t e r m i n a t i o n  of inh ib i tory  concentrat ions , organisms w i l l  be
I ncubated w it h various combinations of an t i b i o t i c s  at subinhihitory eon—
cen t r a t i o n s  to de t ermine  if there is synergism . Synergism wi l l  he deter—
mine ’d by performing -nlony counts  on the cu l tu re  at increasing in terv a ls
of t i m e .

Pe rsonnel:  None.

Fund in~ : Consuma b le
Supplies

F? /7 —

FY 7T —

F? it, $ 2 9 . 4 5

Tin’ m l  cr01 it er t eehn ique d id  not lend itsel I. to this study. After several
ill emp i s at  s tan d ar d  I z lu g t h e  t e c h n i q u e , the s t u d y was t e r m i na t ed .

S ta t u s :  T e r m i n a t ed
• 81
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
t ’LINTCAL INVESTIGATION SERVICE

Z NVESTTCATI ON PROJECT RESUME

T1l’LF :  Treatment  of Ilepati r Failure with an Elemental Diet .

WORK l~N l T  N O . :  c — l l — 7 6

P R I N C I P A L  INvESTICA ’r oR :  Hugh P. McElwee, M.D., MAJ , MC

ASSOCIATE ZNV F STLGATt )RS :

OBJECTIVES

To determine ii an orall y administered elemental diet will speed recovery
and/or improve surviva l from hepatic failure.

TECHNIcAL APPROACH

P a t i e n t s  w i t h  advan ced l iver  disease and associated encephalopathy ~~ re
t reated in a doub l e  b l i n d  f a sh ion w i t h  either placebo or a special ele-
mental diet . Laboratory results were monitored , and we attempted to
scparate meaningful differences in patient response.

Personnel: None.

Fund jn1: None.

Two pat t e n t s  have been e v a l u a t e d . We have decided to discontinue this
s tudy  for  t he  f e l  l~iwing reasons;

P a t i e n t  v a r i a b i l i t y  at the t ime of presentation precludes
meaning ful ev iiltiat ion of changing biochemical data based solely on diet .

~~~ One p a t i e n t  being t reated w i t h  diet via naso—gast r i c  tube de-
veloped esoph ag it i s  and associated variceal bleeding that necessitated
disco n t i n u ing the t r i a l .

S t a t u s :  Te r m i n a t e d
82
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D EPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE : Evaluat ion of Glycero l Lysis Time as a Rapid Screening Measure
fo r Red Cel l  Membrane E f f e c t s .

WORK UNIT NO.: C—l5--76

PR INCIPAL INVESTI GATOR : Robert P. Bowman, M.D., LTC , MC

ASSOCIATE INVESTIGATORS : John Posch, DAC

OBJECTIVES

I .  To determine aormal values of glycerol lysia time.

2. To de te rmine  if red cell membrane defects  such as trtalassemia and
spherocytic  anemias can be detected out of the range of normal.

3. To s t a t i s t i c a l l y  evaluate the lysis curve and delineate the best
and simplest points for correlating hemolysis to cellular defect.

4. To determine whether this test can be used as a rapid screening
measure in a busy hematology clinic.

TECHNI CAL APPROACH

Glycero l lysis t ime is being performed on a large number of patients
to establish a number range of abnormalities.

Personnel: None.

Fund i~~ : Consumable
Supplies

FY 7 7  —

FY 7T -

FY 76 $ 213.15

PROGR ESS

I t  has been suggested that this test be u t i l I z e d  as a rapid and in—
expens ive  screen ing too l to d i f f e r e n t i a t e  pa t ien ts  w i t h  abnorma l
hemogl oh i n s and thalessemias  from normals and those w i t h  iron defi-
c i e nc ies . A s i ze a h i e  number of patients with these disorders have
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1 C-•l5—76 (Continued)

• been identified in the clinic and glycerol lysis time curves have been
determined on them as well as on a large series of normal controls.
Our present results, although at variance with a previous report on

• sim ilar patients using 50% glycerol iysis t imes , does indicate that
cer ta in  hemoglobinopathies including beta—thalasseinia demonstrate

• unusually high glycerol lysis times. Patients with alpha—thalas—
sem ia and iron deficiency, however, demonstrate variable lysis times.

• We are evaluating slopes and other times (i.e., GLT 25% , 75% , 90% etc.)
to dete rmine  if  these parameters may be more helpfu]  in different ia t ing
spherocytic anem 1 as. Glycerol  lysis curves of pat ients  with the more
rare hemoglobin disorders , such as a lpha—thalassemia , are being added
to the study as these rare abnormalit ies are detected in the clinic .

Status:  Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: The Value of Antacid Therapy In Treatment of Duodenal Ulcers.

WORK UNIT NO.: C— 19—76

PRINCIPAL INVESTIGATOR: Hugh P. McElwee, M.D., MAJ , MC

ASSOCIATE !NVESTIGATORS: James E. Gray, M.D., MAJ , MC; Melvin L. Butler ,
M.D., LTC, MC , LANC; S taf f , LANC ; Sta f f , WBAMC;
Staff ,

OBJECTIVES

To determine the efficacy of antacid therapy in duodenal ulcer disease.

TECHNICAL APPROACH

An attempt will he made to determine the effectiveness of antacids on the
• healing rate of duodenal ulcers . This is a double blind study comparing
• antacids vs. placebo . All patients will be diagnosed and followed by
• oral endoscopy to monitor response.

Personnel: None.

Funding : None.

PROC’~ESS

A s imi la r  study has now been completed at another ins t i tu t ion;  therefore ,
the study is te rminated .

Status : Terminated .
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I”EPARTMI ’NT ~‘F THE ARMY
Br~ oke Army Medical Center

Fort  Sam lloust~ n, Texas 78234
CLIN icAl .  INVESTIGATION SERVICE

I NVEST ICATIO N PROJECT RESUME

T i T L E :  Therapeut Ic And 1) t aguo s t  Ic Role  of A i r  Ca lo r ies .

WORK L N 1 1  N~~.

PR I N C  I I’AI I N VFST I CA I ’t~R : M i ch a e l  Po I sky .  H . I) . • MAJ • MC

ASSOC I AT E I N V I S T  I CATO R S : C ar l  H.  Cunderson • M . D .  , COt., MC

OBJ ECTIVES

To ~1eve iop a dcv i . or the Jet em m a t  ion ot the possible thecapeut  it ’

and ~I I ~~~~~ t Ic  role ot air ~‘a b r  I cs

The dcv ice in quest  ton would he a m o d i f i e d  portable hot air blower. :\ir
would  f 1o~: through •u t ube  connect ed to an ear—p lug ot the sort used in
trans istt’r radios. S i n c e  the  s u rf ac e  to  be c o nt a ct e d  is the tympanic
membrane , t h e  f low  of air need not be rapid , and conceivably the system
will not require a fan. The system shoulg inc orporat e  a thermostat
render i ng Possible adjustments between ~7 and 44 C .

Personnel: N on e .

Fund Ln~E~: None .

I’ROCR~SS

A I I  .u t t empt C •~~~ semb 1 an approp r 1.i to deVice haves met w i t h  f~u I lure .
Theref ore , the studs’ Is terminated .

St atus: Terminated •
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort  Sam Houston , Texas 7 82 36
CL I N I C A L  INVESTIGATION SERVICE

I NVESTICATION PROJ ECT RESUME

I’! F! F Demons t r•e C ion of  a It’s test cr one B i n d i n g  Protein in Semen .

WORK L N I  I N O . :  C - 2  I— ~‘6

PRINCIP Al INVI ’SlIC :\ I’0R Alb ert Thomason, M .I ) . , ITC , MC

ASSO’! A lE I NC~ S FI CAT ORS

o l i JECl lV ~~S

lo demonstrate’ a testosterone bind ing protein in semen .

T E C I I N I C A I~ APPROACH

A t t e m p t s  art’ being made to demonstrate a specific binding protein by using
polv~*crvIam1de g e l electrophoresis and radioactive testosterone. Two ap—
preaches  have been used so far: 1. To add the radioactive testosterone
t o  the’ seme’n before the elect rophoresis and then to count consecutive sec—
t ions ot the gel to see if any of the sect tons contained high counts: and

To p l a c e  the testosterone directly into the gel and subsequent to the
e tee t rophori’s is t o sect ion he gel into consecutive equa l segments.

r sonne’ 1: None’.

Fund I n~~: None.

PROC RE S S

I t ’ d i C e ’ , no spec i t  Ic  t e’st os t crone b inding protein has been demonsrated 1w
cit he’ r ot t h e  t e chn i ques used. It Is planned to vet if v that the technique’
is v a lid t ’v using it to demonstrate sex hormone binding globulin in serum.

Status: Ongoing.
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DEPAIUMEN F OF THE AI~.1~Y
Brook e Army Med ical Cen ter

Fort  Sam Houston , Texas 78234
ClIN ICAl. INVESIICA TION SERVICE

• I NVES ’l I C A l ’  iON PROJECT R E S I M E

T I  I l L :  Tht ’ 1 s t  ot ~e icho ic Ac id Ant ihod i~’s in Diagn os ing  Serious
St i ~I!I’ I eeoc c a l  1 i st ase’ in Burn  Pat  I c ot s .

WORK I N  IT  N O .  t — .~ S— ;~

PR I N C  I P ,\l  I NV FS  U CA 10K: Theodor e  R . MeN i t t  , M.D. • l~TC , MC

AS~~0C l A T E  I NVFSIICATORS : E. Dale Ev e ’ret  , M . I). , FTC , MC: Dennis L.
St evens , M . I) . , MAJ ,

OBJECTIVES

1. Fe d e t e r m i n e  i t  t e i c h o i c  a c i d  an t i b o dy  t i t e r s  change in a d i agnos t i c
ash ion i n  bu rn  pat  l o ut s  w i t h  st .ip hv lococca 1 infections.

‘ . To compare t e t e h o i  ac id  antibody t i t e r s  In p a t i e n t s  w i t h  m e t hl c i l l in
s e n s i t i v e  and m e t h i c i l l i n  r e s i s tan t  s taphy l ococcal i n f ec t i o n s .

1. To c or r c  la t e  N ’ I cho Ic ac Id ant ihodv t i t e r s  in burn pat tents with the
degree o t s t  aphy lee eec a I disease.

TECHN I CAL APPROACH

Seri.i I blood samples t rout t h e r m a l ly  In ju red  p a t i en t a  will be obtained and
t e i c h o ic  ac id  an t ibody  t i t e r s  w i l l  be measured by inununodif fus ion  assay
i t  t e ’r the method of Crowder and White.

Pt’rsoni~cl : I SP~ m o n t h s )

F i i n d i n ~ : Consu mab le
Supp l ies

FY —

Fl ~1’ ~ .‘~‘O .0 O
Fl 76 $ 360.00

• PROGRESS

SI X C V  pat I cuts ~:tt e ent ered int o t h e  s tudy . There were ten episodes of
sever e  St ij ’I ,v l e t -ot t us a t t r e • L I s  I n f e c t  ion  hut none had t e i ch o i c  a c i d  a n t i —
heel I es

S i  i t  its: i omp lt ’t ‘II .

p 88
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERV ICE

INVESTI GATION PROJECT RESUME

TITLE: Effect of Vagal Stimulation on Canine Plasma Histamine Levels and
Mast Cell Deg ranulat ion.

WORK UNIT NO.:  C- 26—76

• PRINCIPAL INVE STiGATOR : Charles B. Brearley , M.D. ,  MAJ , MC

ASSOCIATE INVESTIGATORS : Wil l iam W. Burgin , J r . ,  M . D . ,  COL , MC; Sammy C.
Campbel l , M.D.

OBJECTIVES

1. To determine if elevations of a r te r ia l  blood histamine occur in anes—
• thetized dogs following unilateral and bilateral vagal stimulation.

2. To determine the extent of mast cell degranulation in the lungs of
anesthetized dogs following bilateral vagal. stimulation.

TECHNICAL APPROACH

Dogs weighing approximately 15 kg were anest hetized wit h pentobarbita l ,
intubated and vent i la ted wi th  Bird Mark VII ventilatorto keep arterial
PH and PCO 2 in the physiologic range and to keep arterial CO

2 
approxi-

mately 200 mm Hg. The right fenioral artery was cannulated and attached
to a Statham pressure transducer and E for M Recorder. Central venous
line was Inserted via the right external jugular vein into the right
atrium. The right and left vagosympathetic nerve trunks were exposed
and attached to a nerve stimulator. An esophageal balloon was inserted
and connected to a pressure transducer to record changes in intra—
thoracic pressure. A pneutnotachograph was inserted in line with the
breathing apparatus, so that continuous flow rates could be monitored .
Following initial blood samples for arterial blood gases and arterial
and venous histamine levels, and following baseline ventilatory volume,
pressure and flow measurements, one minute of electrical stimulation
was carried out with continual ventilatory measurements as well as
simultaneous arterial and venous samples for histamine at/immediately
following stimulation , and at 2, 5 and 10 minute intervals.

Personnel: None

Fun~~,.~.&: Consumable
Supplies

FY 77 $ 250.00
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C — 2 6 — 7 7  (Cen t inued )

PR~~.RESS

Six dogs were studied . No significant elevations of plasma histamine
we re observed .

S t a t u s :  CompLeted .

• E f f e c t  ~ t ’ \‘ag.il St t m u l a t  ton en Can i n e  Plasma His tamine  Levels and Mast
( i ’ l l  I ) egr anei l a t  I on.  P resented at the  Fit z s im on s  Symposium , September
1976 , 1)enver , Colorado.
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DEPARTMENT OF THE ARMY

lirooke Army Medical Center
Fort Sam Houst on , Texas 78234
CLINI CAL INVE STIGATION SERVICE

iNVESTI GATION PROJ ECT RESUME

r I T I E :  P t  lot Study :  Eva l ua t ion  of Nasogastr ie  )Iyperalimentation and
Peripheral Venous Hyperattinentation in Cancer Patients.

• ~~)RK U N I T  NO. :

P R i N C I PAl , INYFSTICA’IVR: Richa rd A. Sli t ldt , M.D. , MAd , MC

• AS SOt ’lA’l ’ E I NVES TIGATORS:

• OB~1EC T lV F’S

To gal her data on two form s of hyperal  im entat  ion: na sogastr ie h ypera l i—
men ta t  ion an’1 peripheral  venous hyperalimentat ion and compare the r esu l ts
w i t h  a cent rot group receiving an oral d i e t .  This is a pi lot  study to
determine’ t he’ f e a s i b i l i t y  of hypera i im enta t ion  on the Oncology Service.

1~~~I~N_~~~~~~~~
VRt

~
AClJ

Pat tents seen by the Oncology Service who are t o  begin chemotherapy and who
have lost at least lOt of the i r  body weight normally recorded in the pre’-• i l ln e s s  period , or who have albumin less than 8 mgt, will he asked to
part Icipate.

P at  t en t  s w i l l  b~’ random I reel Into three ’ groups. Group A w i l l  he the e’en—
re I group ieee Iv lug a dl et ou t l ined by the diet I clan . Group B will
receive a diet out line d by the diet ictan and nasogastrtc hyperalimentatton
with Ensure. Group C w i l l  ree’ei ve a diet out l ined h~ the d tet t e t an  and
per iphe ral  venous hy p er a l i n t en t at i on  w i t h  In tr a l i p i d  and Ft -eamtne . A
maximum et’ .‘4 patient s, 8 in each group, will be stud ied.

?ersonne’ 1 : None

Fund I n~ : None

PROGRESS

We we’re t inab Ii ’ t o  gather enough pat tents to compare a contro l grou p t e~
t n t  * aveneus and nasiigast r ii~ feed ing . Since our onco l ogy population Is
not I arge enough ii comp L et is t his study , the at tidy Is term inated .

St i t  us : Term I nst oil
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I)EPARTMENT OF’ THE ARMY
• I B rooke Army Medical Center

Fort Sam Houston , Texas 78234
CLI NI c A L IN VESTI GATION SERVI CE

1Nu ~ESTIGATION PROJECT RESUME

TITLE:  Prevalence of IIBS Antigen , Carrier State and HBS Antibody in
• Gast roentero logis t s.

WORK UNIT  N O. :  C—30— 7ti

• PRINCIPA l. INVEST LCATOR : Hugh P. McEl wee , M . D . ,  MAJ , MC

ASSOC I ATE INV EST hAT ORS :  James I. .  Stammer , M.l ) ., MAd , MC

OBJECTIVES

I’o detenninc the prevalence of UBS antigen carrier state and BBS antibody
i n physic ians  pr ae’t icing gast roenterology .

‘rF.CHN J CAL APPROA CH

Blood sampl es  we rt co l lec ted  f rom volunteers  at annual  meetings for gastro—
e’nrerologists. Participants also provided a data sheet with pert inent
pe r sonal and professiona l Information. Blood samples were tested for the
p resence of h ep a t i t i s  surface ant i gen and surface antibody . Test results
and informa t ion f rom data sheets were number coded and t ransferred to •

computer files fo r  f u r t h e r  analysis.

Pe rsonnel :  None.

F un d in ~~: Consumable Con t ractu ral
Supplies Services

FY 77 — —
F’Y 7T — —

F? 76 $ 86 . 38 $ 720.00

Fou r hundred and seventy—eight physicians provided blood samples. Four
hundred and twenty—thre e were gastroenterologists, fourteen were internists ,
lot i r were In genera l p rac t i ce , one was a hematolog ist , and 36 had other
areas ot of special interest. Approximately SOt of the last group were

• surgeons. F o r t y — n i n e ’  p a r t i c i p a n t s  reported a history of hepatitis and
18 of t hese ( ‘ifl)  were seropositive .

j
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C—30—76 (Continued)

Conclusions; 1. The prevalence of hepatitis B markers in our physician
group is significantly greater than that reported for a non—health care
population.

2. The increased prevalence of hepatitis B markers is not significantly
different from that reported for another health care population.

3. The prevalence of hepatitis B markers increases with age and years
• of professional experience as a gastroenterologist—endos~opist.

4. The wearing of gloves during upper endoscopy does not alter the
prevalence of hepatitis B markers for gastroenterologlsts—endoscoptsts.

5. The role of endoscopy in the transmission of hepatitis B markers
needs further evaluation.

¶ 
Status: Comp leted .

McElwee, H.P. and Stammer , J.L. Prevalence of Hepatitis B Markers in
Gastroenterologists and Endoscopists. Gastrointestinal Endoscopy
23:235, 1977.

Prevalence of Hepatitis B Markers in Gastroenterologists and Endoscopists.
Presented at the Wi l l i am Beaumont Gastrointestinal Symposium , El Paso, Texas,
March 1977; American Society for Gastrointestinal Endoscopy, Toronto,
Canada , May 1977.
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DEPARTMENT OF THE ARMY
Brooke Army Ileelical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INV ESTIGATI ON PROJECT RESUME

TI’rLE: Treatment of Systemic Mast Cell Disease with Cimetidine

WORK uNIT NO.: C—33—76

PRINCIPAL INVESTIGATOR: Joe A. Dean, M.D., MM , MC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

To measure’ the effect of Cimetidine, a selective H
+ 
blocking agent, on

recurrence of gastric ulceration, intestinal hemorrhage, pruritus and
diarrhea in a patient with known systemic mast cell disease.

TECHNI CAL APPROACH

The patient will be treated under the Smith , Kline and French Protocol
#DOl for Cimetidine (SK&F 2334) as treatment of a special case. Under
this protocol , only those seriously 111 patients in whom reduction of
gastric acid output may be required for their treatment and when no
alternative therapy Is available may be entered. Each patient will be
studied on a regimen of 300 mg. q.i.d. administered with meals and h.s.

• Should this not completely alleviate symptoms, the dosage may be in—
creased . Antacids may be administered p.r.n.

Personnel: None.

Fund !n~~: None.

PROGRESS

On therapy with cimetidine , the patient has had no further evidence of
peptic ulcer disease or diarrhea and has had diminution of skin involve-
ment . There has been no evidence of increased cardiopulmonary or retro—
perttonea l disease. He has had no known toxicity to the drug , and liver
function and hematologic parameters remain stable. Cimetidine is now
e’ntnmerelall y available and therefore this study is completed .

St . i t u s :  Completed .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
• CLINICAL INVESTIGATI ON SERVICE

INVESTIGATION PROJECT RESUME

TITLE: The Effect of Hyperbaric Carriers on the Distribution of Amino—
glycoside Antibiotics in the Cerebrospinal Fluid of Dogs.

WORK UNIT NO.: C—35—76

PRINCIPAL INVESTIGATOR: E. Dale Everett, M.D., LTC, MC

ASSOCIATE INVESTIGATORS : Christopher Chaput , M.D., MM , MC; Thomas Rankle,
• M.D., LTC, MC; Theodore R. McNitt, M.D., LTC , MC;

Dennis L. Stevens, M.D., MM , MC

OBJECTIVES

To determine the effect of hyperbarIc (10% dextrose) solutions on the
distribution of intrathecally administered aminoglycoside antibiotics.

TECHNICAL APPROACH

Mongrel dogs will have Onimaya reservoir placed in the cerebral ventricles.
Aminoglycosides alone or aminoglycosides dissolved 10% glucose will be
injected into the lumbar intrathecal space. Drug concentration at the
ventricular level will be measured.

Personnel: None

Fund ing : None

PROGRESS

Technical difficulties encountered In placing and maintaining the Onunaya
reservoirs necessitated curtailment of this project.

Status: Terminated .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

iNVESTIGAT I ON P ROJ ECT RESUME

T!TLE: Heavy M et a l  Me tabo l i sm and Its Effect on Leukeinias.

WORK INIT NO.: C — l — 7 7

PRINC IPA l . INVESTIGATORS : Jerry Phillips , M.D.;
Robert P. Bowman , I1.D., LTC , MC

ASSOC IATE INVESTICATORS : Dan Mariner, M.S., MT (ASCP)

OBJECTIVES

To ( ! c a r I v  d e f i n e  t h e  cellular actions of zinc at a molecular level. Of
part icular interest are ; I) identification of the intracellular systems
associated with zinc; 2) characterization of the mechanisms by which such
systems are affected by ZInc; and 3) both identification and characteriza—

• t ion of systems In which zinc metabolism is abnormal, such as appears to
• he the case with leukemia lymphocytes.

TECHN I CAL APPROACH

• Human p e r i p her a l  blood was obtained by ven ipunc ture  f rom 7 heal thy donors
and f rom donors w i t h  ch ron ic  l y isphocytic leukemia. Pur i f i ed  lymphocyte
p o pu l a t i o n s  were assessed for viability by exclusion of trypan blue, for
t hymu s—d ep & ’nd ent  ( t )  lymphocytes  by the abi l i ty  to form rosettes with
sheep erythrocvtes , and for thymus—independent (b) lymphocytes by the
ab ilit y to form rosettes with sheep erythrocytes coated with antibody
and comp lement.

To assay zinc’ uptake , l.5x10
6 lymphocytes were suspended in 1 m~5 serum—free RPMI-l640 in culture tubes. Each culture received 10 g. ( ZN)zInc

t ransferrin. Finall y, vary ing concentrations of either PHA or poly—L—
ornithine were added . Cultures were incubated overnight at 37 0 in a
humidif ied atmosphere of 5% CO2 

in air. Incubations were terminated by
addition of ~ ml . ice—cold PBS followed by centrifugation at l6Oxg for
tO minutes. The cell pellet was resus~ snded In 2 ml . ice—cold PBS and
again centrifug ed . This process was repeated one additional time. The
fina l washed cell pellet was suspended in 2 ml. cold PBS and the cells
e’ollected 1w vacuum filtration . Radioactivity associated with the
l ymphocyte’s was then assessed . All cultures were run in duplicate.

l’c’rsonne I : None.

Fund ! n~~: None.
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C—l—77 (Continued)

PROGRESS

The relative effects of PHA and poly—L—ornithine on zinc uptake differed
between normal and CLL lymphocytes. The ratio, i.e. zinc uptake in poly—
L—ortnithine cultures/zinc uptake in PHA culture, appears to be charac-
teristic for each of the lymphocyte populations used. For the seven
normal donors this ratio is 1.9 ± 0.2, while the ratio is only 0.9 ± 0.3
fc the seven CLL donors. Using Student ’s t—test, it was determined that
the difference between these two ratios is statistically significant
(P < .001). Additionally, lymphocytes from one donor with lymphoina and
one donor with Hodgkin’s disease were tested and the ratios of 3.4 and
2.8, respectively, were obtained.

It is proposed that this this technique may be useful in the diagnosis of
chronic lymphocytic leukemia as well as in the assessment of the efficacy
of ehemotherapeutic regimes.

Status: Ongoing.

Phillips, J.L., Tuley, J.A. and Bowman, R.P. Zinc uptake in normal and
leukeinic lymphocytes: Effect of poly—L—ornithine. J Nati Cancer Inst
58:1229, May 1977.

97

~~~ • •~~~~--=.- . •- -~~~~~~~~~~~~~~~~~~~ ~~~~‘•~~~~~~~~ ~~

—

~~~~~

- 

-~~~r-: :::~~~~~ • • •-•-.



~~~~~

- - “
~~~~::; ~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~~ ~~~~~~~

p

DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATI ON SERVICE

INVESTI GATiON PROJECT RESUME

TITLE: Comparison of Hemodynamic Effects of Angiographic Contrast
Material with Dynamic and Static Exercise.

WORK UNIT NO.: C-3-77

PRINCIPAL INVESTIGATOR: Barry R. Alter, M.D., MAJ , MC

ASSOCIATE INVESTIGATORS: Joseph P. Murgo, M.D., LTC, MC

OBJECTIVES

To evaluate the usefulness of postangiographic hemodynamic data in assess-
ing left ventricular function by comparison with the effects of standard
forms of left ventricular stress in the cardiac catheterization laboratory.

TECHNICAL APPRAOCH

• Seventy—five patients with either normal cardiovascular dynamics or a
variety of cardiac diseases including coronary artery disease, valvular
heart disease and cardiomyopathies , will be entered into the study. Each
patient will undergo routine , control , rest, dynamic , and static exercise
hemodynamic protocols currently used at Brooke Army Medical Center. Left
ventricular pressure will be recorded in a manner sufficient to accurately

• measure peak systolic pressure, end—diastolic pressure, and left ventricu-
lar dp/dt. Other routine pressures and parameters will also be made.
Three thermal dilution measurements of cardiac output will be made during
each phase of the study. Prior to injection of contrast material, all
parameters will be measured during controlled state. A specially de-
signed Millar high fidelity injection catheter with recessed holes will
be utilized for the injection allowing high fidelity left ventricular
pressure measurements with simultaneous fluid aortic pressures. Pres-
sures and thermal dilution cardiac output will be obtained prior to in—
sectIon of the contrast material and then will be reocorded at specific
intervals following injection until all hemodynamic parameters return
to baseline levels. All data will be analyzed for tempo changes, and
to compare postangiographic hemodymamic changes with those following
dynamic and static exercise.

Personnel: None

Fun dfng:  None
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C~ 1—17 (Cent tuned)

PROGRESS

Several pat ients  have thus f a r  been studied under the protocol , but

data  have been inadequate for inte rpre ta t ion  due to technical problems.

Recent ly a new catheter was obtained f rom Millar Electronics allowing

simultaneous  left ventricular and aortic pressures to be measured

t o l .lowtng In j ec t ion . Beginning in the near f u t u r e , a minimum of

1 pat tent s pet week w i l t  undergo the protocol.

St at u~~: Ongoing .

LI ‘
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fo rt Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVEST I GATION PROJECT RESUME

TITLE : Modified Time—Motion Study of Outpatient Flow at BAMC AMIC

WORK U N I T  N O . :  C-5-77

P R I N C I P A l. INVESTIGATOR:  Richard A. Call , II , M . D . ,  CPT , MC

ASSOCIATE INVESTIGATORS : Barry W. Wolcot t , M.D., LTC , MC

OBJECTIVES

I. To determine the various processing linkages, service times, waiting
t imes, routes , patient types, and staffing for treating patients in the
genera l , adult , non—appointment ANIC at BANC .

2. To provide analysis of operations of the AMTC utilizing a modified
t ime and motion study and data reduction procedures developed by the
Indian Health Service.

I. To suggest modifications in ER/AMIC medical process to provide more
medicall y effective care with current resources.

4. To compare these process aspects at BANC with those of other civilian
and governmental clinics with similar missions but differing structure.

TECHNICAL APPROACH

Using a portocol developed by the Indian Health ~ervice, time clocks
were placed at all patient care stations within the ER/ANIC. Data were
collected on 1800 patients presenting to the ER/AMIC during a cine week
period . The method of data collection allowed calculation of both
cueing t ime and service time at each station throughout the ER/ANIC
system. The data are entered into a computer; the program allows for
search by t ime of patient arrival , day of patient arrival, complaint
at t ime of arrival , initial care provide , and a variety of other
variables.

l’ersonnel : None

Fund !n~ None
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C— ~~
— 77 (Cent tuned )

The inttt. i t .in.ttvsts c.t the data has been completed giving us for the
f t ~ st t ime .~ p r e f t i c  et patient f low through the ER/AMIC . Based on
this pr of t i e. we k t v e ’ been able to make significant alterations in
st.tt t tug et v.u teus .~reas of the ER/Allic and improve the flow of patients
throug h the ~;vstem . In .Iddition , the t ime data assembled allows cal—

• ciilat ten et t In ’ .est et medical cart’ fo r  the d ir fe ren t  providers in the
• 

. C l ini c ; tnterm~tt ten tha t is essent ial in any analysis of the utilization
of phv stci.in I~~t t ’udet - s in the Emergency Department.

• St .~tus : (~tgeing .
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I)EP A R 1’MI - :N : OF THE ARMY
Brooke .\rmy ~ledical Cester

Fort Sam Houston , Texas 78234
• CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: The Mechanism of the Modulation of Lymphocyte Functions by
Comp l ement.

W ORK UNIT NO. : C—6—77

P R I N C I P A L  IN V FSTI ( .AT O R :  Miche l. Laham , M . D . ,  MAJ , MC

• ASSOCIATE [N vES ’rr cAToR s:  H ar t l e y  A. Se i f r idge , SSG

OBJECTIVES

P r e v i ou s  work dont ’ in co l l abora t ion  w i t h  Drs Richar Panush and Jacques
Ca ldwel  I at the University of Florida has demonstrated that in vitro

• responses of human periphera l blood lymphocytes (PBL) to mitogens, as
measured by the uptake of labelled thymidine (3HTdR), were signifi-
cantly decreased in the presence of human Complement (C) components C1,
C,. and Cj,. The purpose of this project is to study the mechanism of

• tRis inhitittion of lymphocyte fu nc t i o n s  by C.

TECHNICAL APPROACH

Human PB L ~ire obtained by Ficoll—Hypaque sedimentation. They are further
separ.it cd into I and B cell subpopulations by rosetting with EAC cells
and F cells , respectively, and by a second Ficoll—Hypaque sedimentation.
The separated cells are incuba ted with C1, C4, and C,, then stimulated
with various mitogens. Lymphocyte uptake of 3HTdR i~ measured at 24 ,
48 and 72 hours , respectively.

Personnel: I SSG (10 months)

Fund 1n~ : Consumable
Supp lies

FY 77 $1 , 275 .10
FY iT $ 447.70

PROGRESS

We have been .~hlt ’ t o  separate ’  T and B cell  popula t ions  that  are 90% pure .
The dose—response’ curves of  the  separated cells to PHA , Con A, PWM have
been de te rmined . Con A was found to d i f f e r e n t i a t e  best between T and B
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C—6—77 (continued)

• 1 cells. Initial results with C indicate that both T and B cells that
are preincubated with C142 have a decreased uptake of 3IITdR at 72 hours.Unseparated PBL show the same trend but to a lesser degree than separ-
ated cells. After we have coroborated our initial findings, we will
address ourselves to the kinetics of this inhibition of lymphocyte
responses by measuring uptake of 3HTdR sequentially for up to 120
hours. Next , we will examine the effect of ~~~~ on lymphokine pro-
duction , specifically, leukocyte inhibitory f~cfor (LIF).

• Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
• CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: The Use of Lyophilized Homografts for Creation of AV Fistula
in Dialyzed Patients.

WORK U NIT NO.: C-l0—77

• PRINCiPAL INVESTIGATORS: Richard H. Merrill , M.D., LTC, MC;
Bruce S. Jarstfer , M.D., COL, MC

ASSOCIATE INVESTIGATORS: Hartley A. Selfridge , SSG

OBJECTIVES

To determine whether a more effective and less expensive dialysis access
procedure can be developed .

TECHNICAL APPROACH

Lyophilized homografts are to be compared against the standard bovine
xenograft for creation of A—V fiatula in patients requiring chronic
hemodialysis. The patients are randomized and the physicians caring
for the patient are blinded as to the exact appliance used. All fis—
tula undergo weekly evaluation for dysfunction.

Personnel: 1 SSC (3 months)

Funding: Consumable
Supplies

FY 77 $ 133.70

PROGRESS

Fifteen patients have been entered into the study with several patients
• passing the one year mark. It is anticipated that another five patients

will he entered In this phase of the study before the code is broken and
the data are ana lyzed . All the homografts have been saphenous veins
harvested from cadavers. After twenty patients have entered the study
the bovine graft will he compared to lyophilized umbilical veins in
another twenty patients.

Status: Ongoing .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Antibody Titer Response to Swine Influenza Immunization in an
Oncology Population.

WORK UNIT NO.: C — i l — i l

PRINCIPAL INVESTIGATOR: Richard A. Shildt , M.D., MAJ , MC

ASSOCIATE INVESTIGATORS: Dan V. Luedke, M.D., MAJ, MC; Michel N. Laham, M.D.,
MAJ, MC: George Kasai, Ph.D., DAC

OBJECTIVES

1. To compare antibody titer response of a population of oncology patients
who receive swine Influenza immunization with that of normal controls and
immunosuppressed patients without malignant disease.

2. To correlate the antibody titer response with immunoglobulin levels
and lymphocyte counts.

3. To compare the morbidity of influenza immunized oncology patietna with
normal controls and iminunosuppressed patients without malignant disease.

4. To record the incidence of respiratory tract and swine influenza ill-
nesses in oi4r Immunized population.

TECHNICAL APPROACH

At the time of immunization , 10 cc of blood will be collected and the sera
analyzed for swine influenza antibody titers. Twenty initial samples will
be sent to the Virology Lab for complement fixation and heinagglutination
titer determinations. Three and nine weeks after inoculation a second and
third sample will be collected and evaluated for the factors mentioned
above.

• The participants will be given typewritten instructions on how to report
• • the side effects of the inoculation and will ~e asked to report any viral

illnesses they develop during the “flu” season (from inoculation to April).
Viral illness will be defined as any respiratory symptom complex. The
participant will he examined and Interviewed by one of the investigators
and a throat culture for virus obtained . A serudi sample will be drawn
three weeks after the illness and examined for a rise in swine Influenza
antibodies.
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C—ll—77 (Continued)

Personnel: None

• Funding: None

PROGRESS

The Swine and Victoria titers are completed. At the present time we are
running titers for increases in Hong Kong B antibodies. The data col—
lected on the 112 patients in the study are being reviewed .

Status: Ongoing.

Immunologic Response of Oncology Patients to Influenza Immunization.
Presented to the Texas Branch of the Society of American Microbiologists,
San Antonio,Texas, 11 March 1977.

I
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DEPARTMENT OF TUE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGAT ION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: A Prospective • 4y of the Usefu1nes~ of the Chest X—ray in
• evaluating Patients with Acute Cough.

WORK UNIT NO.: C—19—77

PRINCIPAL INVESTIGATOR: Barry W. Wolcott, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Staff, General Medicine Service

OBJECTIVES

To determine if the use of the chest x—ray is cost—effective in the evalu—
• ation of ambulatory patients presenting with an acute cough at BANC; to

determine the value of clinical signs and symptoms and the clinician’s
judgment, in predicting the presence of infiltrate on chest x—ray ; and to
compare cough patients evaluated with a chest x—ray with cough patients
evaluated without a chest x—ray, in terms of clinical outcome and the
cost of care.

TECHNICAL APPROACH

Patients presenting to the ER/ANIC whose reasons for seeking evaluation
include a cough are candidates f or the study. After obtaining informed

• consent, these patients are examined by a research assistant who uses a
• check sheet to establish a uniform history of the present illness and

past medical history. They are then evaluated by a staff physician who
performs a standardized and defined physical examination and makes judg—
ments concerning the necessity for a chest x—ray at the time of this
visit .  All patients are x—rayed and the x—rays are randomly shown or
not shown to the staff physician. Patients are discharged home on the
medical care prescribed by the staff  physician and in a pre—defined
period following the index visit the patients are contacted to obtain

• outcome and satisfaction data. All data are entered into a computer .

Personnel; None

Funding: None

PROGRESS

Over 850 patients have been included in this study. Our statisticians esti-
mate that 2,000 patients will be required before statistical significance can
be demonstrated .

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Evaluation of the Effectiveness of Oral Methoxsalen Followed by
• Longvave Ultraviolet Light (UVA 320—400 na) in the Treatment of

Psoriasis.

WORK UNIT NO.: C—23—7l

PRINCIPAL INVESTIGATORS: Eric W. Kraus, M.D., CPT, MC;
Charles W . Lewis, M.D., LTC , MC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

To determine the eff icacy of 8—methoxypsoralen (methoxaalen) and longvave
ultraviolet light (PUVA) in the treatment of psoriasis.

TECHNICAL APPROACH

The patients takes 3—6 capsules of Oxsoralen by mouth depending on
weight two hours prior to exposure to longwave ultraviolet light in a
specially designed light box; treatment is given 2—3 times per week.

Personnel: None

Fundiqg: None

PROGRESS

Thirteen patients have entered the study. Seven patients cleared completely
• and are now on maintenance therapy varying from once a week to p m .  Iw O

patients received no benefit from the treatment and were considered treat-
ment failures. Two patients moved to another location during treatment.
Two patients are currently in the initial phase of their treatment.

Status: Ongoing.

-________________ - 
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DEPARTMENT OF THE ARMY

Rrooke Army Medical Center
Fort Sam Houston, Texas 78234
CLINICA L INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: The Toxicity of Aminoglycosides to Kidney Tumor Cell Lines in
Tissue Culture.

• WORK UNIT NO.: C—26—77

PRINCIPAl. INVESTIC/.TOR : Dan W. Luedke , M.D., MAJ , MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MAJ , MC: James 3,
Pu tt , M.S., SSC

OBJECTIVES

To estahli$h various kidney tumor cell lines in vitro and to test the
efficiency of kill of these tumor lines with various aminoglycosides.

TECHN ICAL APPROACH

Four kidney tumor cell lines will be obtained . These lines are: 1) an
autonomous kidney tumor line, 2) an estrogen—dependent kidney tumor cell
line , 3) the estalished line BHK—21, and 4) an epithelial kidney cell
line (HAK). All of these lines are malignant and all are derived from
the Syrian hamster. They will be established in our laboratory and
characterized as to population doubling times, cloning efficiencies,
and saturation densities.

We will determine the cytotoxicity of gentamicin and paromomicin in log
phase cells and in resting cells. Toxicity measurements will be performed
by the usua l colony counting method. After incubating cells with anti—
botics , viable colonies are fixed and stained with crystal violet and
counted . These in turn are compared to untreated controls to give a
surviva l fraction . Concentration and time dependenceof the toxicity
will be examined for each drug in each line of cells.

Personnel: t SSG (4 months)

FiindIn~ : Consumable
Supp lies

FY 77 $l ,4~4. OO
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C—26—77 (Continued)

PROGRESS

• Preliminary studies have been carried out in Berkeley, California by
Lieutenant Joseph Landolph. Data on these studies are currently being
analyzed .

We are setting up a tissue culture fac i l i ty  at Brooke Army Meidcal Center
to allow us to complete this project, as well as establishing a reposi—
tory of cells for other investigators.

Status: Ongoing.
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DEPARTMENT OF TILE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: L—dopa and the Relief of Pain in Cancer Patients.

WORK UNIT NO.: C—27—77 -

PRINCIPAL _INVESTI GATOR : Richard A. Shildt , M.D., MAJ , MC

ASSOCIATE INVESTIGATORS: J. Dean McCracken , M.D., LTC, MC

OBJECTIVES

To better define the usefulness of L—dopa in relief of cancer pain.

TECHNICAL APPROACH

The patients for this study will be selected from the Oncology inpatient
and outpatient service who have significant pain refractory to safe doses
of standard narcotic medication . The patients will have documented tumor
involvement of the bony skeleton or visceral organs which is responsible
for the pain.

Participants in the study will be instructed to record the time and
amount of pm pain medicine taken for 48 hours (Phase I). At the end of
48 hours, the patient will receive one capsule containing either L—dopa
or placebo , qid , unknown to the patient or the doctors in a randomized
double—blinded fash~on. Pain relief , side effects, time and amount of
pain medication taken on a pm bais will be recorded for 48 hours
(Phase Ii). If there is no pain relief , the dose will be doubled and
taken for another 48 hours (Phase III). All patients, both those who
have obtained pain relief in Phase II and III and those who have not,
will enter Phase IV. All patients will receive 1 capsule, qid , the
one not taken in Phase TI, for 48 hours (Phase IV). If there is no
pain relief , in Phase IV the dose will be doubled and taken for an ad—
ditional 48 hours (Phase V). At the end of this additional 48 hours
period the study will be completed .

PersonneL: None

• Fund ingL: None
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C—27-77 (Continued )

PROGRESS

Terminated due to delays in obtaining approval and inadequate time to

complete.

Status: Terminated .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGAT ION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Tumor Immunology — Multi—test Device with Standaridized Antigens
to Assay Delayed Hypersensitivity Via the Skin Test.
(Collaboratorive Study with UTSA)

WORK UNIT NO.: C—28—77

PRINCIPAL INVESTIGATOR: James R. McDonald , M.D., LTC, MC

ASSOCIATE INVESTIGATORS: W . T. Kniker, M.D.

OBJECTIVES

To carry out initial clinical skin testing of individual “Recall” antigens
on healthy adults to establish safety and degree of delayed hypersensitivity
using a new multi—test delivery unit.

TECHNICAL APPROACH

The multi—test device contains eight test sites. Antigens being used in-
clude Streptokinase, Tetanus, Diphtheria , Old Tuberculin , Candida, and

• glycerinated controls. These substances are used in two concentrations.
The complete set of antigens at low concentration is applied to the right
forearm , and the higher concentration is applied to the left forearm.
The patient is evaluated at four to six hours and again at 24 and 48
hours for evidence of erythema or induration. Induration is measured in
millimeters in two planes and recorded .

Personnel: None

Funding: None

PROGRESS

Initial studies have been started .

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Histologic Characterization of Early Adriamycin—induced Soft
Tissue Injury — Possible Therapeutic Role of Glucocorticoids.

WORK UNIT NO.: C—29—77

PRINCIPAL INVESTTCkTOR: Dan W. Luedke, M.D., MAJ , MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy , M.D., MAJ . MC; Robert W.
Rietschel, M.D., HAJ , MC

OBJECTIVES

1. To characterize the histopathology of Adriamycin—induced soft tissue
damage after subcutaneous extravasation in rabbits.

2. To determine whether the adminisatration of local or systemic gluco—
corticoids concurrent with Adriamycin will modify resultant soft tissue
damage.

TECHNICAL APPROACH

Adult rabbits will be divided into five groups with two animals in each
group.

Group I: Adrlamycin injections will be administered to eight labeled
regions on the back of both animals. Skin biopsies will be taken from
the central area of injection outward to normal skin of any noted in-
flammation at 2, 6, 24 , and 48 hours and at 1, 2 and 3 week intervals
after drug injection.

Group II: Each animal will be injected with Adriamyctn as per group I,
followed by intradennal injections of hydrocortisone into each area
previously injected with Adriamycin. Skin biopsies will be taken as
in Group I.

Group Ill : Each animal will be given intradermal injections of hydro—
cortisone only. Skin biopsies will proceed as per group I.

Group IV : Each anima l will be injected with Adriamycin as per Group I
followed by a single Injection of cortisone. Skin biopsies will be
taken as per group 1 .
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U C-29-77 (Continued)

Group V: Each animal will be injected with Adriamycin as per Group I
followed in 48 hours by IM cortisone daily x 3. Biopsy schedule will
proceed as per group I.

Personnel : None

Funding : None

PROGRESS

This  is new s t u d y .

Status: Ongoing.
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• DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

- 

• 
INVESTIGATION PROJECT RESUME

TITLE: Immune Deficiency in Dialyzed Patients: A Chronic Model of
Acu te Tra uma

WORK UNIT NO.: C—32—77

PRINCIPAL INVESTIGATOR: Richard H. Merrill, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Hartley A. Self ridge, SSG; Rikkl Solow, SPS

OBJECTIVES

To determine the etiology of immune depression in renal failure.

TECHNICAL APPROACH

A battery of immune function tests have been developed in this labor-
atory and are being applied to four classes of patients; patients with
chronic renal failure, both dialyzed and managed conservatively , patients

• with nephrotic syndrome, patients with acute renal failure, and trauma-
tized patients. The immune depression found in these patients is to be
correlated with various aspects of nutrition such as amino acid meta-
bolism , phosphate metabolism , etc.

Personnel: 1. SSG (3 months)

Funding: None

PROGRESS

Approximately sixty patients have been entered into the protocol.
Depression of ~ainly cellular immunity has been found in all classes of
patients to varying degrees.

• Status : Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Arm y Medical Center

Fort Sam Houston , Texas 78234
• CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Management of Patients with a Metastatic Adenocarcinoma of
Unknown Ori g i n .

WORK UNIT NO .: C—34—77

PRINC IPAl. INvESTIGATOR : Peter S; Kennedy, M.D., ?IAJ , MC

ASSOCIATE_ INVESTIGATORS: Dun W. Luedke , M.D., MAJ , MC -

OBJECTIVES

1. To dete rmine  the  ind ividual yield of various diagnostic procedures in
finding the site of tumor origin in natients who oresent with metastatic
adenocarcinom a with no obvious primary source.

2. To assess the efficacy of combination chemotherapy in palliative
management of this disease as demonstrated by the percent of patients
showing objective response to treatment , and by survival duration of
responding vs. non—responding patients.

TECHNICAL APPROACH

Patients with adenoczircinoma from an unknown primary source are put
through a series of diagnostic screening studies in an attempt to es-
tablish a diagnosis of the primary tumor . If no primary is found ,
t reatment Is begun using a 3—drug regimen which includes fluorouracil ,
cyclophosp hamide , and adriamycin .

Personnel:  None

Fund inj~: None

PROC RE S S

Eight p;it lenrs have been treated with this regimen . Five have demonstrated
-in oh )eetivc response. Five of six responding patients are alive; median
surviva l f or  this group has not been reached at six months . All patients
h,-ive demon strated vomit ing, alopecia and marrow suppression requiring drug
(lost~ adItis tment~

;. This protocol has been accepted for  group —wide study
by the Southwest Oncology Group.

Stntus: Ongoing .
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1)EPARTMENT OF THE ARMY
Brooke Army Medica l Center

Foi t Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

iNVESTIGATION PROJECT RESUME

TITLE: Studies of Virulence and Antibi otic Sensitivity of Clinical
Isolates of Rhodochrous Taxon.

WORK uNIT NO. : C — I S — 7  7

PRINCIPAL INV l-~STl~~ATOR: David H. Haburchak , M.D., MAJ , NC

ASSOCIATE INVESTIGATORS : Michael M. Lieberman , Ph.D., CPT , MSC; E. Dale
Everett , M.D., LTC, MC; B. Jeffery , DAC;
J. Higibee , Ph.D., MAJ I MSC

OBJECTIVES

1. Speclate Rhodochrous group organisms isolated from patients at Brooke
Army Medical Center.

• 2. Determine If ~ltn ical isolates demonstrate virulence in a guinea pig
• model .

1. Dete rmine i f  p a t i en t s  or guin ea pigs demonstrate  precipi ta t ing ant i—
• bodies to anti gen of Rhodochrous, thereby further implicating possible

virulence.

4. Conduct in vitro antibiotic sensitivity testing using drugs commonly

~‘mployed in mycobacterial and nocardia infections , as a guide in patient
management .

TECHNICAL APPROACH

Organ isms will he identified and speclated by standard methods. Virulence
of Isolates will be ascertained by guinea pig inoculation , and determina-
tion of ant ibody l evels to the isolates in patients and experimental
animals. Antibiotic susceptibility testing will be performed with in
vitro testing on solid agar based media.

Personnel: None

• Fund ing; Consumable
Supp l i e s

FY 77~.. $ 117.00
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C—35—77 (Continued)

PROGRESS

Organisms conforming to Rhodochrous taxon were isolated from three patients
• • with known immuno—coinpromise under circumstance8 suggesting a pathogenic

role for the organism. These are partially acid fast, catalase positive
rods which forts orange or red granular , domed colonies aerobically in 3—4

- 
days on Sabouraud , Mueller—Hinton , and Midd1ebrook lB—b agars. They are
differentiated from Nocardia by morphology and ability to degrade ethylene
glycol in 7H—1O media. Identification was confirmed by CDC. Two clinical

• strains and a reference strain were inoculated intraperitoneally into 250 gin
• guinea pigs, half of which received 20 mg per day tnethylprednisobone intra-

muscularly begInning 3 days prior to inoculation . Steroid treated animals
exhibited clinical Illness, wide spread peritonitis and recovery of inocu-
lated organisms, while non—steroid treated animals exhibited localized

4 abscesses with Inconstant recovery of organisms when sacrif led . This study
suggests Rhodochroua may be pathogenic under conditions of immune compromise.

Status: Comp leted .
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• DEPARTMENT OF TIlE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: The Effect of Radiotherapy on Regional Lung Function in Patients
with Bronchogenic Cancer.

WORK UNIT NO.: C—36—77

• PRINCIPAL INVESTIGATOR: Peter S. Kennedy, M.D., MAJ, MC

• ASSOCIATE INVESTIGATORS: Stephen Sorgen, M.D., MAJ , MC; A. Baker, M.D.,
LTC , MC; Charles Brearley, M.D., MAJ , MC

OBJECTIVES

• 1. To evaluate regional lung function in patients with localized, unre—
sectable bronchogenic cancer by means of radionuclide lung scans, plus
selected pulmonary function tests.

1 2. To compare regional lung function in patients before and serially after
therapeutic super voltage irradiation in an attempt to correlate changes in
RLF with response to treatment , respiratory symptoms, local disease control ,
and survival.

• TECHNICAL APPROACH

Patients with unresectable bronchogenic cancer who are candidates for pri-
mary treatment by cobalt irradiation undergo Xenon—Technesium Ventilation—
Perfusion lung scans and selected pulmonary function tests. These studies
along with clinical evaluation and standard P.A. chest x—ray will be re-
peated serially. Changes in the results of these tests will be correlated
with tumor response and recurrence patterns.

Personnel: None

Funding: None

PROGRESS

F Six p a t i e n t s  have been entered into the study. At this time all new

F • radiotherapy patients are being referred for initiation to the study.

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Electronic Size Measurements of Platelet Aggregates in Blood.

WORK UNIT NO.: C—37—77

PRINCIPAL INVESTiGATOR: Peter S. Kennedy , M.D., MM , MC

- 
• 

ASSOCIATE INVESTIGATORS: David R. Head, M.D., LTC, MC; Robert P. Bowman,
M.D., LTC, MC; A. 0. Brossoit, SP5; Dan Manner,
M .S . ,  MT (ASCP)

• OBJECTIVES

1. To establish a normal range of values for the size distribution of
platelet aggregates formed in vitro in response to aggregating agents
ADP , epinephrine and collagen.

2. To investigate the usefulness of Coulter methods in evaluating pla9—
let function in patients who have a platelet count less than 100,000/mm

3. To determine the effects of selected cytotoxic agents including nitro-
gen mustard , Adriamycin, vincristine, actinomycin—D, vinbiastine and
initomycin—C on platelet function in man as they may relate to the de—
vebopment of local venous thrombosis at the drug infusion site.

TECHNICAL APPROACH

Measurements of the size distribution of platelet aggregates formed in
vitro in response to various aggregating agents using an electronic
particle counter are determined. This represents a rapid , high resolu—

• ton, quantitative whole blood assay for evaluating platelet function.

Personnel: None

Funding: Consumable Contractural
• Supplies Services

• • 
FY 7 7  $ 2 1 6 . 6 0  $ 2,375.00

PROGRESS

This Is a new project

Status: Ongoing .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
• CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Evaluation of Eosinophilia in Dialysis Patients.

WORK UNIT NO.: C—42-77

PRINCIPAL INVESTIGATOR: Richard A . Stor, M.D., MM, MC

ASSOCIATE INVESTIGATORS: Walter H. Whitman, M.D., MM, MC; Robert P. Bowman,
M.D., LTC , MC; Timothy McNamara, M.D., MM, MC;

• David R. Head, M.D., LTC, MC

OBJECTIVES

To attempt to elucidate the incidence of eoslnophilia in the dialysis
population.

TECHNICAL APPROACH

All patients being entered on chronic hemodialysis and all patients cur—
rently on dialysis will be studied with 5 total eosinophil counts prior
to initiation of dialysis where applicable, weekly total eoainophil counts
for the next 6 weeks of dialysis, then biweekly total eosinophil counts for
the next 6 months, and finally monthly total eosinophil Counts until the
study is completed . Serum IgE levels will be obtained prior to dialysis
and after one and 6 months of dialysis.

Patients followed in the Renal Clinic with gradually declining or stable
chronic renal failure with glomerular filtration rates of less than 20 ml/
minute will also be studied with 5 total eosinophil Counts and one baseline
IgE level.

• In patients with acute renal failure of various etiologies who require
• - dialysis, an attempt will be made to get at least two total eosinophil

counts prior to dialysis, twice weekly during dialysis sand once weekly
• for four weeks after dialysis.

An allergy check list will be completed on all patients as will a list of
all medications.
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C—42—77 (Continued~

Immunoglobulin E levels will be determined by itmnunoelectrodif fusion.

Personnel: None.

Fundii~g: None

PROGRESS

This is a new study.

Status: Ongoing.
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DEPARTMENT OF TIlE ARMY
Brooke Army Med ical Cen ter

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Algorithm Directed Troop Medical Care (ADTMC) Project.

WORK UNIT NO.: C—47 —77

PRINCIPAL INVESTIGATOR: Barry W. Wolcott, M.D., LTC, MC

ASSOCIATE INVESTiGATORS: William H. Eel]., MAJ , MSC ; 1st Cavalry Division
• 

• 

Surgeon and Staff , Fort Hood, TX; Staffs of
Troop Medical Clinics 5, 7, and 8, Fort Hood , TX

OBJECTIVES

To take existing algorithm directed triage and health care delivery systems,
adapt them to a combat arms troop environment, and test the hypothesis that
medical treatment/return to duty of soldiers who need to be seen at military
sick call can be expedited with no decrease in the quality of medical care
provided.

TECHNICAL APPROACH

In Phase 1 of the project, Brooke Army Medical Center—validated triage
algorithms will be modified for use in one of the two divisions at Fort
Hood , Texas. Following the collection of background data on the sick
call process in both the test and control divisions, an algorithm directed
triage system will be implemented in the test division. The effects of
this system will be measured through the use of time clocks and compari-
son with the pre’vious system as it existed in the test division and as it
still exists in the control division. The total sick call time will be
measured using methodology modified to fit the two—division sturcture at
Fort Hood.

Phase 2 of the project involves the use of validated acute care clinical
algorithms by uilitary physician extenders in the Troop Medical Clinics.

Phase 3 of the project involves the preparation and implementation of
algorithmic protocols for periodic review and evaluation of active
duty military personnel with documented chronic medical conditions

• (hypertension , diabetes, pseudofolliculitis barbae, etc.)

Personnel: Not~

Funding: None
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I C—46—77 (Continued)

PROGRESS

This is a new study.

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Med ical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: The Relationships of Vaginal and Cervical Flora in Pregnancy
and Premature Rupture of Membranes.

WORK UNIT NO.: C-il-is

PRINCIPAL INVESTIGATOR: James E. Connerth, M.D., CPT, MC

ASSOCIATE INV&TIGATORS: Willie J. Lett, M.D., MAJ, MC; Warren N.
Otterson, M.D., COL, MC: Rudi Ansbacher,
M.D., COL, MC; Barry L. Davison, M.S., CPT,
MSC

OBJECTIVES

To assess the possible degree of correlation between vaginal and
cervical flora tn pregnancy and premature rupture of membranes.

TECHNICAL APPROACH

Serial aerobic and anaerobic cultures (1st and 3rd trimester) of the
vagina and cervi,~ were taken on approximately 900 gravidas. Seventy
patients with spontaneous rupture of membranes were also cultured
(vagina and amniotic fluid if present).

• Personnel: Noni~

Funding: Consumable
Supplies

FY 77 —

FY 7T -

FY 76 $2 ,200.00
FY 75 $4,099.81 • • 

—

PROGRESS

Data gathering have been completed. A wide range of anaerobic and
aerobic organisms were recovered. No definite correlation between
microflora and spontaneous rupture of membranes was noted on initial
review of the data. Further correlations await statistical analysis.

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Correlation of Phenotypic Sex of Fetuses with Amniotic Fluid
Testosterone Levels.

WORK UNIT NO.: C—20—75

PRINCIPAL INVESTIGATOR: William Sutherland , M.D., MM , MC

ASSOCIATE INVESTIGATORS: Rudi Anabacher, M.D., COL, MC; Edward D.
Helton, Ph.D.; Harris D. Plant, SP4

OBJECTIVES

1. To determine whether testosterone levels in male fetuses, 16—20
weeks embryonic age , are significantly higher than those of female
fetuses.

2. To determine whether the observed ranges of testosterone values
will allow one to deduce phenotypic sex from the value of amniotic
fluid testosterone.

TECHNICAL APPROACH

Fifty patients undergoing elective second trimester abortions at
Brooke Army Medical Center over a six month period were surveyed.
Amniotic fluid wa~ obtained at the time the abortifacient was in-
jected into the amniotic fluid. Assay for testosterone was per—
formed utilizing a method which incorporates procedural details set
forth by Armando de is Pens (laboratory method), Burton V. Caidwell
(laboratory notes on radioi unoassay of steroids) and Hillier,
Bronsey and Cameron with only slight modification by Relton and
Plant for use with liquor amnil. Following abortion, fetal sex
will be determined anatomically by at least two physicians.

Personnel: SP4 (3 months)

Funding: Consumable
Supplies

FY 77 -

fli T -

FT 76 $ 285.00
FT 75 $ 436.79
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C—20—75 (Continued)

PROGRESS

Amniotic fluid specimens were analyzed for testosterone by RIA technique
described by Christian et al. In our study including 50 samples, there
was no correlation between phenotypic sex and testosterone levels.

Status: Completed .
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DEPARTMENT OF Th E ARMY
- - Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RE SUME

TITLE: The Decision to Obtain Voluntary Sterilization.

WORK UNIT NO. C-i-76

PRINCIPAL INVESTIGATOR: Margaret Clark

ASSOCIATE INVFSTIGATORS: Rudi Ansbacher, M.D., COL, MC
Warren N. Otterson, M.D., COL, MC

OBJECTIVES

To study the determinants of choice of male versus female sterilization
procedures . To evaluate postoperative satisfaction with the operation
of choice in terms of these factors.

TECHNICAL APPROACH

A self—completion questionnaire has been given to individuals who come
to the Department of Obstetrics and Gynecology and to the Department of
Urology seeking Information and counseling regarding voluntary sterili-
zation. A follow—up questionnaire has been mailed to consenting indi-
vid uals approximately six months after a sterilization procedure .

Personnel: None

Fundij~g: None

PROGRESS

Final analysi s of c ata is being performed .

Status: Ongoing .

Clark, M . The decision to obtain voluntary sterilization. Presented at
a meeting of the American Sociological Association , September 1977.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICA L INVESTIGATION SERVICE 

• 
- 

-

iNVESTIGATION PROJECT RESUME
S

TITLE: Spinal Cord Injuries: Sperm Antibodies.

WORK U N I T  N O . :  ~
‘— 3 — 7 6

PRINCIPAL INVESTIGATOR: Rudi Ansbacher, M.D., COL, MC

ASSOCIATE INVESTIGA TO R: Mauro P. Cangal , M .D . ,  COL , MC

OBJECTIVES

To determine the incidence of sperm—agglutinating and sperm—immobilizing
antibodies in the sera of 25 men after spinal cord injuries.

TECHN ICAL APPROACH

Men hospitali .ed with spinal cord injuries or those seen in the Urology
Clinic , BANC , have a sexual history taken to determine the frequency of
erections, seminal emissions, and sexual history prior to and subsequent
to their injury. Ten milliliters of blood are drawn from each man, the
serum is removed from the clotted blood by centrifugat~on, complement
is destroyed by heating the serum for 30 minutes at 58 Celsius, and the
serum samples are stored at below —25 Celsius until and between testing

• • days.

The macroscopic gelatin sperm—agglutination and the sperm—immobilization
test are utilizod to determine the presence of circulating sperm anti-
bodies, using pooled rabbit serum as the complement source and normal
semen samples obtained from donors with at least 60 million spermatozoa
per milliliter and motility above 70 percent as the antigen.

Results will b.~ correlated with each man ’s history and compared to pre-
viously obtained data from men studied before and after bilateral vas
ligations.

Personnel: None

Funding: None
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C—3—76 (Continued)

PROGRESS

To date , nine men have been studied ; the spinal cord injuries occurred
between 4 and 26 years prior to interview. Their ages ranged from
21—52 years. None have had circulating sperm—agglutinati ng or sperm—
iimnobilizing antibodies.

Status: Ongoing. 
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DEPARTMENT OF THE ARMY
• Brooke Army Medical Center

• Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Review of i1edical Decision Making in the Evaluation of Gynecological
Complaints.

WORK UNIT NO.: C-14—77

PRINCIPAL INVESTICATOR: Richard J. Bowers, M.D., CPT, MC

ASSOCIATE INVESTIGATORS: Rudi Ansbacher, M.D., COL , MC: Barry W. Wolcott ,
M.D., LTC, MC; Robert M. Young, M.D., CPT , MC;
Robert P. Pumphrey, M.D., CPT, MC

OBJECTIVES

To determine which constellation of historical questions, physical f indings,
and laboratory tests are required for a physician to arrive at a correct
diagnosis in patients with gynecologic complaints.

TECHNICAL APPROACH

The technical approach was conducted as described in the protocol. One
hundred and sixteen patients participated in the study.

Personnel: None

• Funding: None

PROGRESS

The histories from 116 patients who entered the BANC Gyn Clinic were
recorded on the algorithm checklist. The most common positive finding
on the algorithm was related to a vaginal infection with symptoms of
vaginal itching ii 80% of the cases. Pelvic and abdominal pain were
the next most common symptom in 33% of the cases.

132
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C—14—77 (Continued)

The diagnosis of 51 pa tients could not be coded out in the algorit1~
because of their compalint as “desire for birth control pills”, etc.
The study does show that the Gym %~alk—In Clinic is filled by many non—
emergency patrons.

The present algorithm should be revised with the above results in mind .

Status: Completed

I •
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

• INVESTIGATION PROJECT RESUME

TITLE: Maternal Cellular Immunity During Pregnancy.

WORK UNIT NO.: C—21—77

PRIN CIPAL INVEST IGATOR : Roger L. Wallace, D.O., CPTI MC 
-

ASSOCIATE iNvEs-rICAToRs: Frank P. Wilson, D.O., CPT, MC; Robert P. Bowman,
M.D., LTC , MC; Rudi Anabacher , M.D., COL, MC;
Russell W . Steele, M.D., LTC , MC; John Posch, M.S.;
Dan Manner, M.S.; I. Chapa

OBJECTIVES

To determine if cell mediated immunity is altered during pregnancy as
determined by in vitro lymphocyte function studies. An attempt will
be made to outline immune parameters in normal pregnant women.

Newborn infants will also be assessed clinically to establish if there
is any relationship between maternal immune mechanisms during pregnancy
and problems during early infancy.

TECHNICAL APPROACH

Patients from the OR clinic will be studied during their gestations and
blood specimens w’Vl be collected once every two months during pregnancy

• for the appropriate studies. Lymphocyte function studies will include
surface immunoglobulins, quantitative immunoglobulin, EAC rosettes,
E rosettes, mitogen stimulation , mixed lymphocyte cultures. Comparisons
will be made with previously published data and establish normal immune

• parameters.

Personnel: None

Funding: None • -

PROGRESS

Sixteen patients have been studied throughout their gestations. All
values obtained for lymphocyte function studies have been within the
previously establtshed range of normal for non—pregnant patients.

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

• TITLE: Inhibition of Premature Labor with Terbutaline.

WORK UNIT NO.: C-39—77

PRINCIPAL INVESTICATOR: Roger L. Wallace, D.O., CPT, MC

ASSOCIATE INVESTIGATORS: David L. Caldwell, M.D., CPT, MC; Rudi
Ansbacher, M.D., COL, MC: Warren N.
Otterson, M.D., COL, MC

OBJECTIVES

To study inhibitory effects of terbutaline on premature labor.

TECHNICAL APPROACH

Patients of leso than 36 weeks gestation admitted to the Obstetric Ser-
vice in premature labor will be initially treated with terbutaline.
Terbutaline will oe administered by an initial intravenous loading dose,
followed by a subcutaneous dose for 24 hours, followed by a p.o. mainte-
nance dose. During the p.o. maintenance one—half of the patients will
receive an oral placebo and one—half of the patient viii receive oral
terbutaline.

• Personnel: None

Fund ing: None

PROGRESS

Thirty patients with otherwise uncomplicated pregnancies and seven
patients with multiple gestations and diagnosed as being in labor
prior to 36 weeks gestation have been treated with terbutaline.
In 34 of the 37 patients uterine activity was initially arrested
with intravenous terbutaline. The average prolongation of gesta-
tion was 2.9 weeks. 45.9% of the patients delivered within 48 hours
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• C—39—77 (Continued)

after the terbutaline was discontinued. The gestation was prolonged
beyond 36 weeks in 37.8% of the patients. None of the patients de-
livered infants that subsequently died of RDS. Pediatric follow—up
reveals that all the infants have developed mentally and neurologi—

• cily comparable to their perrs.

Status: Ongoing.

e
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J DEPARTMENT OF THE ARMY
Brooke Army Medical Center

• Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGAT ION PROJECT RESUME

• TITLE: A Microbiologic Comparison of Therapeutic and Disc Antibody
Activity Against Selected Enteric Bacteria.

WORK UNIT NO.: C—16—75

PRINCIPAL INVESTIGATOR: Cleste N. Cuerra

ASSOCIATE tNVESTIC~TORS:

OBJECTIVES

1. To determine the sensitivity patterns of therapeutic antibiotics
• and antibiotic—impregnated discs.

4 2. To develop and perform antibiotic sensitivity tests designed to
compare the effectivenss of both laboratory methods in relation to
proper patient care.

3. To provide better laboratory indices by which physicians may more
accurately assess the drug of choice in treatment of patient infections.

TECHNICAL APPROACH

A comparison of results of various antibiotics (diagnostic and thera-
peutic) against various enteric organisms from infected patients i~
performed by using the plate sensitivity method (with recorded disc
concentrations) and serial tube dilutions sensitivity tests (aqueous
solution of drugs eçuivalent to the disc concentration).

Personnel: None

Funding: Capital Equipment

FY 77 —

FY 7T -

F? 76 $930.00

PROGRESS

This study continues to confirm the experimental design; i.e. it
offers more definItive sensitivity results and provides physicians
with laboratoy data of practical clinical value.

Status: Ongoing.
137
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Evaluation of the Oxi/Ferm System for Identification of
Nonfermentative Bacteria.

WORK UNIT NO.: C-9-77

• PRINCIPAL INVESTIGATOR: James W. Higbee, Ph.D., MM, MSC

ASSOCIATE INVESTIGATORS: Thomas R. Oberhofer, LTC ,MSC; Grover V.
• 

• 

Cunningham, DAC; Joyce W. Rowen, DAC

OBJECTIVES

1. To determine the accuracy of biochemical 1reactions in the compart-
mentalized , multiple—biochemical ter - . system in comparison to conven—
tional tests.

4 2. To deterinFie the accuracy of identif icat ion using the Oxi/Ferm
System in comparison to conventional tests.

3. To determine the extent as well as the limits which can be imposed
upon the test system.

TECHNICAL APPROACH

Three hundred and 3eventy—fiVe •:ultures used in this study were stock
organisms retrieved from the ccdlection of the Special Bacteriology
Subsection, as well as isolated recently recovered from primary cul-
tures. The coniuct of the OxiFerm tests followed the procedure des-
cribed in the iuanufacturer’s directions, with a few innovations.
Conventional tests against which the Oxi/Ferm Reactions were compared
included triple sugar iron agar for dextrose fermentation and H2S pro-
duction ; rapid arginine broth for dihydrolase activity; potassium
nitrate broth with inverted tube for N gas production; casitone broth
with xylene extraction and peptone broth for indole production by NFB
and fermentative bacteria; 0—F special medium (phenol red indicator)
with 1% dextrose and xylose for acidification tests of NFB and
Andrade ’s base with 1% sugars for fermenters; Christensen’s agar for
urease; and Simmons’ agar for citrate utilization. Results of tests
were based on 48 hour incubation to coincide with 48 hour results in
the Osi/Ferm system. Susceptibility tests using the standardized
single disc method were performed routinely.
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C— 9— 77 (Continued)

Personnel: Nonn

Funding: Consumable
Supplies

FY 77 $ 207.48
FY 7T $ 148.20 

-

PROGRESS

• With the exception of the anaerobic dextrose test, there were more
positive tests in conventional media than in OxF. Tests for hydro—
sen sulfide, indole, nitrogen gas production, arginase activity, and
urea hydrolysis shoved over 96% agreement. Agreement was better than
92% for nitrite production, acid from xylose and acid from dextrose.
Utilization of citrate and acid from anaerobic dextrose agreed less
than 90% from the two methods. Overall agreement was 95.0% between
the two systems.

Conclusions: The Oxi/Ferm system is a convenient, simple and rapid
approach to the Identification of NFB. Eight media representing
nine , and possibly ten, biochemical tests are simultaneously tested
in a matter of minutes. The inoculation and labeling procedure, to
include streakIng of a TSA plate, is considerably shorter than the
time required to inoculate the equivalent conventional battery of
tests. In addition, colonies can be picked directly from primary
isolation plates and processed immediately .

The Oxi/Ferm system, even with its limitations of nine tests, and
oxidase reaction, to identify the numerous organisms which possibly
can be recovered, ~eetns to offer a distinct advantage over the use
of conventional methods.

Status: Completed.

Oberhofer, T.R., Rowen, J.W., Cunningham, G.F., and Higbee, J.W.
Evaluation of the Oxi/Ferm Tube System with selected gram negative
bacteria. Journal of Clinical Microbiology (In Press).

Evaluation of the Oxi/Ferm Tube System with Selected Gram Negative
Bacteria. Presented at the annual meeting of the American Society
for Microbiology , New Orleans, La., 8—13 May 1977.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Diagnonis and Management of Hemostatic Changes in Cardiac
By—Pass surgery.

WORK UNIT NO. C- l7— 77

PRINCIPAL INVESUGATOR: David R. Head , M.Q. , LTC , MC

ASSOCIATE INVESTIGATORS: Richert E. Goyette, M.D., MM, MC; Robert P.
Bowman, M.D., LTC, MC; Olyn M. Walker, M.D.,
LTC, MC; Special Hematology Staff

OBJECTIVES

To determine the specific hemostatic changes occurring during cardiac

• by—pass surgery .

TECHNICAL APPROACH

A battery of hemostatic tests will be performed on all scheduled cardiac
by—pass surgery patients within three days before surgery. These in-
clude: Protirne (PT), activated partial thromboplastin time (APTT),
bleeding time (BT), platelet count (PC), split products (FSPs), throabin

• time (TT), fibrinogen (I), factor IX assay, factor VIII assay, reptilase
time (RT) if the TT is abnormal), platelet aggregation, and platelet
adhesivity (wright).

Coagulation results for each patient will be correlated with the
patient’s clinical status and interpreted by standard techniques.
When abnormalities are delineated , appropriate corrective action will
be undertaken. Abnormalities noted will be tabulated for the entire
series and correlated with patient ’s age, status, operation, opera—
ton time, pump time, heparin dose, protamine dose, blood’ loss, blood
product replacement and unusual operative complications.

Personnel: Nor.e

Funding: None

• PROGRESS

Approximately 150 patients have been studied thus far. We have docu-
mented routine postoperative throinbocytopenia and platelet dysfunction;
the platelet aggregometric method for evaluatit n ‘~~ platelet function
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C—l7—77 (Continued)

with low platelet counts is now operational, and we plan to include this
in future studies; it has been unavailable in the past. There is routine
postoperative depression of Factor VIII, corrected by postoperative
transfusion in most cases. In addition, we have di~cov~ered an unexpected
selective prolongation of the protime postoperatively. Attempts to de—
lineate the precise cause of the prolongation have been only partially
successful to date. The deficiency is corrected by mixing with normal
plasma. It is not corrected by mixing with Factor VII deficient plasma.
However, Factor VII assays postoperatively have been within normal
limits failing to explain the prolongation of the protiiue. Other
possible causes include a selective inhibitor of Factor VII or an
acquired deficiency of a previously undescribed factor.

Status: Ongoing.
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DEPARTMENT OF THE ARMY -:
Brooke Army Medical Center

- 

• 
Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Laser Nephelometric Assay of Factor VIII Antigen and Anti—
Thrombin III (AT—Ill).

WORK UNIT NO.: C—25—77

PRINCIPAL INVESTIGATORS: David R. Head, M.D., LTC, MC;
Terry Sheehan, Ph.D., CPT, MSC

ASSOCIATE INVESTIGATORS Robert P. Bowman, M.D., LTC , MC; Agnes Rohan,
DAC; Brenda Harris, DAC; Madelyn Stewart, DAC;
Dan Mariner, DAC ; John Posch, DAC

OBJECTIVES

To establish a rapid immunologic assay of Factor VIII Antigen and AT—Itt
using a laser nephelometer.

TECHNICAL APPROACH

When a satisfactz ry system is developed, AT—Ill will be determined in
a series of normal and abnormal patients by the nepheloinetric procedure
and by radioimmunodiffusion. Results of the two methods will be compared
by linear regression analysis.

Factor VIII ancigen determinations will be performed by nephelometry and
by electroiimnunodiffusion for a series of normal and deficient patients.
Nephelometric results will be compared with EID results by linear regres-
sion analysis.

Personnel: Noi1e

Funding: Consumable
Supplies

FY 77 $ 374.00

PROGRESS

Progress to date on these assay systems has been minimal.. We are currently
gaining familiarity with the instrument involved, Behring Laser Nephelo—
meter. At tempts at establishing the Factor VIII Antigen Assay System have
been unsuccessfu l due to nonspecific precipitation when the Factor VIII
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C—25—77 (Continued)

antibody is added to normal and Von Willebrand ’s plasma. If this cannot
be eliminated , we will be unsuccessful in developing the assay. We are
currently trying to eliminate this problem by altering the buffer system,
obtaining a purer antigen, and using more efficient containers (quartz
cuvettes). There has been little progress in the antithrombin III assay
to date, again because we are still becoming familiar with the Behring
Nephelometer, and because of insufficient technical personnel to proceed
with this project at this time. -- ..

Status: Ongoing .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Clinical Evaluation of a New Iminunofluorometric Technique for
Quantita~ing Antibodies to DNA in Human Serum.

WORK UNIT NO.: C-38-77

PRINCIPAL INVESTIGATOR: Stephen R. Speights, CPT, MSC

ASSOCIAT E INVESTIGATORS:

OBJECTIVES

To determine the clinical value of a new Immunofluoroinetric Technique
for the rapid quantitative assessment of antibodies to DNA in human
serum as compared to a well—established radi4—labeled DNA binding
assay.

TECHNICAL APPROACH

Parameters to be covered in this investigation included the following:

a. Whether the two procedures could compliment each other in as far
as both produci.ig comparable results on frozen aliquots of known
positive and negative specimens, considering two different antigen
sources, namely , human cell—line DNA and bovine thymus DNA.

b. Precision data, to include “within run” and “run to run” coeff j— -

cients of variation on the immunofluorometric procedure.

c. To follow course of therapy over several weeks on selected SLE
patients’ sera previously sent in for these and other assays, and
subsequently saved as reference specimens.

Personnel: None

Funding: None

PROGRESS

The FlAX—DNA study has shown that the assay has several features of merit:

1) It is a standardized ass~Ly kit which eliminates the need for
constant in—house quality control monitoring of components and the ab-
sence of radloisotopes eliminates problems involved in working with
such substances.
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C—38--77 (Cor.tinued)

H 2) The assay is quick, requiring less than two hours turnaround1 time compared co at least 24 hours for the Farr assay.

I 3) The FlAX—DNA test is highly sensitive and specific (five
known SLE sera were found negative by the Farr assay and positive

I 
by the FlAX assay).

4) The assay is capable of high reproducibility as shown by
- “within run” coetficients of variation of 5.25% and 5.45% over two

sets of data. The “run—to—run” coefficient of variation was 8.65%.

5) The FlAX—DNA qualitative assay corre!lates extremely veil,
with findings of 83% and 92% agreement, with two Farr assay methods
of detecting anti—DNA antibody. -

Status: Completed . 
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DEPARTMENT OF THE ARM?
Brooke Army ~1edical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Heinoglobinopathy Testing of United States Army Inductees —

Analysis of Two Systems.

WORK UNIT  N O . :  C -4 4— 7 7

PRINCIPAL INVESTIGATOR: David R. Head , M.D., LTC , MC

ASSOCIATE INVEST ~~ATORS: Robert P. Bowman, M.D., LTC , MC; R. Panke, M.D.,
MAJ , MC; Richert Goyette, M.D., MM , MC; V. Coley,
MM , MSC; Agnes Rohan, DAC ; Madelyn Stewart, DAC;
Brenda Harris, DAC; John Posch, DAC ; Dan Mariner,
M.S., DAC

OBJECTIVES

To analyze the cost per subject, error rate, feasibility for mass screening
and rate of detection of abnormal hemoglobin variants with two screening
systems, one based on a semiautomated dithionate screen for sickle hemo-
globin and the second based on a Coulter S CBC and cellulose acetate
hemoglobin electrophoresis.

TECHNICAL APPROACH

A pilot study will he conducted testing 5,000 student volunteers at the
Academy of Health Sciences using two testing systems:

a. Semiautomated dithionate testing, with confirmation of abnormals by
cellulose acetate hemog lobin electrophoresis.

b. Coulter S CBC with reticulocyte count and cellulose acetate hemo-
globin electrophoresis with densitometric A quantitation , alkali de—
naturation hemoglobin F determine, and c1ar~fication of borderline A,
values by column chromatography. Abnormal results will be investigated
and confirmed by standard laboratory methods.

Personnel: None 
- 

-

Funding: None

4 PROGRESS

This is a new st~.dy.

- 

I 
Status: Ongoing
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RE SUME

TITLE: a. Compilation of Atlas of Electron Micrographs of Known Viruses.
b. Electron Microscopic Examination of Selected Viral Cultures

for Detection of Mixed Viral Infections.

WORK UNIT NO.: C—45—77

PRINCIPAL INVESTIGaTOR: George J. Kasai, Ph.D.

ASSOCIATE INVESTIGATORS: Dermott Acton , SFC; Alan Weckerling, DAC;
Steven K. Koester, DAC; Lucy Olalde, DAC

OBJECTIVES

a. An atlas of the ultrastructural characteristics of known viral
agents in tissue culture, confirmed by antibody neutralization, will
be compiled . The cellular location and ultrastructural characteris-
tics of each identified virus will be noted , and electron micrographs
of representative form s will be prepared of each virus.

b. The recognition of mixed viral infections by ultrastructural de-
tection of more than one viral agent, and identification of the agents
involved by their ultrastructure, will be attempted on unknown viral
cultures that are not identifiable by present laboratory methods.
Since this will be done on all ambiguous viral cultures during the
period of the study , an estimate of the incidence of dual viral infec-
tions will be possible.

- 

I 
TECHNICAL APPROACH

a. Patient specimens submitted for viral cu]~ture and identification
will be processed by standard methods employed in the Virology Labora-
tory. When specific viruses are detected by neutralization of CPE,
hemagglutination , or blocking virus , the cultures will be studied
ultrastructurally by standard electron microscopic techniques. A
general atlas o~ electron tnicrographs of viral agents in tissue cul-
ture will be ac.cumulated.

b. All cultures wi th ambiguous neutralization results will be studied
by electron microscopy for the detection of viral particles. If viral
particles are identified , the number of virus types present will be
determined , and appropriate neutralization studies will be undertaken,
as directed by their ultrasturctures, to attempt to identify the
viruses.
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C—45—77 (Continued) -

1 Personnel: None

- 

Funding: None

PROGRESS

I This is a new protect. 
-

Status: Ongoing. .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Evaluation of Cellular Immunity to the Varicella—Zoster Virus
Employing a Newly Developed Microassay Technique.

WORK UNIT NO.: C—14—74

PRINCIPAL INVESTIGATOR: Russell W. Steele, M.D., LTC, MC

ASSOCIATE INVESTTCATORS: Luis Canales, M.D., COL., MC; I.Chapa, DAC

OBJECTIVES

To examine the applicability of a newly developed microassay technique
which measures cellular immunity specific to the Varicella—Zoster virus.

TECHNICAL APPROACH

Assays of Varicella—Zoster induced lymphocyte blastogenesis were accom-
plished with methods similar to those employed for a one way mixed lym-
phocyte culture. Stimulating cells include tissue culture cells
persistently infected with Varicella—Zoster virus and uninfected culture
cells. Counts per minute for lymphocytes incubated with the infected
ceils divided by counts per minute following incubation with unin—
fected cells deteraiined the blastogenic index and a value of 3 or
greater is considered positive in most assays. This assay has been
extended to include other infectious agents including herpes virus,
cytomegalic virus, influenza virus, and Sporothrix schenckii.

Personnel: 1 GS- 7 (15 months)

Funding: Consumable Capital -

‘
Supplies Equipment

F? 77 $3,654.13 —

FY 7T $ 506.75 —

F? 76 $2,617.10 —

F? 75 $1 ,112.50 $ 695.00
F? 74 $ 165. 00 —
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C—l4—74 (Continued)

PROGRESS

During the f irst year of this study , F? 1974, efforts were directed
toward standardi:ing the assay and methods. A paper describing
these procedures was subsequently published in the Journa l of Inf cc—
tious Diseases 131:528—534, 1975.

Techniques learned in this study were applied to developing blast—
genic assays with various antigens. These have included sporothorix
schoenkii, herpes simplex type 1, herpes simplex type 2, cytomegalo—
virus, and coccidiomycosis. These assays were then used to examine
various aspects of disease processes. -

During F? 1977, efforts have been concentrated on examining the onto—
- - genesis of varicella—zoster infection in both the normal and compro-

mised host. This assay was also employed to examine cell immune
responses to varicella—zoster virus during treatment with adenine
arabinoside.

Status: Ongoing.

Steele, R.W., Suttle, D.E., LeMaster, P.C., Patterson, F.D., and
Canales, L. Screening for cell—mediated Immunity in children.
Amer J Die Child 130:1218, 1976.

Eichberg, J.W., Steele, R.W., Kalter, S.S., et al. Cellular immunity
in gnotobiotic primates induced by transfer factor. Cell Immunol
26:114—119. 1976.

Eichberg, J.W., Heberling, R.L.., Steele, R.W., et al. Transfer factor
to prevent herpes virus infection. Fed Proc (in press).

Steele, R.W. and Cana].es, L. Transfer factor for the prevention of
varicella—zoster infection in childhood leukemia. Pediat Res 11:
506, 1977.

Plasma Infusion Correction of Opsonization for Pneumococcal Meningitis.
Presented at the Pediatric Society Meeting, San Francisco, Calif.,
25—30 Apr 77.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Cellular Immunity to Herpesvirus Hominis in the Compromised
Host.

WORK UNIT NO.: C-l5—74

PRINCIPAL INVESTIGATOR: Russell W. Steele, M.D., LTC , MC

ASSOCIATE INVESTIGATORS: Luis Canales, M.D., COL , MC; I. Chapa, DAC

OBJECTIVES

To develop specific and reliable in vitro assays of both the afferent
and efferent mechanisms of cellular immunity to Herpesvirus Hoininis
(HVH ) and to examine response of patients with malignant disease or

- 
: of patients on frununosuppressive therapy.

TECHN ICAL APPROACH

A 51Cr lymphocytotoxicity microassay to cell lines persistently in-
fected with ‘HSV—1, HSV—2 or V—Z is being used in the study. Briefly,
this technique examines lymphocyte—target cell interaction employing

infected cell lines as target cells. The quantitative release of
Cr from the target cells is used as an index of lymphocyte mediated

reactivity against the infected g~lls. Uninfected tissue cultures
serve as contro1.s to quantitate Cr release not attributed to virus
itself. Specific’. immune release of 8% or greater is considered
positive in these assays.

Personnel: 1 CS—7 (15 months)

Funding: Consumable
Supplies

F? 77 $3,855.67
FY 7T $1 , 176.80
FY 76 $2 ,141.50

- - 
FY 75 $ 504.00
FY 74 $1 ,206 .78

_  
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C—15—74 (Continued)

PROGRESS

Following initial efforts to standardize this assay of cytotoxicity to
herpes group virus infected cell lines, the assay was employed in the
clinical setting to investigate various aspects of medial disease.
Patients with primary immune deficiency, malignancy and herpes virus
infection, subacute scierosing panencephalitis, and experimental pri-
mate animals infected with herpes virus were investigated. Two areas
of greatest interest concern changes in this assay during treatment
with adenine a~abinoside and examination of transfer factor to prevent
herpes virus infection in non—human primates. This assay was used to
monitor method3 of immunotherapy and disease progress and treatment.

Status: Ongoing.

Steele, R.W., Keeney, R.E., Brown, J., III and Young, E.J. Cellular
immune responses to herpes group viruses during treatment with ade—
nine arabinoside. J Infect Dis, Apr 1977.

Steele, R.W., et al. Prevention of herpex simplex virus type 1 fatal
dissemination in primates with human transfer factor. In Transfer
Factor, Basic Properties and Clinical Applications (ed. Ascher, M.S.,
Gottlieb, A.A. and Kirkpatrick, C.H.) Academic Press, New York, 1976.

Steele, R.W., Su~tle, D.E., LeNaster, P.C. et al. Screening for cell—
mediated Immunity in children. Amer J Die Child 130:1218—1221, 1976
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DEPARTMENT OF THE ARMY
- 

- Brooke Army Medical Center
Fort Sam Houston, Texas 78234 l

CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: The Preparation and Purification of Dialyzable Transfer Factor
for the Treatment of Selected Infectious Diseases.

WORK UNIT NO.: C-42—74 H

PRINCIPAL INVESTIGATOR : Russell W. Steele , M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Luis Canales, M.D., COt, MC; I. Chapa, DAC

OBJECTIVES

To evaluate the efficacy of transfer factor therapy for disseminated
fungal or viral disease or tuberculosis unresponsive to the usual
forms of therapy.

TECHNICAL APPROACH

Dialyzable transfer factor (TFd) was prepared and purified from donors
by the methods of Lawrence and Al—Askari. In most cases, leukocytes
have been obtained by leukapheresis using a continuous—flow ceiltrifuge,
(American Instrument Co.). Lymphocytes are separated from the cell pack
using a Hypaque—Ficoll gradient, freeze thawed in the presence of DNase
10 times and TF was then dialyzed and concentrated by lyophilization.
All recipients of human transfer factor are first tested for skin test
and blastogenic responses to the antigens under investigation at which I -

time, t~anafer factor is injected subcutaneously in the dose equivalent
to lxlO lymphocytes. Three days after injection skin tests are usually
repeated and blood is again drawn for in vitro study.

Personnel: 1 GS—7 (15 months)

Funding: Consumable I -

Supplies

F? 77 $3,141.45
fl iT $ 452.50 ‘

Fl 76 $2 ,818.30
F? 75 $1,331.00 .
F? 74 $1,092.41
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C—42—77 (Continued)

$ PROGRESS

During Fl 1977, patients with disseminated coccidioidouiycosis and
primary immune deficiency have been treated. Results of such treat-
ments appear in publications listed below. In addition, experimental
animals infected with herpes simplex virus have been treated with
transfer factor. Prevention of overwhelming infection with this virus
has been achieved in this animal model. One patient with Shilder’s
disease is currently on transfer factor therapy, but no therapeutic
benefit has been recognised to date.

Status: Ongoing.

Steele, R.W., Singer , B.E., McNitt, T.R., et al. Therapy f o r  die—
seminated coccidloidomycosis with transfer factor from a related
donor. Amer J Med 61:283—286, 1976.

Steele, R.W., Eichberg , J.W., Heberling, R.L., et al. In vivo trans-
fer of cellular immunity to primates with transfer factor prepared
from human or primate leucocytes. Cell Immunol 22:110—120, 1976.

Steele, R.W., Britton , H.A., Anderson, C.T., and Kniker, W.T.
Severe combined Inununodeficiency with cartilage—hair hypoplasia:
in vivo response to thymosin and attempted reconstitution. Pediat
Res 10:555, 19/6.
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DEPARTMENT OF THE ARMY

Brooke Army Medical Center -

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: A Comparison of Immunologic Parameters in Three Nonhuman Primates.

WORK UNIT NO.: C—19—75

PRINCIPAL INVESTIGATOR: Russell W. Steele, M.D., LTC, MC

ASSOCIATE INVESTIGATOR: I. Chapa, DAC

OBJECTIVES

To undertake a detailed analysis of host herpes virus interaction
in nonhuman primates in an effort to find factors in each of three
species of nonhuman primates which are most critical to defense
against infections and oncogenic agents.

TECHNICAL APPROACH

Present studies have evaluated three primate species (baboons, cebus
monkeys and marmosets) with various parameters of phagocytic, humoral
and cell—mediated immune responses. Such assays have included cyto—
toxicity, lymphocyte blastogenesis, and lymphokine production as
parameters of cellular immunity; chemotaxis, phagocytosis, bacterici—
dal capacity of neutrophils, and antibody production to various antigens.
In vivo responses of skin graft rejection, skin test reactivity and
response to thymosin, transfer factor, and thymus transplants have
been investigated.

Personnel: 1 GS—7 (15 months)

Funding: Consumable
Supplies

F? 77 $ 890.28
FY 7T $ 302.05
F? 76 $1,215.87
F? 75 $2,750.11

r 155

_ _ _ _ _ _ _  _ _ _ _ _ _ _ _ _ _ _  --



L 1 -

~~~~~

C—19—75 (Condsued )

- - Some very basic aspects of cell immune function in non—human primates ‘ 1have been investigated . The parameters have included mixed lymphocyte
reactivity, skin graft rejection, quantitation of T and B cells using
E and EAC rosettes, the effect of thymosin on in vitro assays of
cellular immunity and finally responses of non—human primates to human
and primate transfer factor. Much of this work has been published

- 

- dur ing F? 77 and ongoing efforts are current~ly examinIng the useful—
ness of transfer factor or immune RNA to prevent herpes aizniri induced
leukemia En marmosette monkeys.

Status: Ongoing.

Eichberg, J.W., Steele, R.W., Kalter S.S., et al. Cellular immunity
- I in gnotobiotic primates induced by transfer factor. Cell Imunol

26:114—119, 1977.

Steele, R.W., Eichberg, J.W., Heberling ,R.L., et al. Mixed lympho-
cyte reactivity and skin graft rejection in nonhuman primates.
J Med Primatol 1976.

Eichberg, J.W., Steele, R.W., et al. Chemotaxis and phagocytosis in
nonhuman primates. Submitted for publication. - -
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

For t Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: The Use of Growth Hormones In Hypopituitary Patients.

WORK UNIT NO.: C—12—76

PRINCIPAL INVESTIGATOR: Adrienne B. Butler, M.D., MM , MC

ASSOCIATE INVESTIGATORS: Luis Canales, M.D., COt, MC; Stephen R.
Stephenson, M.D., CPT, MC

OBJECTIVES 
-

To investigate the growth response in hypopituitary patients to com-
mercially availabla human growth hormone.

TECHNICAL APPROACH

Human growth hormone (CB 311) has been administered (2 units 3 times
weekly , IN) for 16 months to a 13 year 10 month white female who is
8 years postresection of cranlopharyngioma .

Personnel: None.

Fund ing: Consumable
Supplies

FY 77 —

Fl iT - HFY 76 $J.600.0O

PROGRESS

• The patient has grown 4½ inches since institution of therapy, having
had essentially no growth during the previous two years. She has had
some redistribution of fat, with resultant maturing of her appearance
although there axe no secondary sex characteristics developing. The
present plan is to con tinue the patient on therapy until antibodies
develop and growth ceases (present height is 52”) and then to proceed
to feminize her with exogenous estrogen and progesterone. -

CB 311 is nov FDA approved and is marked under the trade name Asellacrin.

Status: Completed.
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DEPARTMENT OF TUE ARMY
Brooke Army Med ical Center

- Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Red Cell Affinity in Newborn Rabbits After Acute and Chronic
Intrauterine Hypoxia.

WORK UNIT NO.: C - l 3 — 7 7

PRINCIPAL INVESTIGATOR: Werner N. Keidel, M.D., LTC , MC

ASSOCIATE INVESTIGATORS: Robert P. Bowman, M.D., LTC , MC; John Poach, DAC

OBJECTIVES

To determine the clinical and chemical correlates of experimental intra-
uterine hypoxia on the red cell 2,3 DPG levels in n~~born rabbits.

TECHNICAL APP~~’ACH

Pregnant New Zealand white rabbits are placed in a high altitude chamber
and the atmospheric pressure slowly lowered over 48 hours to 470 mm Hg.
The rabbits are maintained at this pressure for 7 to 10 days or until
term . The animals are then removed and the fetal rabbits delivered via
cesarean section under pentobarbital anesthesia. Blood is collected
from the umbilical vessels and/or the thoracic aorta for hemoglobin,

- j hematocrit , red cell 2,3 DPG and intraerythrocytic pH.

Personnel: None

Funding: Consumable
Supplies

F? 77 $2 , 101.00

PROGRESS

Current funding has been consumed developing the animal model. 15—20%
of the does were rIot pregnant because of the single exposure to the
buck. Other does aborted after being moved from the breeder to the
ISR animal facility. If the atmospheric pressure in the hypobaric
chamber is acutely dropped to 470 mm Hg, the does usually abort.
The rabbit does require administration of oxygen and IV fluids
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C—13—77 (Continued)

H during the operation if hypertension and shock are to be avoLded~ The
surgery must be carried Out expeditiously If the animal preparation is
to remain stable and the fetuses in good condition. Studies to date
have shown that the adult rabbit has a red cell 2,3 DPG at 8.82 mm/gin
tigb (N—8) . The term fetus has a concentratIon of 2.23 mm (N—9) while
the premature fetus of 24—26 days gestation has a level of 1.27 mm/gm

- Hgb (N—8). Normal hematologic indices have been determined for the
fetal rabbits.

Status: Ongoin3.
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DEPARTMENT OF THE ARMY
Brooke ~\ruiv Med icdl Center

Fort  Sam H ous ton , Texas 78234
CliN ICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE:  The L n f iu e n c e  of In t ra ut e r in c  Hyp oxia on Neonata l  Red Cell pH ,
2 .3 DPC and P50.

WORK I N I T  N O .  : ( — 1 8 — 7 7

PRINCIPAL lNV F~TICATOR : Werner N. Keidel , M.D., LTC , MC

ASSOCIATE LNV E S H~~ATORS: Robert P. Bowman , M.D., LTC , MC;
Melv in Baden , M.D., COL , MC

OBJ i- c l’ IVES

To determine i t  t n t  r au t er i n e  hy p ox ia  decreased neona ta l  red blood
cel l :~ t t in it ~‘ for xvgen thus improving oxygen delivery to the
t issues .

l’ECUN I CAl APr ROA CH

Cord hi ood is co I I o ct  od .i t del very for rne~lsuremen C of hemog lob in ,
hema t o cr  I t . h i  oo.~ ~~ ~~~~

- - ;  
. rod c i’l l I • DI’G .~ ud tn t  r~ orv hrocyt ic pH

Blood is .,I so c~ 1 lt’et i ’d I or d,’torm l n,~t ion of fetal hemoglobin con—
cent r.it Ion . l’hu ci I .‘. t  t v t ’ I • i1’ ~: f ra ct ion is calculated by the
equa t j on :

DP(~ ~ ~ii~,bA + ~) . 4 x iigbF ’ %)

h Per sonn e l :  None

Fund tnj~: N o n t ’

P RO~ R ES S

A n a l v s  I s  ci t hree d it fereut net beds I or det ermining f e t a l  hemog lobin
i’oncent rat ion were car r ied  out and compared w i t h  r es u l t s  f rom column
s e par a t i o n . The meth od of C hap l i n  et a l .  was most accurate  fo r  the
con cent  rat Ion ot H g hF u s u a l  lv found In the  premature  and term i n f an t .
S i nc e  t h e  st ar t  -~ t the s t u dy ,  the numb er  of i n f a n t s  de l ive red  wi th
f n t r a — , i t e r l n e  g r o w t h  r e t a r dat i o n  h:~s been q u i t e  smal l  so tha t no
s (  ,,tement ~~~ be mj.I.’ regard ing t h o et octs of intra—utorine hypoxia
on ervt hrncvte I • I

St ~i i i ’ ; : ) i g e  Lng .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: U r i n ar y  LDH Activity and Isoenzyme Patterns in Normal , Premature,
and Tern Infants.

WORK UNIT  N O . :  C—2 0—77

PRINCIPAL INVESTIGATOR: Werner N. Keidel, M.D., LTC , MC -

ASSOCIATE 1NV E~TIGATORS: William A. Rouse, M.D., MAJ , MC

OBJECTI VES

To develop norma l values for urinary lactic dehydrogenase activity and
lsoenzyme patterns in the premature and term infant .

I
- - TECHNICA L APPROACH

U r i n e  is co l l ec ted  in I l o l l ist e r  urine bags on newborns during their
I day hospitaliration . An aliquot of urine is analyzed for LDH ac—
t i v i t y  on .~ DuPont ACA Autoanalyzer and the remainder Is sent to the
Chemistry Section of the Dept. of Pathology for determination of
the Lt)H i soenzyme pattern using Beckman LDH Isoenzyme kits. Part
of the urine Is sent for a routine urinalysis.

Personnel: None

Funding: None

PROCRESS

Forty urinary LDH assays have been determined on 27 infants. The
average u r in a r y  1DM activity was 66.20 with a range of 14—370. Be-
cause of the low urinary LDH activity, It has been difficult to v i—
su a l iz e  the  t~~oenzynu’ pa t t e rns  on electrophoresis without first
concentrating the urine.

S t a t us :  Ongoing .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RE SUME

TITLE: Effects ot Asphyxia on Intestinal Enzym es ira Newborn Rats .

WORK UNIT NO .: C—24—77

P R iN C I P A L  INVESTIGATOR:  Werner N. Keidel , M.D., LTC, MC

ASSOCIATE INVESTIC’.ATORS Elliott Weser , M.D., UTSA ; William B. Winborn,________— 

UTSA

OBJECTIVES

To study the ef-~ ’crs of asphyxia on intestinal disaccharidase activity
in t he  newborn rat  model of necrot iz ing  enterocolitis.

TECHN ICA L APPROACH

Newborn ra t  pups w i l l  be asph y x i a t e d  by da i ly  enclosure in an air-
tig ht p lastic bag until they are limp , cyanotic and gasping (usually
3—5 minutes). The rat pups will be resuscitated and returned to
t h e i r  cages. Sp lit  l i t t e r s  of ra t  pups will be inoculated with
Klebs ie l1~i by admin i s t e r i ng  a sa l ine  suspension of bacteria . After
daily asphyxia t h e  pups w i l l  be sa c r i f i c e d  sequent ia l ly .  The bowel
will be wei ghed and dissacharidase activity will be measured in the
duodenum , jejunum and ile~m . The succus intericus will be analyzed
in each segment for pH , K , reducing substances and bacterial counts.

Personnel: None

Fundir~g: None

PROGRESS

Preliminary studies using the rat model were unsuccessful. After a
suitable anima l model is determined , the study will be reinstituted .

S t a t u s :  Ongoing.
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DEPARTMENT OF THE ARMY I -

Brooke Army Medical Center
Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

- 
I INVESTIGATION PROJECT RESUME

TITLE: The Use of Algorithms in the Triage of Patients in an Ambulatory
Pediatric Setting.

WORK UNIT NO.: C—3 0—77

PRINCIPAL INVESTIGATOR: Adrienne B. Butler, M.D., MM, MC

ASSOCIATE INVESTIGATORS: Linda Ornelas, M.D., CPT, MC; Frank P. Wilson,
M . D . ,  CPT , MC; Ana Ortiz , M.D. ,  MAJ , MC; Luis
Canales, M.D., COL, MC; Barry Wolcott, M.D.,
LTC, MC

OBJECTIVES

To develop and validate algorithms which can be used by paramedical
personnel to triage patients in a large volume, primary care , pedia—
tric facility .

TECHNICAL APPROACH

During the months of February and March 1977 a total of 2,028 patients
were screened using triage algorithms written for the 20 chief com-
plaints seen most frequently in the Pediatric Clinic . Triage was per—
formed by an ANOSIST loaned from the BANC Emerge~cy Room with no spe-
cific pediatric training .

Following triage, the patient was seen in the usual manner by a pedia-
trician who was unaware of the triage disposition. The physician
completed his examination, made disposition of the patient, and re-
corded his impression of the role he was playing in caring for the
patient.

Personnel: None

Funding: None

• PROGRESS

A high level of correlation with no instance of compromise of patient
care by use of the algorithm was found .

163
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C—3 0—77 (Continued)

Carefully written and validated algorithms, implemented by paramedicsand supervised by pediatricians , can provide an acceptablee alternativeto either physician or nurse directed triage, freeing professionals todeliver care to those patients who most urgently need it.

Conclusions: 1. The triage algorithms are s~fe and accurate;
2. Since three .-quarters of all patients have an acute minor Illness,establishment of a PANIC is a desirable and justifiable goal;

3. The eff iciency of the system can be augmented by utilizing addi—tional algorithms.

Stat us: Completed .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: A Pilot Study to Investigate in vitro and In a Guinea Pig Model
the Synergistic and Antagonistic Relationship between E. Coil
and P. Aeruginosa as the Pathophysiologic Basis of Acute
Necrotizing Fasciitis and Myositis.

WORK UNIT NO.: C—31-77

PRINCIPAL INVESTIGATOR: Lewis F. Gold , M.D., CPT , MC

ASSOCIATE INVESTIGATORS: Russell W . Steele , M.D. ,  LTC , MC

OBJECTIVES

1. To demonstrata In a guinea pig model the synergistic relationship
between E. coil and P. aeruginosa as the pathophysiologic basis of
acute necrotizing fasciltis and inyositis.

2. To demonstrate in vitro and In a guinea pig model the antagonistic
relationship between E. coil and P. aeruginosa manifested by the in-
ability to recover multiple synergistic organisms utilizing routine
bacteriologic techniques due to the variable concentrations of organisms
resulting from differential growth rates.

TECHN ICAL APPROACH

Stock cultures of Non—K—l antigen E. coli and P. aeruginosa with known
sensitivity patterns were utilized in all phases of the investigations.
All cultures were inoculated on standardized McConkey ’s and blood agar
with plates from the laboratory stock. Tryptlcase Soy Broth was pre—

• pared according to the manufacturer ’s recommendations, sterilized in
50 cc aliquots and passed through a falcon niillipore filter.

Nine 450—480 gram outbred male guinea pigs were separated into three
equal groups. All animals were inoculated in the same manner. The
abdomen was shaved and under aseptic conditions three 0.5 cm. inci-
sions were made through the skin. The Incisions were spaced evenly
over the abdomen and designated as cephalad , middle and caudad .
All animals were inoculated subcutaneously along the margin of the
incision with 0.1 cc E. coil (cephalad), 0.1 cc B. coli plus 0.1 cc
P. aeruginosa (middle), and 0.1 cc P. aeruginosa (caudad).

Blood cultures were obtained on two animals from each group on days
1, 2, 3, 5, 7 and 9. The one remaining animal from each group was
observed , without being cultured , for one month from the t ime of
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C — 3 1— 7 7  (Co nt inued )

inoculation and then sacrificed and cultured . With the evidence of
abscess formation in all animals on day 3 post—inoculation , intra-
muscular antibiotic therapy was started. Group 1 received no ther-
apy; group 2 received gentamicin sulfate approximately two times the
MIC for E. colt but less than MIC for P. aeruginosa; group 3 received
oxytetracycline at a dose greater than two times the MIC for either
organism. Swab cu l tu re s  of the abscesses were obtained every other
day and p la ted  on blood and McConkey ’s agar. The muscle beneath the
abscess , lungs a’~d liver of two animals from each group were cultured
at the time of death or on day nine.

Pe rsonne l: None

Funding : Consumable
Supp lies

FY 77 $ 181.68

PROGRESS

Blood cultures were negative throughout the tasting period on all ant—
mals. The areas cephalad and caudad corresponding to the pure inocula-
tions of B. coil and P. aeruginosa, respectively, showed induration at
24 hours with complete resolution at 48 hours. No abscess formation
was evident in either site on any of the animals. At postmortem exami-
nation , these sites were grossly free of infection and cultures revealed
no E. colt or P. aeruginosa present. All animals developed an abscess
in the middle thoculation site. Necrotizing fasciitis was not produced
in any of the guinea pigs In the study.

Despite the inability to produce a necrotizing fasciitis , the existence
of synergism between E. colt and P. aeruginosa was demonstrated in that
only the combined inoculum produced an abscess. The cultures from
group 1 indicate tha t the heavy growth of E. coil suppressed the growth
of P. aerupinosa. This point was further supported by results in
group 2 which indicate that only P. aerupinosa was recovered after
the initiation of antimicrobial therapy selective against E. coil.
Thus we conclude that the presence of the rapidly growing E. coil
antagonizes the growth of P. aeruginosa. In group 3, treated with
broad spectrum antimicrobial therapy , there was sterilization of the

• abscessed area by day five. This was confirmed at postmortem exami—
nation when the involved underlying muscle revealed no E. colt or
P. fle~~ g~ flOsa .

We have shown tha t  (1) we could not produce necrotizing fasciitis in
the guinea pig model , (2) E. colt and P. aeru~inosa work synergisti-

• cally in the  produ ct ion  of a subcutaneous abscess , (3) routine bac—
tertolog ic techniques may fail to identif y all members of a synergistic

166
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C-31-77 (Continued)

bacterial population due to an antagonism of one organism on the other,
and (4) an abscess produced by a synergistic bacterial population can
be rendered sterile if broad spectrum antimicrobial therapy is employed.

Status: Completed.

I .
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a DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: EvaluatIon of Gallium—67 as a Scanning Agent for Malignant
Neoplasms.

WORK UNIT NO. :  C-14 1— 72

PRINCIPAL INVESTIGATOR: Alton W . Baker, M.D., LTC , MC

ASSOCIATE INVESTIGATORS :

OBJECTIVES

To study the value of Galliuin—67 as a tumor localizIng agent in a
• variety of malignant neoplasms.

TECHNICAL APPROACH

Total body images are obtained at 24, 48 and 72 hours following intra-
venous administration of Galliuzn—67—Citrate In an attempt to demonstrate
radionuclide location in malignant tumors. Cleansing enemas are commonly
utilized to diminish the activity due to excretion df the radlopharmaceu—
tical in the bowel.

Personnel: None -

Funding: None

PROGRESS

• 
- We have utilized two Gallium studies with Gallium—67—Citrate obtained

from Medi—Physlcs and looking for malignant lesions and/or inflamina—
tory conditions. We have had good success wiçh this agent and have
found no difference between the Galliuxn—67—Ci~rate received from Medi—
Physics and that of Callium—67—Citrate received from New England
Nuclear.

• Status: Completed .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME
11’I

TITLE: Clinical Evaluation of Cisternography Utilizing ‘“~~Indium DTPA.

WORK UN IT NO.: C-35—74

PRI NCIPAL INVESTIGA TOR: Alton W. Baker, M.D. . LTC, MC

ASSOC IATE INVESTIGATORS:

OBJECTIVES

To evaluate the safety and efficacy of 
111lndium DTPA for cisterno—

graphy.

TECHNICAL APPROACH

Patients are considered for this investigation project when they are
referred foy11isternography study by the Neurology or Neurosurgery
Services. Indium DTPA is administered intrathecally by standard
lumbar puncture. Progress of the radiopharmaceutical through the
subarachnoid space into the basal cisterns is monitored via whole
body scan. High resoluti’n views of the cerebral cisterns is then
accomplished at varying time intervals over a 3—4 day period . When
evaluating the CSF rhinorrhea, the nose is packed to measure radio—
active leakage during the study.

Personnel: None

Funding: None

PROGRESS

Twenty—f lye studies on patients utilizing 
1
~~Indium DTPA to evaluate

them for low pressure or non—obstructive hydrocephalus have been
performed with good results.

Status: Ongoing .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Cneter

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERV]CE

INVES~(IGATION PROJECT RESUME

TITLE: NEN GallIum—67 Citrate for Intravenous Administration .

WORK UNIT NO.: C—35-75

PRINCIPAL INVESTIGATOR: Alton V. Baker, M.D., LTC, MC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

To evaluate clinically the NEN brand of Gallium—67 Citrate.

- 
~
- TECHNICAL APPROACH

Total body images are obtained at 24, 48 and 72 hours following Intra-
venous administration of Gallium—67 Citrate in an attempt to demonstrate
radionuclide localization in malignant tumors. Cleansing enemas are
commonly utilized to diminish the activity due to excretion of the

• 
radiopharmaceutical In the- bowel.

Personnel: None

Funding: None

PROGRESS

Thirty—one studies utilizing Galliuin—67 Citrate obtained from New Eng--
land Nuclear for investigation of neoplasms and/or inflammatory condi—
tions have shown no significant difference between the Gallium—67
Citrate from New England Nuclear than that from Medi—Physics. This
agent has proved to be of effective use in localizing Inflammatory
conditions and/or neoplasms.

Status: Completed .
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DEPARTMI - OF THE ARMY
Brooke Army :~�d ical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RE SUME

TITLE: NEN 99MTc Stannous Glucoheptonate for Intravenous Adminstration.

WORK UNIT N O . :  C -6— 76

PRINCIPAL INVESTIGATOR: Alton W . Baker , M . D . ,  LTC , MC

ASSOCIATE INVESTIGATORS:

L I  

OBJECTIVES

Broad clinical evalu~~j~on of the NEN Stannous Glucoheptonate Kit after
reconstitution with ‘rC—sodium pertechnetate as a diagnostic agent
for studying the kidney.

TECHNICAL APPROACH

This radiopharmaceutical will be administered intravenously for evalu—
ating renal function and structure. Scintillation camera will be used
for imaging tha dynamic transit of this material into and out of the
renal structures. Computer analysis will be applied for obtaining time
activity histogram curves and other quantitative analysis of renal
i~unct ion .

Personnel: None

Fund~~g: None

PROGRESS

• U t i l i z i n g  99MTc~.Stannous Glucoheptonate , 15 studies were performed
on patients with satisfactory results in localizing the kidneys.

Status:  Ongoing .
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- - DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, TExas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: MPI 9~~Tc—dimercaptOSuccifliC Acid for Intravenous Administration.

WORK UNIT NO.: C— 14—76

PRINCIPAL INVESTIGATOR: Alton W. Baker , M.D. ,  LTC , MC

ASSOCIAT E INVESTIGATOR S:

OBJECTIVES

Broad clinical evaluation (Phase9~~
I) of MPI kidney scintigraphin re-

agent after reconstitution with ~Tc—sodIum pertechnetate as a
diagnostic agent for studying the kidney.

TECHNICAL APPROACH

Up to 5 millicu r ies of 99MTC_dimercaptosuccinic acid will be adminis-
tered intravenously for high resolution kidney imaging studies. A
scintillation camera with high resolution collimator or pin—hole will

- - be utilized for optimal resolving capability. Computer analysis of
the imaging data will be performed when indicated by the clinical
situation.

Personnei: None

Funding: None

PROGRESS

Ten studies on patients have been performed utilizing 
99NTc_dimercapto_

succinic acid for localizing the kidneys as well as to evaluate renal
function in burn patients.

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Med ical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Intravenous Administration of 1311—6—B—Ind omethylnorcholesterol
(NP—59) for Adrenal Evaluation and Imaging.

WORK UNIT NO.: C-12—77

PRINCIPAL INVESTIGATOR: Alton W. Baker, M.D., LTC , MC

ASSOCIATE INVES TIGATORS:

OBJECTIVES

Clinical evaluation of NP—59 as a diagnostic agent for the detection
of adrenal—cortical disorders and as a potential scanning agent for
detecting structural abnormalities of the adrenal medulla.

TECHNI CAL APPROACH

After the IV administration of approximately 1 to 2 millicuries of
1—131 labeled 6—B—Iodomethylnorcholesterol (NP—59) over a 2 to 5
minute time inteLval , the patient is returned in approximately 4 to
6 days for an initial scan of the body. A subsequent scan is per-
formed at approximately 6 to 8 days and depending upon the magni-
tude of uptake in the adrenal glands, scanning is carried from the
8th to 10th day. At this time, when clinical judgment indicates
that the scan appears to be adequate for evaluating whether the
adrenals are within normal limits or abnormal, a subsequent renal
scanning agent IS injected IV (Tc Glucoheptonate or TC DTPA) for
visualizing kidneys and noted the relationships of the kidneys to
the adrenal glands.

Personnel: None

Funding: None

PROGRESS

Five scans utilizing NP—59 for adrenal evaluation have been performed.
No adverse reactions have occurred. The accuracy of this agent for
scanning the adrenals is encouraging.

Status: Ongoing.
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DEPARTMENT OF THE ARMY
H Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Diastolic Augmentation Using an Intra—Aortic Balloon Pump.

WORK UNIT NO.: C-6—72

PRINCIPAL INVESTIGATOR : Robert L. Treasure, M.D., COL. MC

ASSOCIATE INVESTIGATORS: Olyn M. Walker, M.D., LTC, MC; George H.
McCranahan, M.D., COL, MC

OBJECTIVES

Evaluation of an intra—aortic balloon pump providing diastolic aug-
mentation increasing cardiac output in patients with low cardiac
output due to myocardial infarction, severe cardiac disease, or
following open heart surgery.

TECHNICAL APPROACH

We continue to utilize the intra—aortic balloon, primarily as an
assist device in treating patients with low output syndrome fol-
lowing complicated open heart surgery.

Personnel: None

Fund ing : None 
I

PROGRESS

The effectiveness of this device has been demonstrated , and the
current mortality rate in patients in whom this device is neces-
sary is at a very acceptable level.

Status: Ongoing.

A Five—Year Experience with the Intra—aortic balloon Pump at Brooke
Army Medical Center. Presented at the Current Trends in Cardiovascu-
lar Disease Symposium , William Beaumont Army Medical Center, El Paso ,
Texas, 17 May 1977.
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DEI’ARTMENi 01’ iii I: ARMY
H rookr •\ F~~~ ~~~ j i’a 1 t~on t t~ r

l o  i t  Sam Houston • •i exas 78234
CL I N I c A L .  INVESTLCAT1ON SERVICF.

I NV EST I l.;AT iON L’kOJ EC’I’ RESUME

1 1TI F H iodi’~uada h ft Ctt t  111 , an Adju nt’ t to Peripheral Nerve Repair in
Dogs.

WORE tIN IT NO. ~, 
I 1.

PH MCI PAl . I NVESTI t ;AT ON : Rob ’r t I.. Re Id M.D. , COl , MC

A~~~0t ’ I AT E I NVl~~T iC1V 1t) !~~ : St i’phon C. Hoone M.D. , LTC MC; Duane F
Cut r ig ht , D. I) . • COl., DC, W RAIR

08.1 E( ’T I V ES

di’ ~~~~~~~ ~~~ ~~ 1~’ ~ t~y ~ t ~~ t~I .‘g i~ iJ.i ii I e i’U I f s  at  the sut ured s i te
ot • i I I oned per 1F hi’ t~~i I nt rves

TECUN I t~Al. Al’ ROAt ’L(

re’n ..lii it  gr~~i ~~~~ v~ re ~~d in thi’ st~ dv . The ulnar nerves In the
I or ~‘ limb :tnd ~~t ~~~~~~~~~ I U t ’ t V i ’M In t ht~ h Intl I m b a  were sugi ‘al i y exposed ,
ranst ’t ’ I i’d • and i~~ l~.i I red w i t h  ~

)
~-O nylon epineural sut ~~~~ using mag—

nil I ~‘ .it ion. One s ide Was re’pa I red in t he standard fashion and used as
.1 t’oflt iot . The ot bet $ Ide was reps I red in the same fashion but In ad—
di t (ott I he’ anas t omot i t ’ sit o was i’ov t~ r eel w Ith a standard copol ~mter cut f
whose e roas—see ’ t Ion d ismet era was .‘~~~ t imes that of the repaired nerve .
Ni’rve’ condite ’ I Ion ~~~~~~ ~

. 
~~~~

‘ I ~ e)flt% ~Og~’5ph5 Wi ’Ft ’ t ’t) l%tlUe’ ted Ott dii I imba at
monthly m t  erva is .tnd d t t ime of sae ’ r It t ee ’ , After  the anastomot Ic site
was rest ’ete .ei , I I~ ht anti t~Iect romtci ’oscopic studies we re ’ performed at
W a l t  ~‘t Reed Ar my i n s t  It ut e’ to chi t ermine the amount of local lnva~ iv.—
.
~~~~ ot $e ’ ,l r t sMut ’ anti  for roae t to n In the  nerve to the copolyiner

hlodt’grselat ton .

i’t ’ t  ~0 1%t te ’ I Mont’

Fund I fl i~,’ i t ’ o t t t t ,tb  I ~‘

~ II~~p Ii i ’s

),‘\‘ / /  —

I —
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I.V 1’. ~
. I ,~~ 10. II~
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C—23-75 (Continued)

PROGRESS

All studies have been completed , and th. data is currently being
statistically analysed .

Status: Ongoing.
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DEPARThENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INV ESTiGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE : The Ocular Flora of the Burned Patient.

WORK UNIT NO.: C—32—75

PRINCIPAL INVESTIGATOR: Clarence C. Pramhus, M.D., MAJ , MC

ASSOCIATE 1NVESTIGATORS : Thomas F. Runyan , M.D., LTC , MC
Robert B. Lindberg, Ph.D.

Fly

1. To establish the incidence of Ind iv idual micro—organisms in the
coniunetiva l flora of the acutely burned patient.

~~. To see if and how these flora are altered during treatment and
convalescence and particularly during changes in the l id—conjunctival—
cornea l anatomical relationship.

3. To compare the flora recovered from the conjunctiva with those
recovered from other sources (skin, IV sites , blood , surrounding
environment).

4. To study the incidence of ocular complications resulting either
directly from the burn itself or from secondary changes occurring
during treatment and convalescence.

5. To look at  the effectiveness of various prophylactic modalities
of treatmen t (topicaL I.acrilube Ophth Oint; topical or local anti-
biotics and/or steroids ; lid , conjunctival , and/or corneal surgery;
bandage soft contact lenses).

6. To assess the’ efficacy of various therapeutic measures once
these comp lications have occurred (bandage soft lenses with and
without ant  Ihiotics , tarsorrhaphies, conjunctival flaps, kerato—
p last tea).

TECHN iCAl. APPROAC H

F i f t y — t h ree p a t i e n t s  a d m i t t e d  to  the L 1SAISR over a four month period
were exam in ed by eme of the invest iga tors  as soon after admission as
was possible . Following ocular examin at ion , the patients were
entered Into one’ of three ma) or groups.
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C— 35— 75 ((:~nt inued )

Group I consisted of 14 patients with thermal burns who had no facial
or initial ocular involvement. Group II was made up of 30 patients
with facial burns who had no initial ocular involv~~ent. Group III
consisted of 9 patients who had conjunctival and corneal burns in
conjunction with their facial burns.

A fourth group was formed by 10 patients who developed late ocular
complicat ions. This included 8 patients who initially had no ocular
problems. It also included 2 group III patients in whom corneal
burns progressed to infectious corneal ulcers.

At the t ime~ ol in itia l ophthalmologtcal examination, a conjunc tival
spec imen for culture and sensitivity was obtained from each eye. Bi-
weekly conjunctival cultures were taken from each eye until the patient
was transferred to  the convalescent ward at which time weekly cultures
were obtained . Concomitant cultures were routinely being taken by the
ISH staff from other sites including blood , skin, respiratory tract,
urine , IV site ’s and surrounding environment.

Patients in Group I received no ocular medication. Eight of the 30
patients in Group II were continued on neontycin—bacitracin—polymyxin
B ointment four times a day . The remaining patients in this group
were given either Lacri—Lube four times a day (13 patients) or no
medication (9 patients). Because of the corneal epithelial defects
present in Group 11~I patients , topical broad spectrum antibiotics
were immediately instituted .

Personnel: None

Fund inl: None

PROGRESS

One hundred and six eves of 53 patients with severe thermal burns
were studied . A dramatic shift of the normal conjunctival flora
trots the preponderance of S. ~pidermidis and corynebacterium to S.
aureus and gram negative bacilli were observed. This co~snonly oc-
curred on the 5th to 6th poatburn day and represented cotonisation
of the conjunctiva by bacteria recovered from other sites in the
body. Despite the high incidence of Pseudomonas Aeruginosa iso-
lates (14~) of these eyes, deleterious effects were noted in only
thr ee eyes in two patients who developed infectious corneal ulcers
prior to their demise .

Status: Completed .

I’ramhus , C.C. , Run y an , T. E. .tttel Llndberg, R.B. : Ocular Flora in the
severely burned patient. Submitted to Annals of Ophthalmology for
publ icat ion .

Ritnyan , ‘I’ . K . and I’ r amheis , C .C. : The use of the hydrophi i i  Ic lens in
severely burned patients. Submitted to Amer ican Journa l of Ophthal-
mology for juih i icat ton .
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DEPAR TMENT tW THE ARMY
Br ooke Arms ’ M~ d i e a l  Cen ter

Fort Sam Houston , Texas 78234
CLINICAL INVESTICATION SERVICE

IN VEST IGAT I ON PROJ ECT RESUME

TIT LE: An Evaluation of %~ate ’r Diuresis for the Prevention and Control
of Recurrent lr ina rv tract Infection in Women.

WOR K U N I T  NO. : C—34—75

P R I N Cl PAI~ lN\FSTIGATOR : Evelyn R. Anderson , Ph.D.

ASSOC iA T E l N ~’I • sT1(;AToRs : Mauro P. Gangai , M .D . ,  COL , MC

OBJECTIVES

To e va l u at e ’ the ef f e c t  of teaching pr inc ip les  of fluid diuresis to
f emales on the pr event ion and contro l of ur inary  t rac t  infect ion.

TECHNICAL APPROACH

Ni neteen p a t i e n t s  were ’ f o rma l l y I n t e rviewed : of these , 15 were fol-
lowed for  a 1.! m on t h  period (4 were t ransferred by the Army);  8 were
in the control  group and 7 in the experiment~ 1 group. The experi-
mental group were t aught to take their specific gravity readings and
record them d a i ly  a long w i t h  their total fluid intake. In addition
to  receiving these records , the researcher made a monthly telephone
contact with each pat tent to discuss problems, and identif y any pos-
sible health problems that would contraindicate continuation in the
study. The control group kept no records, but were contacted
monthly for  the purpose of keeping tract of their urinary status.

Personnel : None

Fund Ln~ : Non.,~

P RES

F t It . ’ e n  pat  t e n t s  wer e’ followed for a l~’ month  pe’riod . The following
results were’ obtained :

9 ‘
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C—34—75 (Continued)

Experimental Control
N-i N—8

Prevention (0 infection) 5 2
Control (1 infection) 0 3
Recurrence (2 or more infections) 2 3

Sta tus :  Completed

• Anderson , E.R. Urinary tract infections: Increasing the nurse ’s
role in helping the female patient with cystitis. Nursing, Apr 1977.

H An E v a l u a t i o n  ot ~ a te ’ r Diuresis for the Prevention and Control of
U r i n a ry Tract In f e c t i o n  in Women. Presented to the Research Group
of the Roya l College of Nursing , London, England , June 1976.
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DEP AR ’IMEN T OF THE ARMY
l4rooke’ Army Med (cat Cneter

Fort  Sam b ust  on , Texas 78234
CLINICAl.  iNVESTI GAT I ON SERV ICE

I NV I - .Sl I GA TIO N PROJECT RESUME

U I  i t  : ~~~~~~~~~~~ i n ~i . i  ~,ib.,ra, lmo id Bl o ck .

W ORK ~N I 1  N ’ . C I i- - ’
~

I’R I N C  I P Al . I NV -*1 I G A l O R  : Robe ’rC McPherson , M . 1). , MAJ • MC

ASSOC i Ai t - t NV i s-u i ~:AroRs : Residents and Stat t , l)epartment of Ob—Cyn

I%. I E C U 1 V E S

le •v . ,  I nat e t he c i  I e c t  I V c ’nt’~
;
~. ~~I sub.iiachno Id b lock as the anesthesia

to cho I cc ’ in l~tj ~. t ) t (t~~V

TECUN I CAL. APPROACH

} t ’tn .t I c  VI’ 1 tin I cer :. :~~hcelu led f o r  lapar oscop Ic tubal l i ga t ion under
st,b ., rae’hnold .tne’St hi’s i.e w i ll he’ c~~t e’ ct dt regular intervals (pre—
and ‘C) S — suh a rae’ium Id b l o c k  t o t he’ 1’— n level with pontocaine) to
determine vit al cap.u I v and peak expiratory f1ow rates.

Pu Imonarv  I unc t (on (vc ’ I time’s ace d I low r a t e ’s) will be recorded on a
Pont i pu Jmonarv function •tna 1 ~ ~~~ ‘ r during distension of the per ito—
nO.1 1 t~aV it V c rca t i’d by t h e ’ usua l pneumope’r it one’um technique.

I’e’rsonue’ I : None

Fund I n~ : None

PR OGRESS

Pin ’ pi  liw Ipe  1 1 nv~’s t I ~a (o r was unable to e’onduct t h i s  s tud y due to a
eli’ I .iv in t he’ tie ii very of t h e  pu m ona rv t une t ton analyzer . The
a n e  Iv ‘ c’ r has now a rr ived and t he’ study w i l l  be conducted by a new
I i,v,’~~t I~ .it or .

St . it  us: Ongo tug
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PIE PARTME N ’P 01” THE ARMY
Broeck e Army Me di c -a l  Center

For t  Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

LNVE STIGAIION PROJ ECT RESUME
C 

‘r I -ri.~ : E ftec t of Enflurane and Ha lothane  on Cardiovascular  Funct ion
I s  tug Et’ho:areiiography .

WORK I1N 1T NO .: C — 1 7 — 7 h

P R I N C I P A l .  I N V E S T I G A T O R : James I- . B lack , M . D .  , CPT , MC

ASS )C t A P E  INV E STI GATORS:  Robert 1.. Watson, M.D. , l-TC , MC

OBJE CTiVES

To . ISSC’SS I lie’ t ’t I t’~~t s  ot lialoti-tane or enflurane upon the function of
t he’ card t i t vascee  t a t  system using a non—invasive technique.

TECHNICAL APPROACH

Three’ m a l t ’ vo lunteers scheduled f or routine elect ive surgery underwent
e ’chocar e i iogr . ip lev d u r i n g  th e’ induct  ion of anesthesia w i t h  Ethrane while
asse’ssing t he’ dep th  of anesthes ia  by determining alveolar concentrations
of Ft h r an e  u t i l i z i n g  .u Beckman in f rared  ana lyze r .

Attempts we’re’ made at  measuremen t of the lef t ven t ri cu l a r  diameter  to
determine’ eec ’ t Ion f rat’ t tons and ~‘a rd the out put

Personnel :  None’

Fund th8: MEDCASE Contractural
Services

FY 77 — —
FY 7T - —
FY 71’ $I ,5Q7.75 $7,.’46.OO (Cancelled)

PROGRESS
‘C

in .il 1 t hre’ i’ pat I .‘nt s e l ect  ion f r a c t i o n s  were impossible to measure
hecautsi ’ I nei,u’t Ion of anesthesia caused inspiratory volume changes
wit it’lt math ’ ii 1st f u e l  v en t  rh-ui her diameter clarity impossible.

St. i  t us:  Term i nat cci
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DFP .-’CR ’~!i -~N :  OF ’P }Ill ARMY
Broo~ c Ac nv Me ’~1 t t a  1 ‘e9it t ’F

For t  Sam ROUS t o n , l’t ’x ,us 78234

~I.INICAL INVESTIGATION SERVICE

INVESTIGATiON PROJECT RESUME

1 I TI F : Compre’he’ns I ye’ Re’hah l i t  :e t ion of the I.arvngec t omee -
(,~

‘
~i l  labora t  [Ve ’ St udv with (1w (‘niver sit v of Texa s a t San

‘Cut o n t o)

WC IKK I N I  U N t ) .: C— ,’ 1 — i t )

I’RIN C II’Al . lNVE ~~~I G A l O R : So~~lcv  R .  l t ’M,iv , Jr. , M . D . ,  ~‘Ol ., MC

~s ’~ot ’ I ,~ I i -  I N V E S  U I  G A t O K ’ S :  Ge~ e g e’ - ‘ C .  Cat c’s • >1 . P . ;  Edmund Lauder , M. S. ;
.1 . . Cooper , Pie .  P .

OB.1 1 - C L I V I S

1’ ’ i t t ~~iI L V~ tI~ t .i about t i ~~~ l t d  I psych olog i e’al , social
and t’niii I ovmt’nt ,uspce ’ t s ot I t  t ve ige~ ome’e rchab  t i l t  at  t ori ; to  demonst ra te

1 ,. comprehens I Vt ’ PF~~ t’ .ini ot r, -L ab 11 It ,it I oce Is more’ ef f t c  lent  than cur—
r i - n t  met  I toi ls  .end t o  ~,t  at  i s t  I e.e l i v  validate ’ the indices of successful
,IncI uflsuc- , c ’ s s l  t i  1 r ehab i i t t  at i on -

ITC UN ICAI  - APPR OAC h

l’re-opt ’ r at  Vt ’ l v , ~-r i t t  cci I ci t ,‘i~~~’J p at (en t consent is secured. Blob —
g i~’ el , h i c ’~ r a p i e i c . t I  . psv~’h ~’Iog l c . e l , so c i a l , employment and f i n a n c i a l
d a t  a a re obt a lne’d . ~i t ’ecli d a t  .t ,und a hr tef in terv iew arc rec orded
on V i deo t  a p ’ . l~~~- I u  p e t  Len t  is pr.,’sc ’nted with standardized educa—
t I ona 1 mat t’r i.e I an el ~ c r i t  er ion based test

P os t o p e r a t i v e  lv , .t second and I or~’ eva I nat ion is made. .-\ treatment

~
I a n i s  dew i’ 1 oped based on t he’ pat I t ’nt ‘ s physica l cond iti on and p sy—

c hot  og Ic-a I and speee’ h cv .il nat I ons . One to two hour ind v i d u a l  and/ or
g roup speet’h the’rapv sessions ,ure’ conducted weekly. Progress is
assessed month lv . Plc i’ c, ’ and six mont Ii follow—up eva I ua t ions are
pc- r i ormed with respect to esophagea l spe’e’ch fluency and t ec h n i c a l
p rof i t’ j ~~~~ , psycho log I ~‘a I and soc La I ad ustment , and emp Iovmenr
.111(1 I m accc ’ t a t  St  at  us.  Manometr Ic data are’ again obtained at the
end t~ I s ix mont u s  -

Ret  r ospi ’c t i v i ’ ccrn t  ro t  pat  tern t S und ergo e’t - impar ah 1 e assessment pr e’ece—
dui res is det . i i  le’ iI i n  t lee g r a n t  p r o p o s al .

I’t’rsonnt ’ I : Non e ’

Fuini l  I ~~ :
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Four ot  Se’Ve’ti prospe’e’t iv e  Brooke Army Medical Center patients , three
males  and one t t ’iii ~iI t ’, are’ ine’luded In the’ study . One patient refused
p ar t i c i p a t ion  and two others were’ not appropriate study group subjects.

OtT the malt ’ p at  it-n t s, two have at qu l  red 1 a t  r to good esophageal speech ,
.und one’ .1 m inima l level ot  usabl e esophagea l speech due to severe , per—
si st cut , t’sophag.’.i 1 st enos i s .  A l l  three male patients have returned to
I~ t t ’Opi ’ c’.ut i ye’ pos I t t oucs .‘t c’mp I oyment and have ’ achieved t’ inanc ial and
so,’ t a  1 ,ed I test m~’uc t s commenstc r .u t e with pre’operat lye status. One ferns be
pat I en t wit ii i ci’ ~i r r en d i  sea s,’ reqte I r lug t rca tmer~t w~ t h chemotherapy
t eas  de’vel opt- ti flu e’sop liage’.i I speee’Ic ,und le.ts achieved a marg ina l social
del his t nht’uit -

St , i  t i c s :  Oui go t o g  -
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DEPARTMENT OF THE ARI’jY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Effectiveness of Ilaloperidol Alone and in Combination with
F.phedrine as a Motion Sickness Preventative.

WORK UNIT NO.: C—32—76

PRINCIPAL. INVESTIGATOR : Anton J. Jirka , M.D., LTC, MC

ASSOCIA T E INVESTIGATORS : Robert I.. Watson , M.D., LTC, MC

OBJECTIVES

To assess by the use of the biaxial stimulation chair , the effective—
ness of halopt’ridol alone and in combination with ephedrine in the
prevention of motion sickness.

TECHNICA L APPROACH

Ten human volunteers were evaluated for the effectiveness of halo—
peridot , haloperlelol and ephedrine in combination , ephedrine and a
p lacebo, in preventing motion sickness produced by controlled spins
in a biaxial stimulator at Brooks Aeromedical Center.

The study was r andomized and double bl inded with at beast two weeks
between spins to avoid adaptation . Al l subjects completed the
required five spins each.

Personnel :  None

Fund 1n,~ : None

The t o t a l  t im e of rides varied from 3 minutes to 77 minutes and a
mean of 2t.62’~ mlnutr’ s There were 1 rides which were terminated
after 70 minute’s due’ t o  t ime restriction . In  the latter instances,
th e ’  s u b je ct s  had no IrnI tc ’nt ions of signi f ic.int mot ion sickness at
t h e  ( (nec of t e ’r m l n n t  ton .  Termination of fou r  rides was the result
of frank vomit ing . (In two r ides , individuals became drowsy to the
point wher e’ t l i c ’y  cou ld not respond adequate l y to  verbal stimuli.

I’ I8~
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C—1 2 — 7 6 ( C o n t i n u e d )

Even t hough these suhiects had no significant nausea, they were termi-
nated as they were obv i ously incapacitated . Both prolonged drowsiness
and quick recovery post—ride were frequently noted .

Preliminary statistical analysis of the data considered the total time
of the rides and the time of onset of the symptoms. The only signifi-
cance found was in the total time of rides between individuals and the
effectivenss of ephedrine in delaying the onset of drowiness. There
were no other differences in the criteria we measured with the other

— drugs.

Status: Completed .

I
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DEPARTMENT OF THE ARMY
Brooks Army Medical Center

Fort Sam ilnuaton, Texas 78234
CL. INIC/eL 1 NVESTU;ATI ON SERV 1 CE

I NV ESTI CA’l’ I ON PRO,1 ECT RESUME

TL’I’I.E: L~et e’rm t flat ion eel Pe’e-v e’uet lye Ret’ 1 in Del ivert’d to the’ Site’ of
Ted .ii , io l n l  Re ’pl .k -eme ’nt

WORK (IN I’( N O , :  ( : - - :‘ .‘— Ii

PR IN CIPAl. lNVl~SlTC~\Tt)R: W i l l  i .ccn A. Me l t w a i n , M. l ) , , CPT , MC

A SSt~~ I ATE ( N V  EST I CA’l’t iRS : Nea l A.  Jewu’ I L  , N . P .

t)It.IEC’l’I VES

l’o de ’t ee’m i c i e ’ l ic e ’  l ev e ls  eel ce’pha I ospor in tIe’ I ive’red t o  t h e  site ot tota l
j o t  uc t re-p 1 ac e’mt’ce I p Eot ’e’elU re’s : I )  To et et ermine ’ an e’xae t chise/ ron t u

u’eg (men (ci to a I ol ni t op l d e ’ e~I lI e ’ u i t  ~‘) I o t he c-eby devise’ a standard iaeid
pr ot ieee I I or ~et~ ’ope’ e~~ t lvi’ , t n t  r .Iop et ’.u t (ye’ and post opera t I vi’ admi ( l i s t  ra-
t i o n  eel prt ’v ’nt (ye ’  . cci t  l b  let  te ~ i t t  t e d  a 1 jCI  Lo t  replat ’e ’mc ’n t s.

l’ECHN I CAL - AI’PROACII

Th is pro j t’e’t Invee lye’s t tire ’e’ rt’g linens of giving ant ihiot It’s preoperat ively
and t n t  r a— opt ’ r at  I Vt ’ Lv and samp I Lug bone, muse It’s, synov I a I f tuid , ~nd
blood a t  t iiis~ ut  s u c g o c v  , &l~- t e u m  I flu’ I h:’ ant I hit ’! I c  t~ ve ’ 1 dcl tve~rtitI -
i t is ant It’ (pat i’d t h a t lb p at  t e n t s  w ill be’ i t t  1)  Izeed in  this si utty , 12
In cue h dose rt’g I ine’n g e’oup

P1’ I’SOflflI’ 1: None’

I” u und ln~~: None’

PROGRE SS

One’ p a l  li-n t Ie .i’. be ’c-n out e te ’d  i n t o  ( l O s s t udy  —

St .c(us: eh e g o i n g .
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I)EPARTMEN’I’ OF THE ARMY
lic-onke Army Medical Center

l’ort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INV ESTIGATION PROJECT REUME

-: TITLE : Human P l ace n t a l  Transfer of Naloxone.

WORK ~ NXI’~ NO. : t - 1 I — 7 7

PRIN( I’AI . I NV I - .ST I GATOR: flarry .1. Ande r ton , M . D .  , C1’T , MC

ASS OCIAT E I N V 1- 5 l I G A T O R S : Robe’rt I.. Watson , M.I). , LTC , MC ; Melvin Baden,
M.L)., CI)!., MC; Rob C. Parrish, Ph.D., CPT , MSC,
Michael M . l.!eberman, Ph.D., CPT , MSC

To assess the degree and t ime course of placental transfer of Naloxone
(Narean) during normal vaginal delIveries using a new sensitive and
specific radloimmune assay . L

TECHNICAL APPROACH

Selected female’ volunteers at t e rm who have received narcotics prior
to their delivery will be’ gIven Naloxone (40 mg/kg body weight) 15
minutes prior to their delivery. Et’tal cord blood will then be
analyzed with a radinimmuno assay (RIA) technique for maternal—
fetal transmission of N;cloxone.

Personne’ I : NOne’

F t u n d L n ~~: NOne

R a b b i t  an t  ist’ra fo r  N ar ean  R I A  has been recetved and the study will be
.itarl eel in l iii ’ near fuutuc re .

SI at  is :  (ingee I ng .
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DEPARTMENT OF TiLE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
- ‘  CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: The Aerobic  Microbiolog ic Flora of the Contact Lens Carrying
Case.

WORK UNIT N O . :  ( :—4 0—77

- 
- PRINCIPAL INVE STIGATOR: Patrick C. Paglen, M.D., CPT, IJSAF MC

ASSOCIATE INVESTIGATORS: Michelle Bright ; Roy Kincaid ; Robert Ferguson;
Joseph Madden , CPT, MSC

OBJECTIVES

To determine the aerobic microbiologic flora present in the contact
lens carrying case of 100 consecutive patients seen in the BAMC Eye
Clinic. - -

TECHNICAL APPROACH

Each patient who reports to the Eye Clinic will be questioned as to
whether or not they wear contact lenses. If they wear lenses we will 

—
ask them if we may culture their lens case. If they agree, cultures - -

will be obtained in a sterile fashion. Initially the capsule within
the culturette will be burst and the damp swab will be removed by
holding the culturette cap around its stem. The lens case will be
swabbed once from side to side.

Personnel: None

Fundj~~~: None

PROGRESS

Tb Is Is  a new st tid y .

Status: Ongo ing .
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, DEPARThENT OF THE ARMY

Brooke Army Medical Center
Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RE SUME

TITLE: Measurement of CO.) Production and Humidification during
Anesthesia with tt~e Bain and Watson Circuits. . 

- 

-

WORK UNIT NO.: C—4l—77

PRINCIPAL INVESTIGATOR: Robert Rayburn , M.D., MAJ , MC

- t  ASSOCIATE LNVESTICATORS:

OBJECTIVES J —

To measure Co., production and humidification in children using the 
—

Mapleson I) tyf,e circuit (Sam or Watson circuit).

TECHNICAL APPROACH

Twenty healthy p~ctients (ASA Class I or II) scheduled for operative
procedures requiring endotrachea l. anesthesia for one or more hours will
be studied . As much as is possible, patients requiring blood gases for
management of their surgery will be chosen for the study. Ambient room
temperature and esophageal temperatures will be recorded continuously
during anesthesia. Thirty minutes after initiation of anesthesia, an
arterial blood gas will he drawn to confirm P CO

2 
near 40 torr. Con—

c-omitant with blood gases, a record will be mide of the mixed expired
CO2 . 

L
A precise measure of fresh gas flow will be determined by incorporating
a pneumotachographic type flow analyzer in the inspiratory gas line for
the anesthesia machine. Throughout the operation the percent humidity
will he measured by means of hygrosensor placed between the endotracheal
tube and the Mapleson D. circuit.

The d a t a  of all twenty patient will be compiled in order to express an —

average (‘O ,produit’t ton/rn 1 m m  and an average percentage relative humidity.

l’e r so i ine l  : None

Kundin~~: Cap it a l Consumable
Equt I prnen t Suppl ie s

FY 7’ $ S8S.~~~~ $ 390.00
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C—41—77 (Continued)

PROGRESS 
- 

-

This is a new project.

Status: Ongoing.

1
1. 
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DEPARThENT OF TILE ARMY
Brooke Army Medical Center

Fort Sam Houston , TExas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Inter—rater Reliability: The Voluntary Muscle Test.

WORK UNIT N O . :  C— 8—77

PRINCIPAL INVESTIGATOR Carleen Tortello, 2LT, SF

ASS(X :IAT E INV E STI GATORS : Barbara Reid , MAJ , SP

OBJECTIVES

To d e t e r m i n e  what d i f f e r e n c e , if any , exists between physical thera—
p i s t s ’ evaluations of the strength of the same muscle expressed as
voluntary muscle test grades.

TECHN ICAL APPROACH

A patient with a spina l cord injury five months post—trauma was chosen
for this study. The i n j u r y  resulted in below normal strength in the
lower extremity musculature. For this study, four mucles were chosen
to be tested bilaterally on the basis that they had not changed by
more than one—half test grade for two months. No more than three
tests were performed each day . Ten experienced physical therapists
and ten studients from the U.S. Army—Baylor University Physical Ther-
apy program were instructed to perform a voluntary muscle test of
the four Indicated musc les  using the l e t t e r  grading system and then
record the musc l e’ test grades on a card .

Personnel: None

None

No consistent variation could be shown hetwee~ the two exper imental
groups except that the mean student grades were always higher than
thnse’ of the experienced therapists. In  general , the students shoved
a higher percentage  of agreement w h i ch  was probably due to the fact
that t hey we’re’ a ii t ra lewd at the  same time by the same instructors.
-rhe experienced therapists , however , -am&’ from a variety of backgrounds.

Status: Ce imp 1 et ed .
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DEPARTMENT OF THE ARMY

- 
- Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

LUi~: Forced Vital Capacity~ Following Application of Transcutaneous
Nerve Stimulation.

- WORK UNIT NO.: C—l5—77

PRINCIPAL INVESTIGATORS: Steven A. Stratton, 2LT , SP;
Martha M. Carpenter, 2LT, SP

ASSOC IATE INVESTIGATORS: Joyce McDowell, LTC, SP; S. El—Beheri, LTC,
MSC; H. Aulick , MM, MSC; N. Lucas, LTC, MSC

OBJECTIVES

To determine whether transcutaneous nerve stimulation causes changes in 
- -

forced vital capacity of post—thoracotomy patients before, during and
after application of this stimulation.

TECHNICAL APPROACH

Twenty—one thoracotomy patients being treated at Brooke Army Medical
Center were randomly assigned to the experimental or control group.
A thoracotomy was defined as any incision into the chest; cardiac
surgery patients were excluded. The patients ranged in age form 15
to 71 years. Three trials nf forced vital capacity (FVC) were taken
with both groups. With eleven patients in the experimental group,
these readings were taken (1) inunediately before transcutaneous nerve
stimulation (TNS) application , (2) during the tenth minute of TNS,
and (3) 10 minutes after completion of TNS. With the ten patients
in the control group, three trials of FVC were recorded at 10 minute
intervals. When possible, FVC was recorded 5 days postoperatively in
an attempt to measure the long—term effect of TNS stimulation.

Personnel: None

Fund i~~~: None

PROGRESS ~

- 
-

The data indicate tha t PVC did improve significant ly with TNS appli—
c at i on  while without TNS there was no significant increase in FVC
over the same ten minuite interval. Retention of greater FVC in the
experimental group 10 minutes after TNS was discontinued as well as
5 days postoperatively was not demonstrated in the study .
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• C— iS—li (Continued)

Conclusions: We feel this study objectively shows the potential for TNS
application as an effective, conservative method for the reduction of
pain following thoracic surgery by aiding chest expansion, deep breath-
ing, coughing and upper member mobility , hopefully reducing the possi-
bility of postoperative complications such as atelectasis or pneumonia.

Status: Completed .

Stratton, S.A. and Carpenter , N.M. Forced vital capacity following
application of transcutaneous nerve stimulation. Submitted to Physical
Therapy Journal of the American Physical Therapy Association for publi—
cation .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

T l I 1 . E : A Comparison ~f Ultrasound Driven Hydrocortisone and Ultra—
sound Alone as Treatment of I.ateral Humeral Epicondylitis.

WORK UNIT NO.: C—lb—il

PR I NC I PA L . I N VI ~STICATORS: Shelley Earing , 21T; Michele Puckett , 2LT

ASSOCIAT E INV E STIGA TOR S :

1
OBJ ECTI VES

To determ i ne if ul  t rasnund dr L’~’en hydrocort isone -is as effective in
ti- ~-atment for humera l ep i c o n d yi tt i s  as u l t r a sound  alone.

TECHN ICAL APPROACH

Eleven sub l eet s were included in this study . Age ranged from 25 to 59
years .  There wer e’ six females and five males. One group of six pa—
t i e n t s , three ’  females  and three males, were treated with ultrasound and
Vt hydrocor t i sone .  The other group of five patients, three females and
two male ’s , were t reated w i t h  u l t rasound and placebo . Patients received
u l t r a s o u n d  t r e a t m e n t s  d a i l y  fo r  a t o t a l  of ten treatments. Patients of - -

both groups were t r e a t e d  with ultrasound without the hydrocortisone for
the in iti a l f i v e’ treatments.

I’er s em n et :  None ’

Fund i~~~: None

PROCRESS

ol t h e  i i  pat lent s, seven were judged improved with normal active range
of mot ton , tu cr e ese’ in grip strength , and the patient ’s repor t of a
S I g n i  l ea nt  elt’u ’tt ’.est’ In pain. 83Z of the pat’ients treated with ultra—

~ouiutI and 1 hyd e ocort I soot’ showed improvement while’ only 40Z of those
t reel eel w i th ii it r asounul a lone’ improved . LiZ of the’ subjects treated
wit Ii cu lt t,ist’und and hydrocort I soot ’ worsened , hO% t re’at ed with ultra—

a I nn~’ hail no change . 
-

Status: Completed .
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DEPARTM ENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTI GATION SERVICE

INVESTIGATION PROJECT RESUME

TI TLE:  The Reduction of Low Back Pain  as a Function of the Inter—
.ie-tion of Physical Therapist and Patient. (Health Care
Study)

WORK I NO. : C — 4 3 — 7 7

L~~~ A H N Yi~~~~~T~!!~: ,lane F. Gierhart , LTC, AMSC

ASSOCIATE I NV ESr R ;ATORS :

OBJECTIVES

To investigate the treatment of low back pain and evaluate both the
phys i ca l  t r e a tmen t  of the patient and the interaction between physi—cal
therapist and patient.

TECHNICAL AP PROACH

utilizing questionnaires furnished the MEDDAC/~~DCEN by the principal
investigator , information about the patient ’s low back pain and the

— t reatment will be collected . For purposes of this study ,  low back pain
is defined as any pain of acute or chronic nature from T—lO to the
tuberosity of the isehium .

Personnel: None

Fund ins: None

PROGRESS

Th i s  is .e new study .

S t a t  us : Ongo log.
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DEPARTMENT OF THE ARMY
tirooke Army Medical Center

Fort Sam Houston , Texas 78234

H CLINICAL INVESTIGATI ON SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Ch ild Advocacy Resources Expansion .

WORK U N I T  N O . :  C-8-i6

PRINC IPAL TN v Es r T ~~\ToR : Hubert  A.  Ke l l ey , D . S . W . ., LTC , MSC

ASSOC I ATE IN VEST1CNI ’OR S: Michae l  F. Mar ley . Dir.. Project CARE

OBJECTIVES

To demonstrate~ t he’ of fe et  ivcness of community/Army/Air Force/Welfare
lst’partment p I;ennin~ in the provision to  m i l i t a r y  f ami l i e s  of broad
spect rum serv ices  or the  prevention , d iagnosis , and t r ea tmen t  of
c h i l d  abuse and ne’g b e t  .

TECHNICAL APPROACH

Ongoing c o n f er e n c e - s  w i t h  military and civilian protective services
staff have- been held to  clarify role definitions and referral pro—
cedures and to  fa~’illtate prompt intervention with troubled families.

— Personnel :  None

— 

- 

Ftinth n~~: None’

P R O R S

Pro je-et Al~t~’ s I m d  tugs  In d i ca t e ’  t h a t — — a s  in c i v i l i a n  l i f e — — c h i l d
abuse ’ and tieg le ’ct Lu t h e ’ military are symptomatic of broader pro—
M oms i nvolving dysfunctiona l , ineffective parents and families.
An Isol at  t’d In ci den t of abusiv e behavi or may be as much a cry  fo r
help es :e s’rls ot incidents. Rather than focusing on assignment
ot bl ame ’ , anti labe l to g and st erotyp ing perpetrators, clinicians
must make •u thorough assessment of f a m i l y  h i s t o ry , dynamics , and
s t r es ses .  A e’oor d [nat eel m u lt  Id isc ipi m ary military/civil ian effort
i s  tle ’ee ’ssarv t o  In t er v e n e  and strengthen the family ’s capacity to
care  fo r  Its ch i l d r e n .

S t a t u s :  Ongoing .

1 9 1
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c—8— lh (Coot Inued )

1 
Internationa l Aspect of Child Abeest in the Military and the Army ’s
New Role as Child Advocate. Presented a t  Symposium on Chi ld  Abuse ,
Denver , Colorado , October 1976.

-~~ Managemen t and Supervisory l-’-sues of Military Child Abuse Programs.
Presented c t  the 2d Annual National Conference on Child Abuse and
N e g l e c t , 19 A p r I l  1977 , Houston , Texas. Published in Conference
l’roceeeiings.

Character i s t  h-s and Management of Ch i ld  Abuse and Neg lect Among
M ilitary Families . Presented at  the Naval Health Research Center ’s

- 
M i l i t a r y  F a m i l y  Reser ch Confer enc e, 1—3 September 1977, San Diego,
(:al!fornla . Published in Conference Proceed ings.
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DEPARThENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE:  Patient Attitudes . A Preliminary Study. (Health Care Study)

WORK U N I T  NO. : C — 4 7 — 7 7

PRINCIPA l. ENVES I WA’roR : Barbara M. Nard i

ASSQCT E ’ I I G / ~f } ~: h ubert A. Kelley , D.S.W., LTC , MSC

OBJECTIVES

- - To begin to isolate those factors hearing on a patient ’s ability to cope
w i t h  the c o n d i t i o n s  of h o s p i t al i z a ti o n . It  is hoped th~t the results of
t h i s  i n i t i a l  s tudy  wEl l (1) demonstrate the effectiveness of the survey
Instrument and (2) show the emergence of a pa t te rn  of f ac to rs  inf luencing
“succes sf u l ”  and unsuc cessf u l ”  pa t- lent  behavior.

TECHNICAL APPROACH

Patient interviews will be carried out at Beach Pavilion , BANC. The
sample will consist of one group of adults ages 20 through 50, and a
second group age ~ I and above. One hundred patients will be included in
the study .

- u Personnel None

Fund 1~~~: None — -

‘i’hi Is is a flOW P 1’Oj (‘Ct

St at  us: Ongoing .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

APPENDIX A

SOUTHWEST ONCOLOGY GROUP PROTOCOLS
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DEPARTMENT OF THE ARMY ‘ 

-

Brooke Army Medical Center
Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

— INVESTIGATION PROJECT RESUME

TITLE: Radiotherapy—Chemotherapy (MOPP) for Stages I and II A and B
Hodgkins.

WORK UNIT NO. : SWOC 781

PRINCIPAL INVESTIGATOR: Robert P. Bowman, M.D., LTC, MC

ASSOCIAT E INVESTIGATORS : J. Dean McCracken , M . D . ,  LTC , MC

OBJECTIVES

To compare total nodal radiotherapy and involved field radiotherapy plus
MOPP chemotherapy in patients with Stages I and II A and B Hodgkin’s
disease.

TECHNICAL APPROACH

At the time of registration of the patient, randomization to one or two
treatment programs will be made: (1’) total nodal radiation - or (2 ~ in-
volved field radiatinn followed by MOPP chemotherapy. Therapy will be
according to the schedule outlined in the study protocol.

PROGRESS

Since the last report, no new patients have entered the study. Therefore,
the study is closed . -

Status: Completed.
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DT~PAR.TMENT OF THE ARMY
Brouke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: POMP Combination Chemotherapy of Adult Acute Leukemia.

WORK UNIT NO.: SWOG 920 -

PRINCIPAL INVESTIGATOR: J. Dean McCracken, M.D., LTC, MC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

To evaluate the frequency of remission induction in adult acute leukemia.

TECHNICAL APPROACH

Adult patients with acute leukemia are treated with a combination of
5—mercaptopurine (Purinethol), vincristine (Oncovin), methotrexate
and prednisone (POMP) for remission induction and maintenance.

PROGRESS

No new patients have been entered on this prçtocol since the last pro-
gress report. Therefore, the study is closed.

Status: Completed .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVES~t L4 AT ION PROJECT RESUME

TITLE: Combination Chemotherapy of Multiple Myeloma in Previously

- 

— Untreated Patients.

WORK UNIT NO.: SWOC 7305/7306

PRINCIPAL INVESTIGATOR: Robert P. Bowman, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Hayden C. Braine, M.D.

OBJECTIVES

1. To evaluate the frequency and degree of response from treatment with
a melphalan—adriamycin--prednisone combination (MAP), a meiphalan—cyclo—
phosphamide—prednisone combination (MCP), and a melphalan—cyclophosphamide—
BCN1J—prednisone combination (MCBP) in patients with previously treated
multiple myeloma.

2. To compare the res’~lts with recent historical controls of patients
treated with other meiphalan—prednisone combinations.

TECHNICAL APPROACH -

Dosage and treatment schedule will conform to the schema outlined in the
study protocol.

PROGRESS

SWOC 7305 - This phase of the protocol was completed in October 1975.

SWOC 7306 — While  none of the arms appear to be superior to historical
ontrols with melphalan—prednisone, considerable information is avail—

able on the relationship of tumor mass to response and survival. The
study has been completed , and a manuscript is being prepared by the
Southwest Oncology Group.

s tatus : Completed .
204
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Remission—Induction for Adult Acute Leukemia with Ten—Day OAP;
Remission—Maintenance with OAP vs. OAP plus BCG.

WORK UNIT NO.: SWOC 7316

PRINCIPAL INVESTIGATOR: Robert P. Bowman , M.D., LTC, MC

ASSOCIATE INVESTIGATORS~

OBJECTI VES

To compare the effectiveness of 5—day maintenance OAP with 5—day mainte-
nance OAP plus BCC in prolonging the duration of complete remission of
patients achieving a complete remission on 10—day induction which was
followed by 5—day OAP consolidation .

- - TECHNICAL APPROACH

Following complete remission after the second induction course of OAP ,
the patient receives three consolidation courses of 5—day OAP therapy.

PROGRESS

No new patients have been entered on this protocol since the last pro—
grass report. Therefore, the study is closed.

S t a t u s : Completed .
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- DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL iNVESTI GATION SERVICE

INV ESTIGATION PROJECT RESUME

TITLE: Combination Inununotherapy and Chemotherapy in Localized
Osteogenic Sarcoma.

WORK UNIT NO.: SWOC 7317

PRINCIPAL INVESTIGATOR: Robert P. Bowman , M.D., LTC, MC

ASSOCIATE INVESTIGATORS :

OB.IF.CTIVES

Evaluation of the effication of the combination of transfer factor and
combination chemotherapy (COMPADRI II — cyclophosphamide, oncov in ,
methotrexate, meiphalan and adriamycin) in localized osteogenic sarcoma.

¶ TECHNICAL APPROACH

Transfer factor will be administered in dosage levels of two units per
day for a total of eight units to be given prior to the initiation of
chemotherapy completing the administration 48 hours prior to treatment.
Thereafter, during the 250 day outlined chemotherapy treatment plan,
the transfer factor will be given during lapses in chemotherapy, 14
days from day one of the pulses of therapy and in the amount of 2 units
per day for 2 days or 4 units total. The patient will receive approxi—
mately 40 units by the end of the prescribed 350 day course.

Chemotherapy will be administered according to the protocol plan.

PROGRESS

Since the last progress report , no new patients have been entered on
this study. Therefore the study is closed at BANC.

SWOC results Indicate there are 35 patients who have been at risk for
24 months. Two have died of methotrexate toxicity, 17 have developed
me’tastascs and Lb remain disease free. These patients were registered
prior to January 1975. Of 29 patients registered after January 1975,
~ have developed metastases and 20 remain disease free.

S t ; i t n s :  (imp teted at BAMC .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Remission—Induction for Adult Acute Lymphocytic Leukemia with
Adriamycin, Vincristine and Prednisone Remission—Maintenance
with Methotrexate and 6—Mercaptopurine Reinforcement with
Prednisone and Vincristine.

WORK UNIT NO.: SWOC 7401

PRINCIPAL INVESTIGATOR: Robert P. Bowman, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Hayden G. Bratne, M.D.

OBJECTIVES

1. To evaluate the effectiveness of adriamycin, vincristine and pred—
nisone in the induction of remission in acute lymphocytic leukemia in
adults.

2. To evaluate the following remission maintenance program: daily
6—mercaptopurine and weekly methotrexate, plus periodic reinforcement
with prednisone and vincristine.

I

TECHNICAL APPROACH 
I

Patients who have received no prior adriamycin and who have ALL wi th at
least 30% blasts in the marrow are eligible for entry into the study.
Only adults 15 years of age or older will be studied . Approximately
37 patients will be entered . The remission—induction and remission—
maintenance phases will he administered according to instructions in
the study protocol.

PROGRESS

To date there have been a total  of  57 patients registered , 37 ALL ’s
and 20 ANt ’s. Thirty of the ALL’s and 17 of the AML ’s are evaluable.
Patients with complete remission total 23/30 (77%) of ALL and 3/17 (18%)
of ANI .. The combination is effective for induction remission of ALL.
However, the protocol does not contain specific prophylactic therapy
for CNS and several patients relapsed with that. The combination is
Ineffective for the reinduction of patients with A~U..; the few patients
who nht;iincd ~~. complete response had relatively short remissions of 1
month , ~ months and 6 months.

St~~t~is: Comp leted . 207
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DEPARTMENT OF THE ARMY
Brooke Army Med ical Center

For t Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Cis—platinum in Lymphomas and Multip’e Myeloma .

WORK UNIT NO.: SWOG 7413

PRINCIPAL INVESTIGATOR: J. Dean McCracken , M.D., LTC, MC

ASSOCIATE INVESTIGATORS : Peter S. Kennedy, M.D., MM , MC; Dan W. Luedke,
M . D . ,  MAJ , MC

OBJEcTIVES

To evaluate the activity of cis—dianininedichioroplatinum (II)
NSC—119875, (CACP) in patients with refractory Hodgkin’s and non—

• Hodgkin ’s lymphoma and in refractory multiple myeloma.

TECHNI CAL APPROACH

CACP , 75 mg/M 2 , will be given as a single rapid intravenous injection
every three weeks. An adequate trial will consist of two courses and
all patients will be followed for the six week period . If there is
evidence of tumor response or stable disea8e the drug may be discon-
tinued at three week intervals indefinitely . With evidence of progres-
sion after two courses of the agent , the patient will go off study.

PROGRESS

Case accrua l b r  this protocol was poor in both lymphoma and myeloma
categories. However, several positive leads were observed with cia—
I’latinum. There was one complete and one partial remission in Hodgkin’s
disease (of five cases registered) and one stable and one progressive
disease of the two evaluable inyeloma cases. One investigator has
observed a high cure rate with cia—Platinum in a mouse myeloma which is

208
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SWOC 7413 (Continued)

highly responsive to alkylatthg agents (Adj—PC5). These observations
on platinum will be taken as positive leads ~or incorporation of this
agent into combinations f or myeloma patients in relapse . Because of
the one positive bit of information, it was recoimnended that cia—
Platinum be explored in Hodgkin’s disease.

Status : Compl eted . 
-
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DEPARTMENT OF THE ARMY
Brooks Army Medical Center

• Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

I NVES TI GATION PROJEC T RESUME

TlTLl ~: ( h& ’m oimmiin otherapy of Acute Leukemia in Adults.

WORK UNIT NO. : SWOG 74 16/7417

PRINCIPAL JNVESTIGATOR: J. Dean McCracken , M.D., LTC, MC

ASSOC IATE INV E A R :  Peter S. Kennedy, M.D., MAJ , MC; Dan W . Luedke,
M.D., MA.1, MC

OBJECTIVES

1. To determine whether with the use of sequential or simultaneous adria—
mycin and ~‘tR A — C there is significant difference in their ability to induce
complete remission.

2. To study the effects of combination chemotherapy and itni~unotherapy on
the duration of remission and survival in patients with acute leukemia.

3. To identify those patients with ALL vs A1’IL who are vincristine and
prednisonc responsive.

TECHNICAL APPROACH

Pa t ien ts f u l f i l l i n g  the criteria for treatment will be divided into two
different categories , depending on their peripheral circulating blast
count. Category 1 Is for those patients with a circulating blast count
of less than 30,000. Category 2 Is for those patients with a circulating
blast count equal to or greater than 30,000/cu. ml. Approximately 96
patients will be entered into each group. Therapy will be in accordance
with the schema outlined in the study protocol.

The study has been amended to exclude the vincristine and predAisone arm.

PROGRESS

Three hundred and ninety—seven patients were partially or fully evaluable.
The response rote overall was 59% which was slightly higher than the 54%
complete remission rate reported in the 10—day OAP study . The response
rate to VP treatment in first induction was 22%; however, when subsequent
responses to second induction are considered , VP patients had a total
response rate of 62%. Considering all patients postamendment, the
complete response rate was 57% for both treatment arms. Combining

210
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SWOG 7416/7417 (Continued)

patients pre— and postainendment who received simultaneous or sequential
treatment as first induction treatment, the complete rmnission rates
were identical at 57%.

Status : Ongoing . 
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLI NICAL INVEST I GATI ON SERVI CE

INVESTIGATION PROJECT RESUME

TITLE: Chromomycin In Multiple Myeloma. 
£

WORK U N I T  N O . :  SWOC 7423

PRINCIPAl. INVESTIGATOR: J. Dean McCracken , M.D., LTC , MC

• ASSOCIATE INVESTIGATORS : Peter S. Kennedy , M.D., MAJ , MC; Dan W. Luedke,
M.D., MAJ , MC

OBJECTIVES

To investi gate the effectiveness of Chromomycin A
3 

in the treatment of
advanced multiple myeloma .

TECHN I CAL APPROACH

Chromomyc in , 0.75 mg/M
2
, will be given daily as 10—20 minute infusion in

50—100 ml DSW through an established running IV for five days. This will
he repeated every three weeks.

‘ ‘

I t  is e s t i m a t e d  tha t  14 evaluable pa t ien t s  will be adequate to determine
whether 20% response will be expected at 5% rejection error. Approxi—
matel y 2S will estimate this resnonse rate with a standard error of ±8%.

PROCESS

Since chromomycin has only shown evidence of nephrotoxicity in myeloma
pat ients and no hint of response, the study h~s been closed.

Stat us: Completed.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234.
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Combination Chemotherapy Utilizing BCNU, Hydroxyurea and DTIC
(BUD) with and without BCG, and DTIC with 8CC in the Treatment
of Patients with Disseminated Malignant Melanoma.

WORK_LINIT NO.: SWOG 7424/7425

PRINCIPAL INVESTIGATOR: J. Dean McCracken , M . D . ,  LTC , MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy , $.D., MAJ, MC; Dan W. Luedke, •

M . D . ,  MAJ , MC

OBJECTIVES

To compare the effectiveness of BHD (3—drug regimen) alone, BUD in cost—
- ~

- 
bination with 8CC , and DTIC in combination with BCC for remission induc-
tion , duration of remission and survival in patients with disseminated
malignant melanoma.

TECHNICAL APPROACH

Since BCNU , DTIC and hydroxyurea are principilly myeolosuppresslve,
dosage and t ime intervals were calculated to avoid the maximum toxicity
occurring at the same t ime. Separate randomizations are set up for
patients with normal and impaired bone marroi~ reserve, as well as for
patients with brain metastases and liver metastases.

Treatment will be In accordance with the schema outlined in the
study protocol.

4

?.~~~RESS

There were 117 patients who were f u l l y or partially evaluable. The
comp lete p lus  partial response rate was 30% (28/93) for BUD , 28%

-~~~~~ - (32/116) for RHI) + 8CC, and 19% (20/108) for DTIC + BCC . There are no
statisticall y significant differences in response rate among the three
greatment programs (p .13). If all pat ients receiving SHD are coin—
hined and paired with those receiving DTZC + 8CC, the response rates
are’ 29% and 19%. respec t ively. This characteristic (receiving BUD or
n o t )  Is related to  response (p .05).

2 13 
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SWOG 7424/7425 (Continued)

The patient characteristics significantly related to CR + PR rate at a
- 5% level were: age, stage at diagnosis, performance status, and liver

involvement. Favorable patients were those who were 30 to 59 (28% CR +

- 
PR r a t e ) ,  who were’ stage 0 at diagnosis (53% CR PR rate), who were

I asymptomatic and active (38% CR + PR ra te )  and who had no liver involve—
mont (18~ CR + PR r at e )

S t a t uj~ : Ongoing.
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DEPARTMENT OF TILE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

I NV ES !’ IGA ’I’ I ON PRO. ! KG !’ RES LIME

TI i l .E  : Chemo I mniunot he r apy In Non—Hodgk I n ’s 1,ym phoma

WORK UN IT NO. : SWOC 74 2 t~/ 762?

PR~ N CI PA!, I NvEs ’r l ( ;A -FOR : .1 . Dean McCracken , M . D. , LTC , MC

ASSOCIATE I NVES f’ICAU)RS : Pet or S. Kennedy, H. ~~ , MA.! , MC ; Dan W. 1 uedke ,
H . !) ., MM , MC

OBJ E CTiVE S

• I . To compar e t he et fee  t I vt ’n~’ss of I We chemotherapy regimens or chemo—
I nrnIIII)ot her apv  I or remIss Ion induct ton  in previously untreated non—
Ilodg k I i i ’s I vuiphoma pat lent s.

~~~. To ova h i at t ’ svstemat I c  rentaglng o f  clinica l remissions.

I . To t est t h e  va I ut of cent Inued m aIn t e n a n c e  immunotherapy vs. no
ma Lot enance’ t i-cat men t t ot- comp le te’ remiss ions.

4 . iii t t ’st the ’ ct [oct  Iveness of cent lnut ’d t r ea tment  w i t h  chemoimmuno—
t herapy  for par t tat remissions .

TECHNICAL. APPROACH

Ther . tpv  w i l t  I oi l ow t h e  schema out l in e d  In  the St tidy prot (W I) 1 .

PROGR’
~
SS

1-’ v-- wo pcr.’’’nI ol t hi’ rainlomized pat tents have had a complete response
(C R )  .ini! in add i t  (ima 1 12% have had a part tat response (PR) giving a
CR • PR r i t e  of ~~~ Three hiiiitl red of the se randomized p a t i e n t s  now have
a I I na I eva 1 iia t Ion .  l’hei i- CR rate’ is S9Z and their CR + PR rate is 83%.

St a t  u -~ On~’o I ng
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE : Methyl  CCNI 1—Adriamycin for Patients with Metastatic Sarcomas.

WORK u N I T  N O . :  SWOG 743 1

P R I N C I PAL. INVEST IGATOR: J. Dean Mccracken , M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MM , MC; Dan W. Luedke,
M.D., MM, MC

OBJECTIVES

1. To determine ’ t h e’ efficacy of combination chemotherapy using Methyl
CCNU for motastat ic sarcomas in patients who have prior refractoriness
for (‘yclop hosphamide , vincristine and/or Actinomycin D.

2. ‘lo determine the remission duration pattern of patients under study
comparing intermittent and continuous administration of adriamycin in
those patients initiall y induced into remission with Methyl CCNU and
adriamycin.

TECHNICAL APPROACH

Approx Imately 80 patients will be studied over a period of 18—24 months.
Dosage’ and treatment schedule will conform with the schema outlined in
the stud y protocol.

PROCR ES S

‘I De t-ivera l~ response rate is 40% but only one complete response was
observed anii there is relatively brief duration of response of only
tree months . There were two advantages to this combination: The gastro—
Intestina l toxicity was less than with A—DIC. and it is nosaible to give
good doses of Adriamycin with MeCCN1I. But , it was apparently not active
In (‘NS disease. Mixed response patients had an increase of CNS disease
with diminishing periphera l disease. No activity in Kaposi sarcoma was
seen.

St  i_ t us : Comple ted .
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- - DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGAT ION PROJECT RESUME

TITLE: VBAP in Multiple Myeloma (Vincristine , BCNU, Adriamycin and
Prednisone).

WORK UNIT NO.: SWOC 7432

PRINCIPAL INVESTIGATOR: J. Dean McCracken,’M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MM , MC; Dan W. Luedke,
M . D . ,  MM , MC

OBJECTIVES

To evaluate the frequency and degree of response with VCR, BCNU , adria—
mycin , prednisone combination (VBAP ) in patients who failed to respond
or relapsed on alky lating agents with or without prednisone.

TECHNICAL APPROACH

Patients with the diagnosis of multiple myeloma are eligible who have
received Meiphalan or Cytoxan with or without Prednisone and have
recovered from previous toxicity. The study was amended to allow
VRAP treatment for all patients relapsing on any SWOG protocol and to

- - include lymphoma patients.

Treatment was in accordance with the schema outlined in the study
protocol.

PROGRESS : -

In patients who have relapsed following response to Meiphalan and/or
Cytoxan , there seems to be a solid response rate of about one out of
three (33%). Tn patients that have had “adequate” induction therapy
with either BCNt1 and/or adriamycin there does not seem to be a response
with VB/tP. If the patient has not had adequate treatment with BCNU
and/or adriamycln there are some responders. Toxicity seems to be more
related to the status of the patient than the toxicity to the drugs
Involved in this protocol.

Sta tus: Ongoing.
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DEPARTMENT OF ThE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: 5—FU + Mltomycin—C vs. 5—FU + MeCCNIJ in CI Malignancies.

WORK UNIT NO.: SWOG 7434

PRINCIPAL INVESTIGATOR: J. Dean McCracken, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MM, MC; Dan V. Luedke,
M.D., MAJ , MC

OBJECTIVES

1. To determine and compare the toxicity and effectiveness of two com-
bination chemotherapies in GI carcinomas.

2. Compare the results with the results observed in SWOC 7302.

TECHNI CAL APPROACH

All histologically proven surgically incurable gastrointestinal carci-
nomas with clinically definable measureable lesions are eligible.

Treatment is as outlined in the study protocol.

PROGRESS - -

The only patient subgroups in which response rates by treatment differ
are in the disease sites of pancreas and oth er—Cl.  In each of these
sites, 5—FU + Mjtoniycin—C has shown some evidence of having a higher
response rate than 5—PU + MeCCNU. No response rate differences have
been detected for colon or stomach patients.

Leni’th of surviva l for colon patients does not differ significantly by
treatment overall, nor In any of the following subgroups: no measurable

218
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SWOC 7434 (Continued)

disease, measurable disease, or no liver involvement. The only exception
for colon patients was in the subgroup with liver involvement wherein
5—FU + MeCCNU had significantly longer survival.

The overall survival comparison by treatment does not yet show a signi—
ficant difference in any of these other subgroups: stomach , pancreas,
or other CI patients.

-) Surviva l of the colon responders and/or those who are stable does not
differ by treatment . The colon CR + PR patients survive significantly
longer than the stable patients on both arms combined, but not indivi—
dually. The colon CR + PR group survives significantly longer than the
nonresponders on both arms combined, and on each arm separately.

The overall median survival time of measurable colon patients on this
study (9.7 months) represents an increase (40%) over that achieved by
similar patients on the previous study, SWOC 7302 (median 6.9 months),
which is very significant both statistically and clinically .

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Piperazinedione in Malignant Lymphoma or Myeloma .

WORK UNIT NO.: SWOC 7435

PRINCIPAL INVESTIGATOR: J. Dean McCracken, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MM , MC; Dan W. Luedke~
M.D., MAJ , MC

OBJECTIVES

1. To establish the objective tumor response rates, both partial and
complete, for patients with refractory lymphomas, and the duration of

• such responses.

2. To establish the objective tumor response rates and their durations
in patients with refractory multiple myeloma.

TECHNICAL APPROACH

Since the primary purpose of the study is to estimate çhe effectiveness
of Piperazine in patients with Hodgkin’s disease, non—Hodgkin’s lymphoma,
and multiple myeloma, sufficient patients will be entered into the study
to obtain reasonably precise estimates of the complete and partial remis—

F 
- slon rates. Thus the study will proceed until at least 24 patients have

been studied in each disease category . Therapy will be in accordance with
the scheme outlined in the study protocol.

PROG RESS - 
-

The case accrual for this study was quite los. There is evidence that
the compound is active in lymphoma . However,’ since there have been no
case entries since the last report, the study is closed.

Status: Completed .

-
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DEPARTMENT OF THE ARMY

Brooke Army Medical Center
Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Cis—platinum for GU—GYN Malignancies,~ Phase II.

WORK UNIT NO.: SWOC 7438

PRINCIPAL INVESTIGATOR: J. Dean McCracken , M.D., LTC , MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy , M.D., MAJ , MC; Dan W. Luedke,
M . D . ,  MAJ , MC -

OBJECTIVES

To evaluate the activity of cis—diamminedichloroplatinum (II) NSC 119876,
CACP) in patients with malignant diseases of the genitourinary and gyne—
cologic organs.

TECHNICAL APPROACH

CACP, 75 mg/M2, as a single intravenous injection will be administered
every 3 weeks. A minimum of 15 patients in each histologic subtype will
be studied .

PROGRESS

A total of 91 patIents have entered the study , and several are still to
earl y for evaluation. LIttle or no activity is shown for kidney, tran—
sitiona l cell tumors, prostate and uterus, although the number of patients
for these locations is still small. The resppnse rates for testes and
ovary are somewha t infer~t~r to published observations, being 33% and 18%,
respectivel y.

Status: Ongoing.
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DEPARTMENT OF ThE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
‘

I 
CLINICAL INVESTIGATION SERVICE

- i INVESTIGATION PROJECT RESUME

TITLE: Skin Test Protocol for Evaluation of Cellular Immunity in
Patients with Neoplasia.

WORK UNIT NO.: SWOG 7475

PRINCIPAL INVESTIGATOR: J. Dean McCracken, M.D., LTC , MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MAJ , MC; Dan W. Luedke,
-
~~ M . D . ,  MAJ , MC

OBJECTIVES

I. To determine if response to chemotherapy , duration of remission or
survival of patients with cancer correlate with cellular immune competence
as judged by skin test evaluation prior to therapy.

2. To determine which skin tests are ideal for this type of immunocompe—
tence.

3. To delineate more clearly by means of three types of skin tests the
immunolog ic defect in the cancer patient.

TECHNICAL APPROACH

Patients who have not received chemotherapy in the prior three month
period and who are to be registered on a SWOC therapy protocol are
eligible for entry into this protocol.

Skin tests are administered as outlined in the study protocol.

PROGRESS

Four hundred and eight skin tests have been registered and are broken down
by diseases as follows : melanoma—128; colon cancer—43; lymphoma—24 : breast
r.incer—30; sarcoma—18; myeloma— 9; Hodgkin ’s disease—21; leukemia—40; ovarian
cancer—7; brain tumors—8; miscellaneous—29. Detailed correlation with
prognosis , d uration of survival and response rate are pending . 

- 

-

Sta tus: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234 - 
-

CLINICAL INVESTIGATION SERVICE

INVESTIGA TION PROJECT RESUME

TITLE: Cyclocytidine in Melanoma, Phase II.

WORK UNIT NO.: SWOC 7504

j I  PRINC iPAL INVEST IGATOR : J. Dean McCracken , M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy , M.D., MM, MC; Dan W. Luedke,
M.D., MAJ I MC

OBJECTIVES

To determine the effect of cyclocytidine chemotherapy on the frequency,
magnitude and duration of tumor regression, and on the survival of

patients with disseminated malignant melanoma.

TECHNICAL APPROACH

A minimum of 25 patients will be studied . Cyclocytidine will be adminis—
tered as outlined in the study protocol.

PROGRESS

Thirty patients have h~en registered , and 12 are too early to evaluate.

F ! Therefore, there were 18 patients evaluable for this study , with 1 short
partial remission , S nonreaponders , and 12 with increasing disease.
Toxicity was definitely evident with four pat ients showing grade 4
leukopenla and grade 4 throinbocytopenia and one patient showing grade 5
thrombocytopenia. Therefore the doses used were adequate. The median
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SWOC 7504 (Continued)

time to thrombocytopenia was day 13 with leukopenia being day 20.
Since the response rate appears to be minimal and enou~h patients
have been accrued , the study is closed. -

- 
Sta tus: Completed .

: 1

1 
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTiGATION SERV iCE

INVESTIGATION PROJECT RESUME

TITLE: Piperazinedione : In Patients with inetastatic Malignant Melanoma,
Phase II.

WORK UNIT NO.: SWOC 7506

PRINCIPA L iNVESTIGATOR: J. Dean McCracken , M. D .,  LTC , MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MAJ , MC; Dan W . Luedke ,
M.D., MAJ , MC

OBJECTIVES

To investigate the efficacy of Piperazinedione in patients with metastatic
malignant melanoma.

TECHNI CAL APPROACH

A minimum of 25 patients will be entere~ into the study. The inidial
dose of Piperazinedione will be 12 mg/M administered by intravenous
infusions q 3 weeks for patients with adequate marrow re~erve. Inade—
quate marrow reserve will receive initial dose of 9 mg/M IV infusion
q 3 weeks. Courses will be administered at 3—week intervals as toler-
ated . Subsequent courses should not be repeated until the nadir of
blood counts has been reached , and the counts are recovering. Subse-
quent doses of Piperazinedione will be adjusted in relation to nadir
blood counts according to the schedule outlined in the study protocol.

Fl 

- 

- 
-

PROGRESS . - 
-

Patien t accrual Is small. It is too early to evaluate the data.

Sta tus: Ongoing .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE : 5-FLI , MCCCNIJ + Radiotherapy with or without Testolactone for
Localized Adenocarcinoma of the Exocrine Pancreas.

WORK UNIT NO.: SWOC 7509

PRINCIPAl. INVESTIGATOR: J. Dean Mccracken , M.D., LTC, MC

ASSOCIATE INvESTI(:ATORS Peter S. Kennedy , M.D., MAJ , MC; Dan W. Luedke,
M.D., MAJ , MC

OBJECTIVES

1. To eva l u a t e  the effect on surviva l of intensive radiotherapy and
chemother ::pv (5—FU and MeCCNU) of localized pancreatic adenocarcinoma.

• 2. To evaluate any beneficial effect of testolactone when added to this
regimen .

TECHNICA L APPROACH

Patients with histological confirmation of adenocarcinoma of the exo—
cr ine  pan creas w it h lo ca l ized disease are eligible for enrollment in
this study protocol.

Treatment regimen is as outlined In the schema accompanying the study
protocol.

PROGRESS

Of the 71 patients evaluahie on this study, 9 have expired with a
median surviva l of 16 weeks. Of all patients on study, median survival
to date Is 25 weeks. Six patients have survived >J40 weeks with 5
continuing on stud y maintaining stable disease status or better. The
influence of Tesl.ic on survival. cannot he determined as yet .

Tox li~lty has been observed in all pat tents on study and Is mainly hem—
tologir . Greatest tox icit les observed were grade 4 in 4 patients ,

2 2h
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SWOC 7509 (Continued)

grade 3 in 8 patients, grade 2 in 8 patients, and grade 1. in 1 patient.
Many patients (1) on study are greater than 70 years of age with median
age of all patients on study 64 years. However, toxicity appeared just
as severe in younger patients as in those >64 years with most patients
having numerous drug dosage delays and omissions secondary to hemato—
logic toxicity. One drug related death has been reported . By omitting
MeCCNU dose at day 43 toxicity should diminish.

Status: Ongoing.
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DEPAR TMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

T I T L E :  Ad luvant Chemotherapy I o~ Patients with Locally Advanced
Adenoear c m ona of the Large Bowel.

WORK UNIT Ni).: SWOC 7510

PR 1N C 1PAI~ INVESTI GATOR : .1. Dean McCracken , M . D . ,  LTC , MC

ASSOC I ATE INVKS-i1(;ATORS : Peter S. Kennedy, M.D., MA.1, MC; Dan W. Luedke,
M.D., MA.J , MC

OBSI ECTIVES

To det  4-rn I t ie t he ci fe et  iveness of the combination of MCCCNII + 5—Fil
as a t i V a  u t  I’ tiemot 114’ rilp) ’

To j t idge whet her nra 1 11CC adds to  ci fee t  Iveness.

TECHNICAl. APPROACH

Pat tents wit Ii hi st o log lea li v proven Duke—C adenocare m ona of the large
bowe l with urn proven r e s ldua  or m et a st a t i c  disease and no prior  chemo—
herapv or radiotherapy a re  eligibl e for entry into this protocol.

T r e a t m en t  r4 ’g I men w i i  I eonf orin w i t h  t he schema out l ined in the study
prot net ’ I

I’R( ) G 1 I E S S

(lie eluemnt l uo r ap v  a I oflu ’ I I  ml, had i~.- I aps es at  ( mon t hs, 8 mont u s • and
I 2 mont u s  and no tlca I hs t o  dat e . I n t his l imb , there was .i ~~~~~~ ~~~

elu .inei’ ot having no evident dl scasi’ at  6 months  ( 1 i ci .ipsc of 21

~~~ t l en t  s) . Tlit’ surviva l ~~~~~ m d  teat en a 58. OZ chance of being
d I sea S. ’— I roe (and u I 007. .~h au ieu ’  of being a I (y e)  at 17 mont ha——

he t h u  t a t  ( o u t  . i i  I flhi~~Os t In I l o w — t i p .
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SWOC 7510 (Con t inued)

The chemotherapy p lus BCG limb includes a single patient who relapsed
at 4 mon ths and died a t 5 months and a second patient who relapsed at
10 months. The curviva l curve indicates a 97.2% chance of being cli-
nicaLly d isease—free from 4 months up to 10 months where the likeli-
hood fa ll s to 64.87. where it stays through 13 months (the longest
follow—up on this l imb).

The p a t i e n t who died  was one of 26 on the chemotherapy plus 8CC limb
who were lollowetl for 5 months or more. This indicates that 96.2% on
this l imb a rc  a l i v e  at S months. If we combine both limbs of the
study, a total of 59 were followed for five months, and 58 of them
(98. 37.) are alive. The literature indicates that 5% of patients such
as these, but without any adjuvant therapy . should be expected to be
dead by 6 mon t hs . Thusfar, we have a total of 44 patients (21 on one
l imb; 71 on the other) who have been at risk to die by 6 months. Five
percent of 44 Is 2.7 patients “expected” to die In accordance with the
hi storical experience. Therefore, the observation that only one of
the 64 d I d  die suggests that this adjuvant therapy may be exerting a
f avorab l e of f ee t .

S tat u s :  Ongoing .

I.
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DEPARTMENT OF TUE ARMY
Brooke Army Medical Center 

I -

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Raker ’s Antifo l in CI Malignancies.

WORK UNIT NO.: SWOG 7512

PRINCIPAL INVESTIGATOR: J. Dean McCracken, M.D., LTC , MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MAJ , MC; Dan W. Luedke,
M.D., MAJ , MC

OBJECTIVES

To determine the efficacy of Baker ’s Antifol In gastrointestinal
ma l ignancies.

TECHNICAL APPROACH

Therapy will be administered in accordance with the schema outlined
in the  s tudy  protocol.

PROGRESS

A review of the  stud y Ind ica tes  that  2 50 mg/M 2 of Baker ’s antifol in
patients with good liver function , objective remissions can be ob— I 

-

t .uined In patients with colorectal carcinoma (3/30) . It was st ressed
aga i n by Investigators that in patients with poor liver functions un— - -

predictable toxi city can be expected , and therefore these should not
he treated wIth RAP . In patients who tolerated BAF well on the first
t reatment , the Importance of drug escalation was stressed . At least

~1()
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SWOG 7512 (Continued)

one of the three patients showing tumor response developed clearcut
response only after drug escalation was accom~1ished as outlined by
the protocol. Inasmuch as the purpose of this study was to get an
approximate estimate of the response rate of treated categories,
it is felt the study should be closed for colorecta]. carcinoma but
should remain open as a second line therapy for all other gastro—
intestinal tumors, limited to patients with good liver function.

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: VP—16 in Adults with Metastatic Adenocarcinoma of the Breast.

WORK LINIT NO .: SWOC, 7514

PRINCIPAL INVESTIGATOR: J. Dean McCracken , M.D., LTC , MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MAJ , MC; Dan W. Luedke,
M.D., MAJ , MC

OBJECTIVES

To determine the efficacy of VP—l6 in adult patients with metastatic
adenocarcinoma of breast.

TECHNICAL APPROACH

Eligibility: Patients with a histologically confirmed diagnosis of
adenocarcinoina of the breast with metastatis who are not eligible
for studies of higher priority.

Therapy will follow the schema outlined in the study protocol.

PROGRESS

The initial dose of VP—16 was raised from 45 mg/M
2 to 75 mg/M

2. At
this time , there have not been sufficient patients to evaluate the
effec t of this change in the protocol.

Status: Ongoing .
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DEPARTMENT OF THE ARMY
Brooke Arm y Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE:  Phase III Study of Squamous Cell Carcinoma of the Head and Neck
Region .

WORK UNIT NO.: SWOC 7519

- 
- 

J~~NC1PAL _LNy~
S
~PGATOR: J. Dean McCracken, M.D., LTC, MC

ASSOCIATE INV E STI GATORS : Peter S. Kennedy , M.D., MAJ, MC: Dan W. Luedke,
M.D., MAJ , MC

OBJECTIVES

To determine whether a three drug combination treatment program will
give a superior response rate and/or a longer remission duration than
methotrexate alone in patients with squamous cell carcinoma of the head
and neck region.

TECHNICAL APPROACH

Elig ibility: Patients with histologically proven advanced squamous cell
carcinoma of the head and neck region not amenable to other forms of
therapy , not previously treated with nitrosourea, methotrexate or
bleomycin .

Therapy will conform with the schema outlined in the study protocol.

PROGRESS

The response (CR + PR) rate on the Methotrexate arm (13/33 39%) was
higher , but not significantly so (p — .271) than that achieved on the
MIX + McCCNI( + Rico arm (7/27 26%). It is interesting to note that
the d i s t r i b ut ion of patients by performance status (PS) was signifi-
cantly differen t between the two treatment arms of this study. The

-
- - pretreatment PS was known for 27 patients who received Methotrexate

alone , and 25 pat ients who received the three—drug combination . Of
t he s e  27 Metliotrexate patients , 25 (93%) were in the PS 0—I group ,

233
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SWOC 7519 (Continued)

whereas only 15 (60%) of the 25 patients treated with the three—drug
- - combination were PS 0—1. This difference is statisticaly significant

with p - .005, indicating that a more prognostically favorable group
had accrued to the single drug arm of this study.

Survival appears to be better on the Methotrexate alone arm than on
the three—drug arm of the study. This may reflect the fact that
patients with a more favorable performance status in general accrued
to the Methotrexate arm than to the three—drug arm.

-
~~ Status: Ongoing.
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I DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Phase II Study of Galactitol in Advanced Cancer Patients.

WORK UNIT NO.: SWOC 7520

PRIN(- IPAL INVESTIGATOR: 3. Dean McCracken, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy M.D., MM, MC: Dan W. Luedke,
M.D., MM, MC

OB~ ECTIVES -

To determine the efficacy and toxicity of Galactitol in the treatment
of advanced carcinoma.

TECHNICAL APPROACH

Eligibility: Patients with measurable metastatic disease not eligible
for studies of higher priority or other potentially more effective
drugs.

Therqpy will follow the schema outlined in th~ study protocol.

PROGRESS

Patient entry has been very slow. One of six evaluable patients with
squamous cell cancer has responded.

Status: Ongoing.
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DEPARTMENT OF THE ARMY~ -
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Combination Chemotherapy with or without Immunotherapy in High
Risk Melanoma Patients: An Adjuvant Study.

WORK UNIT NO.: SWOC 7521

PRINCIPAL INVESTIGATOR: 3. Dean McCracken, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MM, MC; Dan W. Luedke,
M.D., MM , MC

OBJECTIVES

1. To determine efficacy of BUD in preventing recurrence of disease
and prolonging survival of patients who have received definitive sur-
gical treatment for their primary lesion.

2. To determine the efficacy of BHD + BCG in preventing metastatses
and prolonging the disease—free interval.

3. To determine the immunocompetence of these patients.

TECHNICAL APPROACH

Eligibility: All patients with histologically confirmed diagnosis of
malignant melanoma previously untreated with themotherapy or radio-
therapy who are within 4 weeks of surgical excision of active disease.

Treatment will follow the schema outlined in the study protocol.

PRGRESS

This protocol is rela tively new. At this time the results are such - 
- 

-

that there is no indication as to what th. ultimate outcome of the
study will be.

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGAT ION PROJECT RESUME

TITLE: Chemotherapy, Splenectomy with or without Immunotherapy in the
Treatment of Chronic Myelogenous Leukemia.

WORK UNIT NO.: SWOG 7522

PRINCIPAL INVESTIGATOR: 3. Dean McCracken, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MM, MC; Dan W. Luedke,
M.D., MM, MC

OBJECTIVES

• To study the effects of chemotherapy, splenectomy and/or immunotherapy
on leukemic cytogenetica, immune status, appearance of blastic trans—
formation, and any influence in overall survival.

TECHNICAL APPROACH

Eligibility: All patients with confirmed diagnosis of benign phase GML
not previously treated with any of the agents used in this study.

Treatment will follow the schema outlined in the study protocol.

PROGRESS : -

Twenty—seven patients have bean registered . However , it is too early
to evaluate the results of the treatment program .

Status: Ongoing.
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DEPARTMENT OP THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Treatment of Advanced Large Cell Undifferentiated and Adeno—
carcinoma of the Lung Using the Combination of Methotrexate
and Methyl CCNU .

WORK UNIT NO.: SWOC 7523

PRINCIPAL INVESTIGATOR: 3. Dean McCracken , M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MM, MC; Dan W. Luedke,
M.D. ,  MM , MC

OBJECTIVES

To determine the effectiveness, response rates , and duration of re-
- j aponse of Methotrexate and Methyl CCNU in large cell undifferentiated

and adenocarcinoma of the lung.

TECHNICAL APPROACH

Eligibility: Patients with diagnosis of large cell undifferentiated or
adenocarcinoina of the lung with extensive disease and no prior treatment
with nitrosourea or niethotrexate.

Treatment will follow the schema outlined in the study protocol.

PROGRESS - -

Using only the fully evaluable patients, the complete + partial re—
aponse rates by cell types are: 7/56 — 13% for adenocarcinoma, and
4/26 — 15% for undifferent iated large cell patients . Several corn —
parisons of survival have been made . The survival of all adenocar—

- - cinoma patients (median 112 days) is not at all significantly
different (p — .599) from that achieved by large cell patients
(median 110 days) .

Status: Ongoing .
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DEPARTMENT OF THE ARMY

Brooke Army Medical Center
For t Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Chemotherapy in Stages III and IV Ovarian and Endornetrial Cancer.

WORK UNIT NO.: SWOG 7524

PRINCIPAL INVESTIGATOR: J. Dean McCracken, ‘M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MM, MC: Dan V. Luedke,
M.D., HAl, MC

OBJECTIVES

1. To compare the effectiveness of chemotherapy alone vs. chemoissnuno—
therapy for remission induction in Stages III and IV ovarian and enco—
metrical carcinoma.

2. To test the effectiveness of chemotherapy plus immunotherapy vs.
chemotherapy in maintaining complete remissions.

3. To test effectiveness of continued chemotherapy plus immunotherapy
vs. chemotherapy in inducing complete remission or maintain partial
remissions in patIents with occult disease at restaging or in patients
achieving only partial remission during 12 month induction therapy.

TECHNICAL APPROACH

Eligibility: Patients with histologically confirmed ovarian carcinoma
or endornetrial carcinoma Stage III or IV with no prior chemotherapy or
concurrent progestational agent therapy are eligible . Adenocarcinoma
of cervix and germ cell of the ovary are eligible.

Therapy will follow the schema outlined in the study protocol.

PROGRESS 
—

Patient accrual has been slow for the endometrial cancer. Although the
current analysis strongly suggests that BCG will increase the partial
response rate of ovarian cancer patients to a4riamy cin—cyclophosphamide ,
it is too early to determine if this increase is real or will translate
into improved survival or disease—free survival.

Status: Ongoing.
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DEPARTMENT OF THE AB~4Y
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RES~JNE

TITLE: Treatment of Patients for Early Testicular Cancer with Irradi-
ation and Chemotherapy with Vinblastine and Bleomycin.

WORK UNIT NO.: SWOG 7525

PRINCIPAL INVESTIGATOR: 3. Dean McCracken, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MAJ, MC; Dan V. Luedke,
M.D., MM, MC

OBJECTIVES

1. To determine if a combination of irradiation and chemotherapy can
improve the two year disease free interval and five year survival in
certain mornhologic subtypes of lB and II nonseminomatous testicular
tumors.

2. To determine w i t h  sequence of irradiation and chemotherapy more
favorably influences remission maintenance, survival and possibly
cure. In part, this will be done by compression of the AFIP classi-
fication which excludes pure seminomas and choriocarcinomas.

TECHNICAL APPROACH

Eligibility: Previously untreated patients with histologically proven
Stage lB and II pure embryonal, pure teratocarcinomas, mixed cell types
with seminomatous elements.

Therapy will follow the schema outlined in the study protocol.

PROGRESS

This study wilt require several years of observation and patient re-
gistration. All patients registered are still alive. It is too early
to analyze results of therapy.

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGAT ION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Immune Evaluation of Lymphoma in Unmaintained Remission.

WORK UNIT NO.: SWOG 7580

PRINCIPAL INVESTIGATOR: 3. Dean McCracken, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MAJ , MC; Dan W. Luedke,
M.D., MAY , MC

OBJECT IVES

1. To evaluate the immune status of patients with lyinphoma who have
been successfully treated and are in remission without therapy.

2. To correlate the presence of immune deficits with histologic type of
lymphoma, pathologic stage, types of therapy, and Interval since therapy.

3. To correlate the immunologic profile with long term follow-up of
patients in terms of disease relapse, second malignancy , and duration of
survival.

TECHNI CAL APPROACH

Eligibility: Any patient with histologically proven Hodgkin’s or non—
Hodgkin’s lymphoma , who has completed therapy and has had at least 3
months of unmaintained remission.

Evaluation will be carried out in accordance with the schema outlined in
the study protocol.

PROGRESS

Fifty—nine patients have been registered. The study will continue until
100 patients have been completely evaluated with recall and neoantigen
skin tests, PHA skin tests, and XLII antibody studies.

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: E f f e c t  of Schedule of Act ivi ty  of 5—Azacytidine in Acute
Leukemia.

WORK UNIT NO.: SWOC 7603

PRINCIPAL INVESTIGATOR: J. Dean McCracken, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MAJ , MC; Dan V. Luedke,
M.D. , MM , MC

OBJECTIVES

To compare the activity and toxicity of single dose vs. continuous
5—day infusions of 5—Azacytidine in patients with acute leukemia.

TECHNICAL APPROACH

Eligibility: Patients with bone marrow diagnosis of acute leukemia
who are ineligible for or who have relapsed on a leukemia protocol
of higher priority.

Therapy will follow the schema outlined in the study protocol.

PROGRESS

Because of the activity of 5—Azacytidine against acute myelogenous
leukemia in adults and its minima l toxici~ y when administered as a
continuous infusion at a dose of 200 mg/N /day for 5 days, further
experience is needed with this reg imen.

Status :  Ongoing .
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DEPARTMENT OF ThE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Chemotherapy of Disseminated Testicular Cancer with Vinblastine,
Bleunycln, Cia—Platinum , Chlorambucil and Actinoinycin—D.

WORK UNIT NO.: SWOG 7610

PRINCIPAL INVESTIGATOR: J. Dean McCracken , M.D., LTC, NC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy , M.D., MAY , MC; Dan V. Luedke,
M . D . ,  MM , MC

OBJECTIVES

1. To determine the effectiveness of Vib, Bleo, and Cis—platinum in
remission Induction.

2. To determine the duration of remission with a maintenance combina-
tion of chlorambucil and actinomycin—D , alternating with Vinbiastine.

TECHNICAL APPROACH

Eligibility: Patients of an age with Stage III metastatic testicular
carcinoma who have not been previously treated with any of the selected
agents.

Therapy will follow the schema outlinedin the study protocol.

PROGRESS

There has been complete response in 10 of 21 (48%) evaluable patients
and partial response in 7. Duration of reapo~ses are as follows:
teratoma 3+, 1+ months; embryonal 5+, 4+, 3+, 2+, 2+, 2+, 2+ months;
and seminoma—einbryonal 2+ months .

Status: Ongoing .
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DEPARTMENT OF THE ARMY

Brooke Army Medical Centet
Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Cia—Platinum for Refractory Sarcomas.

• WORK UNIT NO.: SWOG 7611

PRINCIPAL INVESTIGATOR: J. Dean McCracken, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., NA.J, MC; Dan W. Luedke,
M.D. ,  MAY , MC

OBJECTIVES

To determine the efficacy of cia—platinum in the treatment of patients
with advanced sarcomas refractory to Adriatnycin combinations.

TECHNICAL APPROACH

Eligibility: Patients with a biopsy confirmed diagnosis of soft tissue
or bony sarcoma and no eligible for a higher priority protocol. Patients
must have measurable disease.

Therapy will follow the schema outlined in the study protocol.

PROGRESS - 
- 

-

Sufficient patients have not been entered into this study to accurately
evaluate results. The study will remain open to determine if any sig—
nif icant  ant i tumor activity exists.

Status: Ongoing
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

For t Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Combined Preoperative Adjuvant Therapy in Rectal Carcinoma.

WORK UNIT NO.: SWOG 7618

PRINCIPAL INVESTIGATOR: 3. Dean McCracken , M .D. ,  LTC , MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MM, MC; Dan W. Luedke,
M.D., MAJ , MC

OBJECTIVES

1. To determine if adjuvant preoperative radiotherapy and chemotherapy
will yield a higher incidence than expected of Duke A lesions in a high
risk group.

2. To determine the survival of patients with an without regional node
metastases.

TECHNICAL APPROACH

Eligibility: Patients with carcinoma of the rectum judged by the sur-
geon to have clinically resectable disease by abdominoperineal resection.

Therapy will conform to the schema outlined in the study protocol.

PROGRESS

Approx Imately 140 patients are necessary for this randomized study
between preoperative radiotherapy vs. preoperative radiotherapy plus
systemic chemotherapy to detect a 20% increase in Duke A lesions
(expected incidence 25%) in either of the two treatment arms . It is
too early to analyze results at this t ime.

Status: Ongoing .
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DEPARTMENT OF THE ARMY

Brooke Army Medical Center
Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Evaluat ion of Ftorafur in the Treatment of Metastatic Adeno—
carcinoma of the Colon and Rectum .

WORK UNIT NO.: SWOG 7619

PRINCIPAL INVESTIGATOR: J . Dean McCracken , M.D. ,  LTC , MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M .D .,  MAJ, MC; Dan V. Luedke,
M.D., MM, MC

OBJECTIVES

To determine the efficacy of Ftorafur in disseminated adenocarcinoma
of the colon and rectum.

______________________
TECHNICAL APPROACH

Eligibility: Patients must have biopsy proven adenocarcinoma arising
from the colon or rectum and have clinically measurable recurrent or
disseminated disease.

Therapy will follow the schema outlined in the study protocol.

PROGRESS

Twelve patients are evaluable. One is improved , eight are stable, and
three have increased disease. It is anticipated that 50 patients will
be studied (25 patients with liver metastases and 25 patients without).

Status: Ongoing .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

For t Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Chemotherapy or Chemotherapy + Immunotherapy Following Initial
Surgery and/or Radiotherapy for Treatment of Early Squamous
Cell Carcinoma.

WORK UNIT NO.: SWOG 7620

PRINCIPAL INVESTIGATOR: 3. Dean McCracken, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MM , MC; Dan V. Luedke,
M.D. ,  MAY , MC

OBJECTIVES

1. To determine if the disease—free interval and survival of patients
in high risk categories of squamous head and neck cancer can be improved
by adjuvant chemotherapy or chemoimmunotherapy af ter initial surgery,
radiotherapy or combination approach have resulted in no clinically
evident disease .

2. To accumulate immunolog ic data in treated and untreated patients
with this malignancy .

TECHNICAL APPROACH

Eligibility: Patients with no evidence of clinical disease three months
after completion of surgery or irradiation.

Therapy will follow the schema outlined in the study protocol.

PROGRESS

There is an insufficien t number of evaluable patients at this time.

Status: Ongoing .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
- - CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Adriamycin vs. Adriauiycin plus Cia—Platinum in Transitional
Cell Bladder Carcinoma.

WORK UNIT NO.: SWaG 7624

PRINCIPAL INVESTIGATOR: J. Dean McCracken, M.D., LTC, MC

H ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MM , MC; Dan V. Luedke, 
—

M.D .,  MM , MC

OBJECTIVES

To compare the efficacy of Adriainycin vs. Adriamycin + Cia—platinum
in recurren t or disseminated transitional cell bladder carcinoma.

TECHNICAL APPROACH

Eligibility: Patients with histologically proven T transitional cell
bladder carcinoma , T3 if there is a general contrai~dication to radical
surgery ; recurrent or residual cases after surgery, radiotherapy or both;
and M1 cases of liver , osseous, pulmonary, or other metastasis.

Therapy will follow the schema outlined in the study protoco .

PROGRESS

Eleven patients have been registered; however~ it is too early to
evaluate the results. • 

-

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Combined Chemotherapy for Advanced Sarcoma of the Bone and
Mesothelioma Utilizing Rubidazone and DTIC.

WORK UNIT NO.: SWaG 7625

PRINCIPAL INVESTIGATOR: J. Dean McCracken , M.D. , LTC, NC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D . ,  MM , MC; Dan V. Luedke ,
M.D. ,  MAY , MC

OBJECTIVES —

1. To determine the efficacy in terms of rate of response of combina—
tion chemotherapy with the 2—drug regimen , RubiflIC (Rubidazone + DIC)
in patients with metastatic sarcomas of bone and mesothelioma .

2. To determine the duration of remission and survival pattern of
patients on thi8 study and compare them with that of patients with
metastatic bone sarcomas and mesothelioma on previous SWOG or M.D .
Anderson Hospital protocols using adriamycin containing regimens.

3. To determine the toxicity of the regimen especially with regard
to cardiac toxicity.

TECHNICAL APPROACH

Eligibility: Patients with a biopsy—confirmed diagnosis of bony sarcoma
or mesotheliom with measurable metastases who have already received ap-
propriate surgical therapy and who have not received prior adr iamycin,
daunorubicin, rubidazone, MC or MC are eligible for this study.

Therapy will follow the schema outlined in the study protocol. I 
-

PROGRESS
This is a new study.

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: ROAP Induction of Chemotherapy for Acute Leukemia Patients Over
the Age of 50.

WORK UNIT NO.: SWOG 7626

PRINCIPAL INVESTIGATOR: J. Dean McCracken , M.D .,  MM , MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MM , MC; Dan W. Luedke, 
—

M.D. , MM , MC

OBJECTIVES

1. To determine the efficacy of the 4—drug combination chemotherapy
regiamen ROAP (rubidazone , vincristine, arabinosyl cytosine and pred—
nisone) in remission induction chemotherapy in patients with acute
leukemia over the age of 50.

To determine the toxicity of the regimen.

TECHNICAL APPROACH

Eligibility: All patients age 50 or greater with a diagnosis of acute
leukemia who have received no extensive prior therapy (defined as one
course or less of any other chemotherapeutic agent or combination of
agents) will be eligible for this study . The diagnosis of acute leu-
kemia will be made on bone marrow smear clot section and/or biopsy .
An absolute infiltrate of 50% leukeznic cells or greater is required.
Absolute infiltrate is defined as the total blast cell percentage (%)
multiplied by the bone marrow cellularity percentage divided by 100.

Therapy will follow the schema outlined in the study protocol.

PROGRESS

This is a new study.

Status: Ongoing .
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Combined Chemotherapy/Radiotherapy/Immunotherapy for Oat Cell
Cancer of the Lung.

WORK UNIT NO.: SWOG 7628

PRINCIPAL INVESTIGATOR: J. Dean McCracken, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy , M.D. ,  MAT , MC; Dan W. Luedke ,
M.D. , MAT , MC

OBJECTIVES

To use combination chemotherapy, local radiotherapy, and maintenance
chemotherapy or chemoinununotherapy In the treatment of oat cell car—
cinoma of the lung in order to improve the auality and duration of
survival.

TECHNICAL APPROACH

Eligibility: Histologically proven diagnosis of oat cell carcinoma or
small cell undifferentiated carcinoma of the lung . 

- —

Therapy will follow the schema outlined in the study protocol.

PROGRESS 
-

Twenty—three patients have been registered; however, no data are avail— -

able for analysis. Case accrual is satisfactory to date.

Statue: Ongoing .
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DEPARTMENT OF THE ARMY

Brooke Army Medical Center
Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Cia—Platinum in Refractory Epidermoid Carcinoma of the Head
and Neck.

WORK UNIT NO.: SWaG 7629 -

PRINCIPAL INVESTIGATOR: 3 Dean McCracken , M.D. ,  LTC , MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., NM, MC; Dan W. Luedke,
M.D., MAY, MC

OBJECTIVES

To determine the efficacy and toxicity of cia—p latinum and mannitol
in the treatment of refractory epidermoid head and neck carcinoma.

TECHNICAL APPROA1~H

Eligibility: Patients with epidermoid carcinoma of the head and neck
region with measurable disease , who are not eligible for protocols of
higher priority.

Therapy is administered according to the schema outlined in the study
protocol. -

PROGRESS

Insufficient data for analysis at this time. - -
Status: Ongoing. - 

s
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Chemotherapy of Advanced Prostatic Cancer.

WORK UNIT NO.: SWOG 7630

PRINCIPAL INVESTIGATOR: J. Dean McCracken, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy , M.D .,  MM , MC; Dan W. Luedke,
M.D., MM, MC

OBJECTIVES

1. To compare rate of response of hydroxyurea versus adr iamycin +
cytoxan.

2. Compare the duration of survival in patients with nonmeasurable
disease. - 

-

3. To estimate the response rate to each crossover regimen.

TECHNICAL APPROACH

Eligibility: All patients with advanced Stage D prostatic cancer who
have not received hydroxyurea , adriaznycin or cyclophosphamide.

Therapy will follow the schema outlined in the study protocol.

PROGRESS

Insufficient data available f or analysis at this time. 
- 

-

Status: Ongoing.

-i
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Rubidazone in Adults with Previously Treated Acute Leukemia and
Patients with CML Blast Transformation.

WORK UNIT NO.: SWOG 7633

PRINCIPAL INVESTIGATOR: J. Dean McCracken, M.D., LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MAY , MC; Dan W. Luedke,
M.D., MAJ, MC

OBJECTIVES

1. To determine the efficacy of rubidazone in adult patients with
previously treated acute leukemia and in patients with CML blast
transformation.

2. To determine the toxicity of the drug in the above patients
with special reference to patients having prior therapy with
adriamycin.

TECHNICAL APPROACH

Eligibility: Adult patients with acute leukemia having had prior chemo-
therapy and patients with CMLBT will be eligible.

Therapy will follow the schema outlined in the study protocol.

PROGRESS

This is a new study.

Status: Ongoing.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
- - CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Evaluation of MeCCNU plus BTGdR and Mitomycin—C plus BTGdR
in the Treatment of Refractory Disseminated Colorectal
Carcinoma.

WORK UNIT NO.: SWOG 7634

PRINCIPAL INVESTIGATOR: J. Dean McCracken , M.D. ,  LTC , MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy , M .D. ,  MM , MC; Dan W. Luedke,
M .D . ,  MM , MC

OBJECTIVES

To evaluate the effectiveness of MeCCNIJ plus BTGdR vs. Mitomycin—C
plus BTGdR for remission induction or for relapsing patients from
prior chemotherapy.

TECHNICAL APPROACH

Eligibility: All patients with disseminated colorectal carcinoma who
are not eligible for studies of higher priority.

Therapy will be administered in accordance with the schema outlined in
the study protocol.

PROGRESS

This is a new study.

Status: Ongoing.
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DEP ARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

- 

INVESTIGATION PROJECT RESUME

TITLE: Combined Modality Treatment fo r  Llm~ted Squmous Carcinoma of
the Lung.

WORK UNIT NO.: SWOG 7635

PRINCIPAL INVESTIGATOR: J. Dean McCracken, M.D., LTC, MC

ASSOCIATE YNVESTIGATORS: Peter S. Kennedy, M~.D., MM, MC; Dan W. Luedke,
M.D. , MAJ, MC

OBJECTIVES

1. To determine whether chemotherapy with adriamycin and/or iminuno—
therapy with levamisole, improve median survival of split—course

• radiotherapy used alone in the treatment of patients with limited
extent , squamous bronchogenic carcinoma.

2. To determine the qualitative and quantitative toxicity of each
treatmen t regimen .

TECHNICAL APPROACH

Elig ib i l i t y :  All pa t i en t s  wi th  a histologically confirmed diagnosis
of limited squamous carcinoma of the lung are eligible provided they
have received no preflous chemotherapy or radiation therapy .

Therapy wfl- l fol low the schema out l ined in the study protocol.
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DEPARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Hexamethy lmelamine in Advanced Breast Cancer .

- I WORK UNIT NO.: SWOC 7636

PRINCIPAL INVESTIGATOR: 3. Dean McCracken, M.D. LTC, MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MM, MC; Dan W . Luadke ,
M . D . ,  MAJ , MC

OBJECTIVES

1. To determine the responsiveness of patients to hexamethimelamine.

2. To determine whether pyridoxine given prophylactically will prevent
the neuropathy associated with long—term hexamethlyinelamine administra—
t ion.

TECHNICAL APPROACH

Eligibility : Patients with advanced breast cancer not eligible for a
higher priority SWaG study.

Therapy will be administered in accordance with the schema outlined in
the study protocol.

PROGRESS

This is a new study . It is anticipated that 50 patients will satisfy
the statistical requirements of the study ; i.e., response rate with
standrrd error of ±7.5%.

Status: Ongoing.
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DEP ARTMENT OF THE ARMY
Brooke Army Medical Center

Fort Sam Houston, Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Adriamycin , Mitomycin—C , and 5—FU in Gastric Carcinoma.

WORK UNIT NO.: SWOG 7639

PRINCIPAL INVESTIGATOR: J. Dean McCracken, M.D., LTC , MC

ASSOCIATE INVESTIGATORS: Peter S. Kennedy, M.D., MM , MC; Dan W. Luedke,
M . D . ,  MM , MC

OBJECTIVES

1. To determine and to documen both the response rates and the toxi—
cities of two different combinations of Adriamycin, Mitomycin—C and
5—Fluorouracil in the management of surgically incurable adenocarcinoma

4 of the stomach.

2. The compare the effectiveness of these two regimens.

TECHNICA L APPROACH

El igibi l i ty :  Patients must have unresectable gastric adenocarcinoma
and an objectively measurable lesion. No prior exposure is permitted
t9 Adriamycin , Daunomycin , Mit omycin—C or Porfiromycin . If previous
chemotherapy has been given , full recovery from its effects must have
been schieved before this regimen is started .

Therapy will follow the schema outlined in the study protocol.

PROGRESS 
I -

This is a new study.

Status: Ongoing .
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DEP ARTMENT OF TH E ARMY
Brooke Army Medical Center

Fort Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Radiation The rapy in Combination with BCNIJ , DTIC or Procarbazine
in Pat ients with Malignant Gliotnas of the Brain.

WORK UN IT NO.: SWaG 7703

PRINCIPAL INVESTIGATOR: J. Dea n McCracken , M . D . ,  LTC . MC

• ASSOCIATE INVESTIGATORS: Peter S. Kennedy , M.D., MAJ , MC; Dan W. Luedke,
M . D . ,  MAJ , MC

OBJECTIVES

To compare the e f f e c t i v eness of radiation therapy plus BCNU , radiation
therapy plus OTIC , and radiation therapy plus Procarbazine for remission
induction , duration of remission , and survival in patients with malignant
gliomas of the brain . I -

TECHNICAL APPROACH

Eligibility: Patients with histologically confirmed primary central
nervous tumors of the following histologic types are eligible:
Ast rocytoma , grades I & 4 (glioblastoma multiforine).

The rapy will  follow the schema outlined in the study protocol.

-~~~~ -

PROGRESS

This Is a new s tudy .

Status: Ongoing .
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DEPARTMENT OF THE ARMY
hr ooke Army Medical Center

Fort  Sam Houston , Texas 78234
CLINICAL INVESTIGATION SERVICE

INVESTIGATION PROJECT RESUME

TITLE: Chemotherapy/Immunotherapy for Multiple Myeloma.

WORK UNIT NO.: SWOG 7704

PRINCiPAL INVESTIGATOR : ~J. Dean McCracken , M.D., LTC, MC

ASSOCIATE INV ES TICA T OR S : Peter S. Kennedy, M . D . ,  MAJ , MC; Dan W. Luedke,
M . D . ,  MA] , MC

OBJECTIVES

1. To compari’ the effectiven ess of three intermittent pulse chemotherapy
combinations VMCP + VCAP vs. VIICP + VBAP vs. MP for induction of remis-
sions in previously  untreated pa t ients  with multiple myeloma .

2. For pa t ien ts  proven to have at least a 75% tumor regression after
Induction , to compare the value of 12 months of chemoimmunotherapy
maintenance VNCI’ + Levamisole in comparison t o VMCP alone .

3. To es tabl i sh  baseline and se r ia l  data on immunolog ic status in
- 

- these pa t ien t  groups.

TECHN ICAL APPROACH

Elig ibility: On previously untreated patients with multiple myeloma
(all stages) arc eligible; without prior cytotoxic chemotherapy .

Therapy will follow the schema outlined In the study protocol.

PROGRESS :

Th is is .1 new study.

Status: Ongoing. 
*
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