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FOREWORD

The Clinical Investigations Service, formerly Medical Research
and Development, is entering its 15th year of operation. The
Service continues to apply t.s best research principles and techni-
ques available in an effort to ocbtain the most reliable results.

Budgetary and personnel turmoil and uncertainty persisted, but
progress was realized in FY79. As always, the Clinical Investigations
Service must continue to justify its existence. In respect to the
latter, it remains appropriate to reiterate the policy and objectives
as outlined in Department of Nefense Directive Number 6000.4 dated
7 April 1971:

"Clinical investigation is an essential component of optimum
medical care and consists of the organized inquiry into
clinical health problems, for the following purposes:

1. To achieve continuous improvement in the quality of
patient care.

2. To provide experience in the mental discipline achieved
by participation in such organized inquiries, and to
provide experience for personnel who will ultimately be
teaching chiefs in military hospitals and medical
specialty consultants.

3. To maintain an atmosphere of inquiry because of the
dynamic nature of the health sciences.

4., To maintain high professional standing and accreditation
of advanced health education programs."

previous years, the Service has fulfilled its sion in a productive
manner. The investigators who actively pursue eir projects,
frequently utilizing their own hours from off-duty time and occasionally
providing their own funds, are to be especially commended. All investi-
gators for each work unit are identified in the respective reporting
sections. :

In spite of limitations of funds and tmi&persmnel compared to
d

The contributions of the many nurses, technicians, corpsmen and
administrative personnel who are vital to the successful implementation
of clinical research projects are acknowledged.

T am grateful for the editorial and typographical assistance of
Als Peggy Casteel in the completion of this document and to the
remaining staff of the Service for their varied areas of contribution.

Ll

LTC, MC
C, Clinical Investigations Service

. .
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Floyd JL, Benedetto AR: Probe Radiocardiography: A Clinical Reality.
Exhibit presented at the Radiological Society of North America Annual
Meeting, Chicago, I11 27 Nov 1978, and prcsented at the SW Chapter
Society of Nuclear Medicine, San Ant...io TX, March 1979 - wimer

of a Certificate of Merit.

Nusynowitz ML, Straw .JD, Benedetto AR, Dixon RS: Blood Clearance Rate
of Technetium-99m Albumin Preparations-Concise Commmication. J Nucl
Med 19:1142, 1978.

Hughes AD, Kmiecik JE: Extra Pulmonary Uptake of Gallium-67 Citrate
in a Patient with Sarcoidosis. Submitted to Nuc Med Dec 1978.

Morrison RE, Brown J, Gooding RS. Listeria Monocytogenes Spinal
Cord Abscess. Submitted Arch Neurol Apr 1979.

Morrison RE, Norenberg DD, Higby JW, Wood RW. Neurosyphillis - In

Search of Adequate Outpatient Therapy. Submitted to the Amer College
of Physicians 1980 meeting.
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LeSueur LM, Henry AR, Lehrner IM: Hypertensive Encephalopathy. A
Diagnosis of Exclusion. Accented for publication Southem Med J.

Sonnemaker RE, Floyd JL, Nusynowitz ML, Bode RF, Spicer MJ, Waliszewski JA:
Single Injection of Thallium-201 Stress and.Redistribution Myocardial
Perfusion Imaging: Comparison with Stress Electrocardiography and
Coronary Ateriography. Radiology 131:199, 1979.

McCartney WH, Lindner LE, Prather JL, Nusynowitz ML. Brain Scan
Abnormalities in Intracerebral Sarcoidosis. Clin Nucl Med 4:32, 1979.

Ritchie H. Coccidial Pleural Effusion During Pregnancy. DPresented
at the 32nd Annual Symposium of Pulmonary Diseases, Denver CO, Sep 1979.

Torrington K. Simultaneous Occurrence of Chylous Pleural and Peri-
cardial Effusion. Presented at the 32nd Annual Symposium of Pulmonary
Diseases, Denver, CO Sept 1979.

Smith S. Pre-thoracotomy Staging of Left Upper Lobe Bronchogenic
Carcinoma. Presented at the 32nd Annual Symposium of Pulmonary
Diseases, Denver CO Septenber 1979.

Vinicor F, Lehmer LM, Cam RC, Merrit AD: Hyperosmolality
:n Diabetic Ketoacidosis. Sources and Significance. Ann Intern Med
91:200, 1979.

Lehmer LM, Miles PA, Bnck RE: Complete Remission of Widely Metastatic

Endometrial Stoomal Sarcoma Following Combination Chemotherapy.
Cancer 43:1189, 1979

3chydlower M, Waxman S, Patterson P: Coexistence of Alpha Antitrypsin
and Growth Hormone Deficiencies. New Engl J Med 300:366, 1979

Xovarsky J, Holmer EW, Kelley WN: Absence of Significant Urate Binding
to Human Serum Proteins. J Lab Clin Med 93:85, 1979

Kovarsky J: Parotid Nodules in Wegener's Granulomatosis (Letter to
the Editor). Arthritis Rheum 21:864, 1978

Kovarsky J: Control of Hyperuricemia (Book Chapter) Handbook of
Experimental Fharmacology 50, 1978.
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DEPARTMENT OF NURSING

Staton DJ: Psychological Factors in Ulcevative Colitis: Cause
or Fffect? Submitted for Publicat. :

Staton DJ: Commmnication Skills Necessary for Ostomate to Deal
with Terminal Patients. Presented to Ostomy Society 1979

Anders RL: Sick Role Behavior: The Family and the Patient. Presented
at Oncology Nursing Update Workshop, sponsored by the_American Cancer
Society, 26 Oct 1978.

Fletcher LL: Infection Control. Presented at Univ Texas at El Paso, s
October 1978. :

Anders RL: Presentation of Keynote Address as President-Elect,
Texas Nurses Association, 9 Nov 1978.

Anders RL: Managing Small Group Dynamics. Presented at Univ Texas
at E1 Paso, March 1979.

Sheliga VIP: Familv Commumnications. Presented at the Oncology :
Nursing Update Seminar, 26 Oct 1978, Fl1 Paso, TX.

Tollefson MI': Children with Terminal Illness. Presented at the
Univ Texas Fl1 Paso, Novenber 1978.

Anders RL: FEnhancing Commmications. Submitted for publication.

LeBel, LA: Lecture 'Care of Patients Requiring Ventilatory Therapy"
presented at Univ Texas El Paso, 16 Apr 79.

Lupien AE; Muscle-Compartment Syndrome when Tradition Just Isn't
Pnough. Submitted for publication.

Anders RL: Couples Learming to Share. Submitted for publication as
a Book Chapter.




TEPT OBSTETRICS GYNECOLOGY

Boyce DC, George RJ, Otterson W'  (15-s)-15 methyl Prostaglandin F2a
as an Abortifacient in Failed Second Trimester Abortion by Other
Means. Submitted for publication.

McCoy, MJ, Ellenberg JF, Killam AP. Coccidiomycosis Complicating
Pregnancy. Submitted for publication.

Elsner OY, Buster JE, Preston DL, Killam AP: Interrelationship of
Circulating Matemal Steroid Concentrations in Third Trimester Pregnancies.
I11. FEffect of Intravenous Cortisol Infusion on Maternal Concentrations

of Estriol, 16a-Hydroxy-progesterone, 17a-hydroxyprogesterone, progesterane,
20a-dihydroprogesterone, AS-pregnenolone, A5-pregnenolone sulfate,
dehydroepiandrosterone sulfate, and cortisol. J Clin BEndocrinol Metab
49:30, 1979

DEPARTMENT OF PATHOLOGY

Reimann EF, Smith MC, Diaz JA. Lesions in the Renal Cortex in
Sjorgren's Syndrome. Submitted for publication.

DEPARTMENT OF PEDIATRICS

Poole JM, Brown J, Lampe RM: Acromial Scapular Fracture in the
Battered Baby Syndrome. Submitted to Amer J Dis Child

Heath RE, Killam AP, Daniell W, Gee T: Early Onset Group B
Streptococcal (GBS) Disease. Fvidence of a Toxin.
Presented at the Society for Pediatric Research, Apr 1979, Atlanta GA

Heath RE: Choline Phosphotransferase Activity Following Corticosteroid
Therapy. Submitted for publication.

Lampe RM: A Clinical Trial of Antihistamine, Decongestant, or Placebo
in Antibiotic Treated Acute Otitis Media Followed with Pneumatic
Otoscopy and Impedance Tympanometry. Submitted for publication.

Heath RE, Frederick RJ, Killam A, Gee T, Miles P, Daniell W. Early
Onset Like Group B Streptococcal Sepsis in Adult Rabbits. In
preparation.

Heath RE. Frederick RJ, Gee T: Non-type specific immmization of
adult rabbits against early-onset like Group B Streptococcal Sepsis.
In preparation

White, CB, Lampe RL, Copeland Rl., Morrison RE: Soft Tissue Infection
Associated with Hemophilus Aphrophilus. Submitted to J Pediatrics.
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PREVENTIVE MEDICINE

Gauld JR. Ltr to Editor. Strcptococcal Pharyngitis. Accepted for
publication in JAMA. :

TEPARTMENT OF PSYQIIATRY ’

Crandell EO: The Effect of Instructional Pretraining and Type of
Treatment on the Acquisition of Assertive Behavior. Submitted for
publication.

Rath FH, Saully TJ: Low Back Pain. Predicting Outcome from the

Psychological and Social Components of the Biopsychological Health »
Model. Presented at the 20th Annual Meeting, Society of Military

Orthopedic Surgeons, Portsmouth, Virginia 14 Nov 1978.

Rath H, Scully TJ: A Holistic Approach to Assessing the Psychological
Component in Low Back Pain with the MMPI. Presented at the Bi-Amnual
Current Trends in AMEDD Psychology Conference, El1 Paso TX, 16 Mov 78.

DEPARTMENT OF SURGERY f

Cavanaugh DG, Livaudais, W. Paris J, Geer TM: Pericardial Rupture with
Complete Luxation of the Heart. Submitted for publication.

Hardaway RM, Dumke R, Gee T, Meyers T. The Danger of Hemolysis in
Shock. Ann Surgery 189:373, 1979

Cavanaugh DG, Youkey JR, Geer TM: Pulmonary Resection in Children.
Submitted for publication.

Livaudais W, Cavanaugh DG, Geer TM: Rapid Po:toperative Thoracotomy for
Torsion of the Left Lower Lobe. Swwmitted for publication.

Youngberg JA: Seizures folleowing a shuntogram performed with diatrizoate
meglumine. Accepted for publication in Anesthesiology.

Youngberg JA: Cardiac arrest following treatment of paroxysmal atrial
tachycardia with edrophonium. Accepted for publication in Anesthesiology

Copeland R. Tendon Transfers in the Cerebral Palsy Patient. Presented
at the New Mexico Chapter Western Orthopaedic Assoc 1979 Annual Meeting.

Vichick D, Groves S, Kureshi ZUJ: Compartmental Pressures of the Arm and
the Leg: A Spectrum of Nommal. Presented at the New Mexico Chapter
Western Orthpedic Assoc 1979 Annual Meeting. .

Vichick D, Scully T, Guidera K: Cast Brace Management of Femoral
Fractures in Children and Adolescents. Presented at the New Mexico
Chapter, Western Orthopaedic Assoc 1979 Ammual Meeting.
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VETERINARY ACTIVITIES

Lumpkin WL, Coker ME, DeHaven WR: Gastric Ulcer in a Military Working
Dog. Vet Med/Sm An Clin 9 Am1 79.

Couvillion CE, Jenney F¥, Pearson JE, Coker ME: Survey for Antibodies
to Bovine Virus Diarrhea, Bluetongue Virus and Fpizootic Hemorrhagic
N Disease Virus in Mule Deer in Southem New Mexico. Submitted for
publication.
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OBJECTIVES

The Clirical Investigations “ervice of William Beaumont Army
Medical Center was established 2 February 1965 as the Medical Research
and Development Service. The mission is to promote and coordinate
clinical research and directed basic research. The Service supports
in-house research projects by AMEDD staff members, residents, and
interns, assisting in the formulation, preparation, and promulgation
of research protocols and final research publications. The Service
furmnishes experimental design and statistical and technical exper-
tise, develops and carries out special laboratory procedures, and
prov1des general support in terms of equipment, supplies, and animal
resources when necessary. The creative and inspirational envirorment
and technical knowledge available serve to stimulate the undertaking
of basic and clinical medical and paramedical research at Williar
Beaumont Army Medical Center by staff members, and interns and residents
in training, as well as provide a basic instructional facility to
elucidate the principles and conduct of research.

In addition to the primary mission, as stated above, the Service
is active in supporting several training and teaching programs involved
with direct patient care. As examples, LT Klenke conducts a year-long
health physics course supplemented with statistical review for the
Nuclear Medicine Fellowship. LTC Penney provided a weekly statistics
seminar for the perinatology fellowship. The Biological Pesearch
Facility directly supported approximately 150 anesthesia and surgical
assistance training procedures ranging from minor suturing techniques
for the Clinical Specialist Course students through aortic bypass grafts
for the surgical residents.

TECHNICAL APPROAQ!

The Clinical Investigations »ervice provides support for staff
research projects under the yuidelines of the Declaration of Helsinki,
Clinical Investigation Program (AR 40-38), and the Use of Investigational
Drugs in Humans and the Use of Schedule I controlled Drug Substances
(AR 40-7). Research is conducted under protocols approved by the
Research Committee (WBAMC HR 70-4), the Human llse Committee (WBAMC
HR 40-38) and the Radioisotope Committee (WBAMC HR 40-37) where appli-
cable. In those research protocols utilizing laboratory animals, the
investigators follow guidelines set forth in "Guide for Laboratory
Animal Facilities and Care,'" published by the Comittee on the Guide
for Laboratory Animal Facilities and Care of the Institute of Laboratory
Animal Resources, National Academy of Sciences-National Research Council,
and the criteria established by the American Association for Accreditation
of Laboratory Animal Care.
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MANPOWER
Title SSIMOS Auth Assigned Name
Chief 60J -5 0-5 Penney, Larry L., MC
Nuc Med Sci/ 68B 0-o 0-1 Klenke, WJ,MSC
Admin Off
Biochemist/ 68E 0-3 0-4 Sellers, M.E. MSC
Asst Chief
Vet Lab Animal Off 64C 0-3 0-3 Parker, G., VC
‘ed Lab Sp 01H20 E-5 E-6 Robinson, Bryan
Vet Anim Sp 91T20 E-3 F-4 Lee, Daniel F
Vet Anim Sp 91T10 E-3 E-4 Graf, James P
Vet Anim Sp 91T10 E-3 E-3 Liop, Gary
Vet Anim Sp 91T10 E-3 E-3 Revels, Scott
Hlth Tech/ 00699 GS-7 GS-7 Revels, J.E.
Anm Res Asst
Anm Caretaker 07706 WG-3 WG-1 Burton, A.D.
Chemist 01311 GS-11 GS-11 Rauls, D.O.
Microbiologist 00403 GS-11 GS-11 Frederick, R.
Chemist 01320 GS-9 GS-9 Sandison, S.W.
Chemist 01320 GS-9 Gs-9 Meyers, T
Med Lab Tech 00645 GS-7 GS-7 Manna, B.S.
Med Lab Tech 00645 GS-7 GS-7 Teasley, C.E.
Editorial Asst 01087 GS-7 GS-7 Casteel, P.J.
Med Lab Sp 01H20 Recognized Requirement - Not Authorized
Vet Anm Sp 91T10 " " " "
EXPENDITURES
FY77§7T FY78 FY79
Personnel (Civilian) 148,153 118,995 151,769
Consumable Supplies 56,831 35,923 34,392%
MEDCASE Equipment 49,324 33,169 37,333%
Capital Equipment - - 2,425
TOY 3,485 2,805 1,179
Contracts, Services, Printing
and reproduction 4,327 3,053 937
TOTAL $7 261,120 $193,945 $228,035
Military Pay 141,385

*The above are comptroller figures. The CIS actually committed $44,039

for consumable supplies and $95,000 for MEDCASE in FY79. The differences
will apparently be accounted against the Service in FY80. The CIS has
further accounted the supply expenditures into general office $2242; general
laboratory (divided among 2 or more protocols or for maintenance, standards,
etc.) $15,383; and general biologic research facility (primarily training
protocols) $11,021. The remaining $15,393 was spent on 19 specific protocols
and the exact amount is noted under consumable supplies on the appropriate
detail sheets.
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It is impossible to account equipment, personnel, TDY and
general supplies to specific protncols. However eliminating
terminated protocols there were 9z active protocols in FY79.
The following figures will be high estimates because a portion of
personnel, supply, and equipment expense is for training as opposed to
research. Furthemmore all of the salary for the C, Clin Investigations
Service is accounted here and a significant portion of his time is
actually spent in patient care and teaching.

Using the Comptroller data listed above $369,420/92 indicates
an overall average of $4,015 total expenditure per active protocol.
Several of the older protocols received more limited funding in
deference to those more current. It is also important to note that
a large clinical study, with little or no equipment or laboratory
expense, can be quite costly in terms of personnel for administration,
data collection, and reduction, committee preparation, annual review,
HSC and OTSG coordination and manuscript preparation. The average
personnel cost for these services exceeds $500 per protocol for the
WBAMC, CIS. Partly due to the avalanche of regulations and
increasing numbers of forms, minutes, etc., which must be maintained
and distributed, the supply cost for paper, clips, staples, folders,
and other strictly administrative materials have risen to an average
of $25 per protocol per year.

TDY for minimal continuing education and mission-essential training
was granted. The Service provided only one TDY trip for an investigator
to present findings at a professional meeting. The moratorium on minor
equipment purchases was lifted and the Service also made major gains in
MEDCASE including a research gamma counter, liguid scintillation counter,
UV spectrophotometer, and mediur specd centrifuge.

The Service had two recognized requirements unfilled in FY79,
but all authorized positions were filled. The modest increase in
nunbers of protocols accepted and completed, and in publications
and presentations attests to the value of stabilization as noted-in
last year's report. Stabilization of principal investigators continues
to be a problem as witnessed partially by the number of terminated
protocols.

During this fiscal year WBAMC authors had 46 articles or
presentations published or accepted and submitted another 27.




CLINTCAL. TNVESTIGATIONS SFRVICE
WILLIAM BEAIMONT ARMY MEDICAL CENTER
LI, PASO, TEXAS 79920

1; "AIL SIFET

TITLE: .lormal Values of Serum Triiodothyronine (T3) as Determined by
Radioimmmoassay in Various Clinical Futhyroid States

WORK UNTIT NO: 75/07

PRINCIPAL INVESTIGATOR LTC L.L. Penney, MD; Douglas Daniels, DAC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

Determine normal values of T3 for:(a) Pregnancy during all three
trimesters. (b) Females taking oral contraceptives. (c) Euthyroid
Hashimoto's Disease. (d) COther thyroiditides.

TECHNICAL APPROACH

Serum samples will be obtained from patients during 1st, 2nd, and 3d
trimester of pregnancy; females on oral contraceptives for at least
three months; euthyroid patients with [Hashimoto's thyroiditis before
treatment with thyroid hormone and after treatment with Synthroid;
patients with thyroiditis (subacute). Clinical histories will be
obtained and the clinical thyroid state will be determined. The serum
samples obtained will be evaluated by radioimmmoassay. Determination
of the inclusion into the proposéd categories will be from clinical
diagnosis, clinically determined thyroid state and appropriate laboratory
studies.

PROGRESS
Papers have been published in Clinical Nuclear Mcdicine reporting
studies of T3 values in pregnancy and in patients with chronic renal

failure on dialysis. Studies in other euthyroid states are ongoing
but have been limited due to funding constraints.

STATUS: Ongoing
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CLINICAL INVESTIGATIONS SFRVICE
WILLIAM BEAUMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

b "AIL SHEET

TITLE: Isolation and Purification of Choline Thosphotransferase
WORK UNIT NO: 75/30

PRINCTPAIL, INVESTIGATOR  LTC L.l.. Penneyv, ‘N

ASSNCIATE INVESTIGATORS:

_OBJFCTIVES

To develop a method for the isolation of choline phosphotransferase
from Iung tissue and correlate respiratory distress with the presence
and specific activity of this enzyme.

TEGINICAL APPROACH

Microsomal and lysosomal fractions of lung tissue will be subjected to

standardized enzyme purification techniques. Cofactor effects will be

studied in order to assess possible prophylaxis development in cases of
respiratory distress.

This protocol has been suspended but ray be resumed if the budget
allows. The previous principal i..vestigators began to characterize
CPT from rabbit fetal lung. A portion of that work investigated
enzyme activity under the influence of corticosteroids. A manuscript
submitted in FY79 is excerpted below:

All subject groups were composed of pregnant New Zealand white rabbits

of known gestation, purchased from a commercial research animal supplier
and acclimatized in our research laboratory for a minimum of one week.

An initial group of rabbits served to establish an index of normal CPT
activity at various gestational ages; one or two members of this group

were sacrificed when gestation was 70% to 100% complete, and the levels

of CPT activity in the fetal lung tissue and the amiotic fluid were
measured. Then three groups of rabbits were treated when gestation was

80% comnlete: the first, a group of 48, received 1.0 ml of isotonic

saline intravenously: the second, 1 croun of 56, 20 mgm/kg of hydrocorti-
sone intravenouslv; and the third, 2 proun of 59, 1.0 mgm/kg of beta-
methasone intramuscularly. [lalf ~f the rabbits in each of these three
groups were sacrificed 12 hours after treatment via carbon dioxide
euthanasia® the remaining rabbits were sacrificed 24 hours after treatment.
Amiotic fluid was collected by needle aspiration, and the lungs from
fetuses were removed in caul. Visible blood, fluid and remaining fetal
materials were discarded. The amiotic fluid and the lungs from each
litter were pooled scparately.
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The lung tissue was washed three times in isotonic saline and
then homogenized as a 109 solution in 0.05 M tris IICL, pll 8.5. This
suspension was centrifuged at 1.0 ¢ for 20 minutes; the supermatant
was thern withdrawn and centrifuged at 12,500 ¢ for an additional 20

minutes. The amiotic fluid was centrifuged at 1650 ¢ for five minutes.

Three assays werc performed on cach sample of amiotic fluid and lung
tissue using 0.8 ml of the supcrnatant for each assay.

The reaction medium for both fetal lung tissue and amniotic fluid
enzyme activity was constituted according to the following modification
of the Zachman procedure.

Component Concentration Volume (ml)
Amiotic fluid or

Lung Fnzyme Varied 0.8
Dipalmetic -

(a,b-diglyceride) 1.15x10 M 1.0
MgCl,

CPD-Choline and
crptc-Chol ine (p.04uC) 1.0

The fetal lung and amiotic fluid preparation were incubated in this
medium under constant agitation (at 37°C) for two hours, at which
time the reaction was temminated by the addition of 0.5 ml of 10%
tricholoroacetic acid. Then, 1.5 ml of butanol were added; this
solution was first shaken for 30 minutes at ambient temperature and
then centrifuged for 10 minutes at 12,500 ¢. After centrifuging,
0.5 ml of the butanol phase supen.atant was transferred to a liquid
scintillation vial containing 2.0 ml of ethoxyethanol and 10.0 ml of
scintillation fluid (toluene-PPO and POPOP). Using a Beckman model
1650 liquid scintillation system precalibrated for 14C., the enzyme
activity of each sample, expressed as counts per minute per gram of
protein, was measured over a five minute period; each sample was
counted three times.

Results

When fetal lung samples from litters at 70% to 100% gestational
age were tested for CPT activity, no significant increase was found
with advancing gestation. It was noted that if the CPT activity was
expressed as counts per minute per milliliter, amniotic fluid samples
for the same period had a three-fcll higher CPT activity later in
presnancy. However, the amiotic fluid protein for this period was
increased five-fold: this results in no increased CPT activity when
exnressed as counts per minute per gram of protein.
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The CPT activity of fetal rabbit lungs was significantly
increased at 12 and 24 hours in the groups receiving cortisol or
betamethasone when compared with the group receiving saline. There
was no significant difference bet- "en the cortisol and the beta-
methasone treated groups.

Several clinical states, including hypertension and chronic
abruption, are believed to be associated both with accelerated fetal
lung development in humans and with increased fetal cortisol produc-
tion. "hile thyroxin, epidermal growth factor, adrenocorticotrophic
hormone, and xanthines have also been noted to enrhance lung maturation,
only the corticosteroids have been used in clinical trials.

This study documents a significant increase in fetal lung choline
phosphotransferase activity, an important enzyme in the production of
surface-active phosphotidyl choline, upon the matemal injection of
corticosteroids. This increased activity may result either from an
increased availability of substrates or from an actual increase in
enzyme activity. The discrepancies between our findings and those
of studies reporting no such significant increase may be explained
by differences in experimental design. Previous animal studies involved
anesthesias and surgical manipulations during the direct injection of
fetuses. The surgical and anesthetic procedures used by Rooney
induced a three-fold increase in fetal lung CPT activity before any
corticosteroids were administered. The resulting anesthetic and
operative stresses may have resulted in increased endogenous corti-
costeroid activity which of itself provided maximal stirmulation of
the fetal lung choline phosphotransferase activity and rendered
superfluous the effects of exogenous corticosteroids.
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CLINICAL INVESTTGATIONS SERVI(E
WILLIAM BFAUMNT ARMY MEDICAL (ENTER
[L PASO, TEXAS 79920

SUTAIL SHEET

TITLE:  variables in the Measurement and Calculation of MTF
’ WORK UNTT NO: 78/09

PRINCIPAL TNVESTIGATOR CPT A.R. Benedetto

ASSOCIATE TMVESTIGATORS:

OBJECTIVES

To assess exhaustively the impact of asymmetric line source
response fumctions on determination of modulation transfer
function.

TECQINICAL APPROAMH

Asvimetric line source response functions whose kurtosis and
skewness are known will be used to calculate modulation transfer
function (MTF). The resulting MIF curves will be analyzed to
determine what degree of asymmetry is acceptable for gamma
camera quality control.

PROGRESS

Resignation of the principal investigator precluded further work
on this nroject.

STATUS: Temminated




. Theoretical and Applied Techniques in Gamma Camera
TITLE: Uniformity Ouality Control

78/21

WORK UNIT NO:

PRINCIPAL TMVESTTGATOR 2LT W.J. Klenke, MSC

WILLTAM BEAUMONT ARMY MUDICAL (FMNTER

CLINICAL INVESTIGAT (NS SIRVICE
EL PASO, TEXAS 79920
DE. 1L SIUTET

ASSOCTATE INVISTIGATORS:  LTC W.F. Kendall, MSC ] ’

To develop the theoretical, mathematical basis for defining the
separation distance hetween a gamma camera and a point source
for which exposure variations across the face of the gamma camera
are reduced to a statistically insignificant level.

A computer program will be used to calculate the exposure rate
at each location on a grid imposed on the face of standard and
large crystal gamma cameras for varying separation distances be-
tween the point source and the camera. The effect of off-axis
alignment of the source will also be evaluated. Fxnerimental
confirmation of the computer results will be obtained, using
transmission densitometry to measure exposurc variations.

Camputer calculations indicated that separation distances between

gama cameras and point flood sources need to be greater than those

in general use in clinical nuclear medicire. Preliminary results

were presented at the Southwestemn Chapter, Society of Nuclear I
Medicine, 17 Mar 79,
preparatory to submission of a manuscript for publication.
A sumary of the presentation follows:

OBJECTTVI'S

TEQINICAL APPROAQY!

CONSUMABT v SUPPLITFG

$100

PROGRESS

Further calculations are being performed




Sensitivity nonuniformity correction methods currently in use require
exposure of the crystal to a unifom flux of photons in order to
establish a mathematical variation-smoothing algorithm. The separa-
tion distance of a point source used to approximate a planar flood
source must he sufficient to ‘nsure that deviations in exposure across
the face of the detector due tou the nonparaxial nature of the incident
photon beam are within accentably small limits (+ 2-3%). These
deviations are sensitive to the diameter of the camera crystal, the
source-crystal separation distance, and the amount by which the
source is imperfectly centered. Datawertpresented to illustrate the
effects of varying source-detector separation distances and improper
source centering, using a representative selection of small and large
crystal camera. For the large crystal cameras, deviations across
the crystal with the source centered were shown to be on the order of
3.0 - 4.2% at one meter, 0.8 - 1.1% at two meters, and 0.3 - 0.5%

at three reters; for the small crystal cameras, the corresponding
deviations are 1.7%, 0.4%, and 0.2%, respectively. With the source
centered on the edge of the detector (worst credible case), the

large crystal cameras exhibit deviations of 10.9 - 15% at one

meter, 2.9 - 4.2% at two meters, and 1.3 - 1.9% at three meters;

for the small crystal cameras, the corresponding deviations are

6.3%, 1.7%, and 0.8%, respectively. The importance of minimizing
these deviations was shown to be especially important when
computerized quantitative analysis was to be performed.

STATUS: Ongoing
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CLINICAL IMVESTIGATIONNS SFRVICE
VWILLIAM BFAUMONT ARMY MEDICAL CFMNTER
EL PASO, TEXAS 79920

DETAIL SHFIT

T Significance Study of meta and para metabholites of
——" (Catecholamire Compounds in the Rat

WORK [NTT NO: 78/28

PRINCIPAL IMVESTIGATOP: MAJ M.E. Sellers, *1SC

ASSOCIATE TNVESTIGATORS:

OB.JECTIVES

To study the significance of meta and para substituted isomers of
catecholamine metabolites such as m- and p-tyramine and m- and
p-phenylacetic acids by noting changes in isomer quantitation after
selective inhibition of the nommal metabolic pathway.

TECHNICAL APPROACH

Weanling male Sprague-Dawley rats will be divided into test and
control groups. Test animals will be injected with various regimens
of catecholamine enzyme inhibitors as well as exogenous L-DNPA.
Catecholamines and their acid metabolites will be determined by GC,
0%S, TLC, etc. As many meta- and para-isomers will be identified,
separated, and quantitated as is nossible from brain, liver, and
urine extracts. The data will be compiled to ascertain whether
metabolic inhibition of normal pnthways chiuiges the ratios of meta-
and para- retabolites and to try to investigate the significance of
these changes if they occur.

(ONSUMABLE SUPPLIES

$200
| PROGRESS

Meta and nara metabolite standards have been purchased. !letabolic
rat cages have arrived, so animal studies will begin early ir FYS80.
Standards are being evaluated by GLC to determine retention time

) data as well as colum and derivitization evaluation.

STATUS: Ongoing
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CLTMICAL INVESTIGATIMNS STRVICT
WILLTAM BEAIMWT ARMY MEDICAJ, (F}TER
IL TASO, TEXAS 79920

DETAIL SHFET

Muantitative and Nualitative Thenolic Acid Changes in Rats
TITLI: Treated with Catecholamine Mathway Tnhibitors

WORK INTT NO:  78/29
PRINCIPAL INVESTIGATOR: MAT M.E. Sellers, MSC

ASSOCIATE IMNVESTIGATORS:

OBJECTIVES

Acid metabolites of L-DOPA, i.e., homovanillic acid (IIVA), dihydro-
xyphenylacetic acid (DOPAC), Vanilmandelic acid (MA), p-
hydroxyphenylacetic acid, m-hydroxyphenylacetic acid, and
p-hydroxymandelic acid will be qualitatively measured in urine of
rats pretreated with monoamine oxidase inhib'itors, and B hydroxylase
inhibitors, then treated with radioactive (14c) L-DOPA. The
purpose of this study is to determine the effect of catecholamine
pathway inhibitors on end metabolism acids.

TEQINICAL APPROA(H

Veanlins rats will be divided into test and control groups. Test
animals will be subjected to various regimens of catecholamine
pathwav inhibitors such as B hydroxylase, monoamineoxidase, and
decarhoxylase inhibitors. Pndogersus catecholamine metaholite acids
will be measured in urine and cowpared to control animals. Fxogenously
administered radioactively (14C) labeled L-DNPA will be piven to both
test and control animals and again acid metabolites will be measured
in rats urine and compared to control animals. Urinary catecholamine
acids will be measured by current techniques including gas chromato-
graphy, thin layer chromatography, etc. Scintillation counts will
be performed mn each acid fraction. TNeterminations and conclusions
will be made from comparing endogenous and exogenously labeled
metabolites by paying careful attention to changes in specific
activity and nuantitation changes after exogenous L-DOPA injections.
Catecholamines may also have to be determined in order to study feed-
back inhibition and metabolic pathway shunt studies.

COMNSUMABLE  SUPPLIES

$.84
PROGRESS
‘etaholic rat cages have just been received so animal studies will
begin early in FY80. All standard compounds and derivatives have
been purchased. Standardization data is being collected via GLC.
STATUS: Ongoing
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CLINTCAL INVESTIGATI(HNS STRVICF
WILLIAM BFAUMNT ARMY MEDICAL CFNTER
EL PASO, TEXAS 79920

DETAIL SHFET

TITLE: Minor Amine Metabholites of L-DOPA
WORK UNIT NO:  78/30

PRINCIPAL INVESTIGATOR:  MAT M.E. Sellers, MSC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

Weanling male rats will be injected with altered L-DNPA.
Metabolism will be studied in the rat model.

TEGQINLCAL APPROACH

Forty male weanling Sprague-Dawley rats will be divided into
four groups. The ten animal control group will be fed nomnral
rat TEKLAD diet. Thirty animal test groups will have methionine
supplement either by intubation or mixed with the TEKLAD pellets
The animals will be kept on this diet for ten days. Test animals
will be further broken down into three groups of ten animals.
Animals will be sacrificed at intervals starting at 2-24 hours
after L-DOPA injection. Urine will be collected during this
time. Brain, liver, and urine will be extracted for M- and O-
methylated amines. They will be quantitati-cly and aualitatively
determined by GC, GCMS, TIC, LC, ectc.

CONSUMABLE SUPPLIFS

894
PROGRESS

L-DOPA metabolites have been purchased. Standardization and
extraction technioue as well as derivitization techniques are
being investigated by GLC. Metabolic rat cages have just arrived
so animal studies will begin in FYS80.

STATUS: Ongoing
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CLINICAL INVESTIGATIONS SFRVICE
WILLIAM BFAUMONT ARMY MEDICAL CENTER
EL TASO, TEXAS 79920

DFTAIL SPFET

i Role of Deoxyribonucleic Acid Attachment to Cell Merbrane
—~* ip the Regulation of Bacterial Growth

WOR' IMIT MOt 79/01

PRIMCTPAL TMVESTYGATOR: Robert Frederick, Phn, DAC

ASSIATE INVESTIGATOPRS:

OBJECTIVES

Teo isolate and examine specific deoxyribonucleic acid (TMA)
secuences associated with bacterial cytoplasnic membranes.

Tr.QINICAL APPROACH

Our initial experiments are designed to analyze the effect of different
restriction enzymes on isolated nucleoids. These are the folded
chromosome of the bacteria which can be isolated in their compact state
while retaining the merbrane association [5]. The procedure can be
done sirply with reasonable yields wmder salt and nl conditions which
will facilitate endonuclease treatments. Once isolated, the tritium
lat eled nucleoids (i.e. the entire chromosomes) will be digested with
cormercially available restriction endonucleases. These enzymes

cleave the INA molecules at specific nucleotide sequences resulting

in specific fragments which can subsequently be separated by agarose
gel electrophoresis and resolved on x-ray film by autoradiofluorography.
Yferbrane associated frapments will be nurified by fractionation using
the magmesium-sarkosvl crystal separation technique [6]. The frag-
ments will be recovered by standard techniques and analyzed by

aparose oel electrophoresis. Once the specific seaquences have been
resolved, we will begin to identify what regions of the chromosome

are irvolved and under what conditions. The relationship of the
attachment to bacterial growth may then be examined by varying the
arowth conditions of the organisms, using appropriate mutant strains
and ir the nresence of various antibiotics.

CONSUMABLY. SUPPLITS

2131
PROGRESS

An abstract was presented at the annual meeting of the American
Society for Microbiology in Los Angeles, CA and is detailed below:.
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DNA attachment to the membrane allows the provocative notion

that this interaction may have a regulatory basis. A procedure

has been developed to visualize INA fragments associated with the

menbrane. Escherichia coli nud"~0ids were isolated and digested

with the restriction enzyme Eco RI  Membrane associated fragments

were isolated by the Magnesium-Sarkosyl (M-Band) technique in

sucrose gradients and analyzed on 0.6% agarose gels. The amount

of INA sedimenting with the M-Band fraction was dependent upon

the volume of crystals added, with 23 to 35% of the total INA *
cosedimenting at the higher levels. When these INA fragments were
recovered and analyzed on agarose gels they were enriched for
several bands not seen in the total digest samples. These data
suggest that unique regions of the DNA are associated with the
merbrane.

STATUS: Ongoing
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CLINICAL INVESTIGATIONS SFRVICE
WILLIAM BFATMONT ARMY MEDICAL CRMNTER
EL TASO, TEXAS 79920

DETALL SUPTT

Synthesis of Inhibitors of the Shikimate Pathway for Investigation
TTTLE: As Potential Antimicrobial Agents

WORK UNIT NO: 79/07

PPIMCIPAL TMVESTIGATOR: David Rauls, PhD, DAC ]

ASSNCIATE IMVESTIGATORS:

OBJECTIVES

The 6-alpha and 6-beta fluoro analogs of shikimic acid will be
synthesized as notential irreversible inhibitors of the pathway }
responsible for aromatic acid synthesis in microorganisms. The
corpownds will then be evaluated for antibacterial activity
using a standard antibacterial screen.

TECIINICAL APPROACH

The desired 6-fluoro analogs of shikimic acid will be synthesized
by established synthetic techniques. The antimicrobial activity
will be determined usirg standard assays. The anticinated limiting
factors appear to be related to the potential lability of the
products.

CONSAMABLE SUPPLIES

$366
PROGRESS

The shikimic acid molecule contains acid and hydroxyl grouns that
mist be protected in order for the desired product to be formed.
To date, work has involved preparation of the appropriately pro-
tected molecule in preparation for the final reaction sequence.
The fullv protected molecule has been synthesized and future

work will involve preparing additional quantities of the protected
shikimic acid followed by attempts to brominate and fluorinate the
molecule.

STATUS: Ongoing
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CLTNICAL INVESTIGATT(NS SFRVI(E:
WILLIAM BEAUMONT ARMY MEDICAL CENTEP
EL PASO, TEXAS 79920
17 AIL SHEFT

Analysis of the Histologic Soft and Bony Tissue Fffect
TITIE: of Terra Cortril Healing Dental Extraction

WORK UNIT NO; 78/17

PRINCIPAL INVESTICATOR ~ MAJ B. .J. Klinper, NC

ASSOCIATE INVESTIGATORS:

OBJECTIVES
To studv the histologic soft and bony tissue response to

Terra-Cortril (Tetracycline - 30 mg and Hydrocortisone -
10 mg/gm).

TEQINICAL APPROAQY!

Using a dog model for surgical removal of selected mandibular
teeth and placement of Terra-Cortril in one side only. The
opposite side is to act as the control. The animals are to be
sacrificed at predetermined intervals, the mandibles resected
and microscopic examination of the extraction sites.

PROGRESS

The animals were all treated and r .asma cortisol was measured. They
were sacrificed but the histoloe laboratory dessicated specimens
excessively. The principal investigator was reassigned and the
nroject has been teminated.

STATUS: Temminated




CLTMICAL TMVESTIGATIONS SFRVICTE
NTLLTAM BFAIMOMT ARMY MEDICAL CTMTER
FL PASO, TEXAS 79920

DETAIL SITET

. lolegraphic Analysis of Stress Produced in a Pier Abutment Fixed
ITTLI: partial Denture

ORI IMIT N0t 79/08

PRINCIPAL IMVESTIGATOR: LTC R.T. Brown, NC

ASSOCTATE DIVESTIGATORS: MAJ T.S. Strain,MAJ R.R. Larson

OBJECTIVES

To demonstrate the distribution of stress in rigid and non-rigid pier
fixed partial dentures with the use of holographic birefrigence. To
demonstrate the usefulness of the hologram as a stress measuring instru-
ment in nrosthetic dentistry and to unequivocally prove the need for
nonrigid connectors in pier abutment fixed partial dentures.

TEQINICAL APPROACH

Outline of phases of investigation: A five-unit pier fixed partial
denture will be fabricated using rigid connectors. A holograph will

be made of the FPD in an unstressed mode. The FPD will be stressed

with forces from 1-21 1bs in increments of 2 lbs. The point stress will
be placed over each abutment individually, as in an ideal occlusion,

with the noints in central fossas and with a bolus of food. Holograms

of the model in the stressed mode will be siperimposed over the unstressed
mode and the birefrigence will be recorded on film. The same procedure
will be carried out using a five-unit pier fixed partial denture fabri-
cated using a nonrigid connector.

PROGRESS

Filters for the laser holograph required to complete the study have
been purchased but not delivered.

STATUS: Ongoinge
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CLINICAL INVESTIGATIONS SFRVICE
WILLIAM BFAUTONT ARMY MEDICAL CENTEPR
EL PASO, TEXAS 79920

DETAIL SIFET

TITII: Antibiotic Prophylaxis in Tntraoral Orthognathic Surgery
WORKC UINIT N0 79/09

PRINCIPAL IMVESTICATOR: MAJ J.E. Ruggles, NC

ASSOCTATL. IMVESTTGATORS: COL J.R. Hann, DC

OBJECTIVES

To conduct a prospective double-blind comparison of two prophylactic
antibiotic regimens in patients undergoing intraoral orthognathic
surgery of the maxilla and/or mandible.

TECHNICAL APPROACH

Drugs to be administered in the study are Procaine Tenicillin G and
Aqueous Penicillin G.

a. Agqueous Penicillin G is the antibiotic agent of choice for
almost all infections originating in the oral cavity, and consequently,
almost all infections resulting from intraoral orthognathic surgery.

b. Some controversy exists concerning what constitutes an
appropriate neriod for nrophylaxis.

(1) Peterson and Booth, in a retrospective study of patients
undergoing intraoral orthognathic surgery, revorted an 11.4% incidence
of postoperative infection in patients who received prophylactic anti-
biotics, and an 11.1% incidence of postoperative patients who received
no antibiotics.

(2) In a retrospective study by Yrastorza, the incidence of
postoperative infection in patients undergoing intraoral orthognathic
surgery was smaller in patients receiving no prophylactic antibiotics
than for patients who receiv.d antibiotics for an average of eight davs
postoperatively.

(3) Zallen and Black presented what they termed current thouchts
regarding the use of prophvlactic antibiotics in orthognathic surgerv.
They recomrended the use of antibiotics, but gave no recommendations
concerning duration of coverage, and presented no statistical information
to swumport their views.
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(4) Burk presented guicdclines for phophylactic antibiotic coverage
in surgery, in which he advocate ' use of artibiotics only during the
irmediate postoperative period. However, no statistics were presented.

(5) To our knowledge, a prospective, double-blind study comparing
short term and longer term prophylactic antibiotic coverage for intraoral
orthognathic surgery has not been reported.

Patients eligible for inclusion in the study must be adults eighteen years
of age and older, may be of either sex, and may be civilian or military.

Patients will be excluded from the study if they give a history of allergic
reaction to penicillin or other Beta Lactam antibiotic, if they have a
compromised immme defense system, or if they have received antibiotic
therapy within the previous fourrteen days.

Total numbers of patients will be forty, divided into two groups of
twenty patients.

Antibiotic Regimens:

(1) All patients will receive
600,000 units Procaine Penicillin G and 400,000 units Aqueous
Penicillin G, I.M., one hour preoperatively.

- 2,000,000 units Aqueous Penicillin G, I.V. over 30 minutes
every three hours intraoperatively.

- 2,000,000 units Aqueous Penicillin G, I.V. over 30 minutes
three hours after the last intraoperative dose.

(2) Group I (20 patients) ill rcceive
- 2,000,000 units Aquecus Penicillin G, I.V. over 30 minutes
every four hours for a total of twelve doses.

(3) Group IT (20 patients) will receive
- A placebo I.V. over 30 minutes, every four hours for a total
of twelve doses.

Yethod of Followup: Followup will consist of routine postoperative care,
to include observation for signs of postoperative infection. The

diagnosis of postoperative infection will be made if three of the following
criteria are met:

(1) Elevation of body temperature for longer than 72 hours post-
operatively.

(2) Increased edema, induration, and erythema of wound margins
and surrounding tissue.

V.
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(3) Drainage of purulent exudate from the wound.

(4) Positive serial blood cultures.
Postoperative infections, once Jiagnosed, will be treated with local
measures and the appropriate antibiotic(s) based upon culture and
sensitivity results.
All infections will be cultured utilizing both aerocbic and
anaerobic methods.

PROGRESS

Approval from HSC was received 23 June 1979. Patients have been
entered, but data is not yet available.

STATUS: Ongoing

40




-

CLINICAL INVESTIGATIONS SIRVICE
WILLTAM BEAUMONT ARMY MIDICAL CENTER
El PASO, TEXAS 79920

DETAIL SHEET

TITLE: ggml"c—in—ml’!\ Chelate in the Detection of Vesicoureteral Reflux
WORK UNTT NO: 75/24

PRINCTPAL, TMVESTIGATOR  MAT A. Hughes, MD

ASSOCTATE TNVESTIGATORS :

OBJECTIVES

P

To determire the usefulness of 99mrc—Sn—TTl‘_T’A chelate as a renal
imaging agent, and particularly in the demonstration of vesicoureteral
reflux.

TECHNICAL APPROAQI

Patients with known or suspected vesicoureteral reflux will be

stucied with 99mTc-Sn-ITPA. The results obtained will be compared
with clinical findings, laboratory tests, and roertgenographic studies.
Cormercially available radiopharmaceutical Sn DIPA preparation kits
will be erployed. The kits will be supplied by Diagnostic Isotopes,
Inc., 123 Pleasant Ave., lpper Saddle River *J. These kits are
supplied in sterilized and pyrogen-free form. Other suppliers will

be soucht only if their nroduct appears to be far superior and only
from those manufacturers who have fiied ar TND with the Food § Drug
Admiristration.

PROGRIESS

Lone

STATUS: Termirated




-y s e ——— v ’ .

CLINICAL INVESTIGATIONS SFRVICE
WILLIAM BEAUMONT ARMY MEDICAL (TNTFR
FL. PASO, TEXAS 79920

J_TAIL SHFFT

TITLE: Mvocardial Perfusion Scanning with Radicactive Tarticles

WORK Ut 0:
JORK UNIT N 76/14

PRINCIPAL INVESTIGATOR

MAJ AL 1IUARIES, MC
ASSOCIATE INVESTTGATORS:

NBITECTIVES

To demonstrate myocardial perfusion at the capillary level as an

aid in differentiating thosc patients who are likely to benefit from
coronary artery surgery. The injection of radioactive particles in
each coronary artery will demonstrate runoff perfusion. This wi.l
provide supplemental information to detemmine candidates for coronary
artery surgical procedures.

TEQINICAL APPROAQH

Tc-99m microspheres and I-131 macroaggregated albumin will be iniected
into the left and right coronary artery respectively at the time of
cardiac catheterization. Imaging will be performed with a gamma
camera and the images will be studies for areas of decreased perfusion.

PROGRESS

Refer to FY78. This study has = :umed the stature of a clinically
acceptahle tool and is no lonercr considered a research nrotocol.

STATUS: Completed
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CLIMICAL INVESTIGATIONS SERVI(E
WILLIAM BFAUMONT ARMY MEDICAL CENTER !
'? EL, PASO, TEXAS 79920 !

I TATIL. SITEFT

TITL: Fffect of a Broad Spectrum Antibiotic on the Course of Viral URI

WORIC UNTT NO: 76/23

PRINCIPAJ, INVESTIGATOR LTC R.E. Morrison, MD

. ASSOCIATE INVESTIGATORS:

OBJECTIVES

To determine in a controlled double-blind study the effect of an antibiotic
on the clinical course of acute viral upper respiratory tract infections
with particular attention to any beneficial or deleterious effects of the
treatment with respect to secondary bacterial complications.

TEQINICAL APPROAM 4

Patients admitted to the Acute Respiratory Distress (ARD) Ward without
obvious bacterial infections were to be divided into two random groups.
One group to receive tetracycline HCL, the other a placebo. The physician
taking care of the patients, and the patients themselves, would not know
whether thev were receiving drug or placebo. The code would be held by
the Pharmacy Service. The incidence of complications, in particular,
secendary bacterial infections; the total length of fever; the general
well-being: length of hospital stay; incidence of adverse drug reaction;
and the total cost of treatment would be compared between the two groups.

PROGRESS

Sta‘fing shortages have also caused suspension of this study. Another
atterpt to institute it with the next URI season is anticipated.

STXUS: Mngoing .J




CLINICAL INVESTIGATIONS SFRVICE
WILLIAM BEAUMONT ARMY MEDICAL (ENTER
EL PASO, TEXAS 79920

™TAIL SHEFT
TITLE: Diagnostic Adrenal Scanning with 131, (\P59)
WORK UNIT NO: 76/33 .
PRINCIPAL IMVESTIGATOR I.TC T. Brown, MC
ASSOCIATE INVESTIGATORS:
_OBJECTIVES ‘

The purpose of this study is to determine the usefulness of 1311-
NP59 in scanning of the adrenal glands. It will be emploved for
the following purposes: (a) as a screening test for detection of
primary aldosterone tumor, Cushing's disease, adrenal cortical
adenoma, or pheochromocytoma, (b) imaging of adrenals in patients
who require adrenal venography and are allergic to contrast media, ’
(c) detection of unilateral adrenocortical hypofinction: calcifi-
cation, metastatic carcinoma, post-venography infarction, etc.,

(d) detection of functioning adrenal remnant after adrenalectomy
for Cushing's syndrome, (e) aid in assessment of adrenocortical
steroid therapy.

TEQINICAL APPROAQI

Patients with clinical evidence of adrenal disease will be studied
upon referral from the Pndocrine Service. Adrenal imaging will be
nerformed after iniection of the .aterial to assess the presence
or absence of visualization of the adrenal glands, their size and
Tresponse to suppression therapy.

PROGRESS

NPS9 appears to be a satisfactory agent for adrenal imaging and
studies will be continuing with a new principal investigator.

STATUS: Ongoing
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CLINICAL TNVESTIGATIONS SERVICE
WILLIAM BEAUMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

Di.. AIL SHEET

TTTIE:  Liver Amylase: Fact or Fiction
WORKV INIT NO: 77/07

PRINCTPAI, INVESTIGATOR CPT L M Lehrner, MD

ASSOCTATE TNVESTICATORS: MAJ C M Lund, MD, LTC J S Gunther, MD

OBJECTIVES

The two objectives are: (1) to determine if human liver contains an a-
amylase other than that contributed by ''trapped'" blood, (2) to determine
if there is a detectable alteration in serum and/or urine total and
amylase activitv and/or amylase isozyme pattems in patients with liver
disease.

TEQINICAL APPROACH

Routine laboratory examinations will be performed prior to each peritoneo-
scopy procedure. Depending on the clinical indications one or more liver
biopsies will he obtained. A 5 mm core of liver tissue from each biopsy
will be subjected to special assay, and accordingly the existence of
liver amylase and alterations in serum and/or urine total amylase activity
and/or amylase isozyme pattemns in patients with histologically proven
liver disease will be definitely nroven or disproven.

STATUS: Terminated
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CLINICAL INVESTIGATIMNS SFRVICE
WILLIAM DEAUMONT ARMY MEDICAL (EMTFR
EL PASO, TEXAS 79920

""TAIL SHFEFT

Radionuclide Angiocardiographvy Fvaluation of
Cardiopulmonary Function Using a 'fobile Dual Cardiac Probe

WORK UNIT NO: 77/16

PRINCIPAL INVESTIGATOR Robert Sonneraker, MAT, MC

ASSOCIATE INVESTIGATCORS:

OBJECTIVES

To assess the clinical usefulness of a mobile dual cardiac probe

in the assessment and serial evaluation of cardiopulmonary func-

tion in patients with acute, chronic or potential cardiopulmonary
compramise.

TEQINICAL. APPROACH

Patients undergoing cardiac evaluation for a wide variety of clin-
ical problems were studied to determine left ventricular ejection
fraction, pulmonary transit time, cardiac output, stroke volume,
end-diastolic volume and nulmonarv blood volume at bedside.

PROGRESS

The rmobile dual cardiac probe was used to evaluate cardiac func-
tion in approximately 150 patic ts, irncluaing normals, nersms
with docurented coronary arte:v disease (CAD) persons undergoing

drug therapy optimization, ind onec case of restrictive pericarditis.

Handgrip stress was found to be a much better nredictor of CAD than
either rest or bicycle stress, and probe data agreed verv well with
ventriculorgraphy in predicting ejection fraction and other para-
meters in inotrophy. Because of the low radiation dose to the
patient probe radiocardiography should soon find a comp'ementary
role in nuclear medicine for measurement of left ventricular
reserve and for therapeutic drug intervention monitoring. Several
publications and presentations have been submitted or accepted as
shown in that section of this report. To provide further details
one of the submitted manuscripts is excerpted helow:
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After giving informed consent, twenty-two patients undergoing diagnostic
cardiac catheterization with coronary angiography were subjected to
rest and exercise probe radioc-rdiogranhy utilizing a dual crystal
cardiac nrobe. Fijection fractio. was calculated from a left ventricular
time-activity curve as the fractional fall in count rate corrected for
background activity.

Twenty-four to forty-eight hours nrior to diagnostic cardiac cathe-
terization, Radiocardiography (RCG) was performed at rest and during
stress. Patients were in the nost absorptive state and had not received
any medication for 12 or more hours, Technetium-99m sulfur colloid

1 - 1.5 mCi, was injected into a peripheral vein and ''flushed" into

the central venous circulation with 20cc normal saline and the first
pass through the cardiopulmonary circulation recorded.

After recording the resting RCG, the patient underwent isometric
exercise consisting of a 5 minute sustained handgrip at 25% of maximal
instantaneous voluntary effort utilizing a Jamar hadd dynamometer.
This maneuver has been shown to consistently increase cardiac after-
load. A second RCG was recorded during the final 15 secs of hand grin.

After allowing 10 minutes recoverv, a third RCG was obtained to assure
retum of ejection fraction and pulmonary transit time to baseline
levels.

Dvnamic exercise was then performed in a graded fashion utilizing a
table-mounted nedal-mode ergometer. FElectrocardiographic monitoring
was maintained throughout this period of stress. Exercise was main-
tained until the patient had reached 85% maximum predicted heart rate,
fatigue, or angina. R(Gs were obtained at a heart rate of 100 and at
termination of stress.

Of 21 patients studied, two pati~-nts had isumetric stress only, and
four patients had dynamic stress alone. The remaining 16 patients
had both nrocedures.

Fach patient in the study had complete coronary angiography. Coranary
disease was considered significant if there was 50% or greater narrowing
in luminal diameter.

Mngiographically nomal individuals increased ejection fraction with
either fom of stress. Isometric stress produced no change or a fall
in LVEF in all patients with coronary disease. Dynamic exercise,
however, induced significant increase in LVEF in six of fifteen patients
with significant coronary disease. There was considerable overlap
between these six patients and the nommal subjects, which precluded
camplete separation by bicycle ergometry. Using failure of LVEF to
increase with exercise as an indicator of disease, either bicycle
ergoretry or sustained handgrin was able to detect disease (p<.01 by
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chi square analysis with Yate'. correction); though isometric
stress was a better discriminator than dvnemic exercisc. In the
16 subjects undergoing both forms of stress, analysis with a
Student's paired t-test confirmed that a difference existed (p<.01)
between LVIF during isometric stress and during rhythmic exercise.
It is interesting to note that even isolated narrowing of a right
coronarv artery was consistently associated with a fall in LVEF
during isometric stress (6 natients).

I'xercise electrocardiography is widely utilized in evaluating
patients with possible coronary arterv disease, though it suffers
severe limitatiens in diamostic accuracy. ‘fyocardial nerfusion
imaging with Thallium-201 has deronstrated irmroved sensitivity and
specificity, but is costly, time consumirg, and is usually done in
conjuction with standard treadmill electrocardiography. ‘lore
recently, attertion has focused on ventricular fuictional evaluation
during exercise as a means of identifying individuals with impaired
veptricular reserve as a result of coronary disease.

Based on our ohservations that LVEF was sensitive te drug-induced
changes ir cardiac afterload, the present study was designed to
determine whether or not chanres in LVIJ during a physiolegically-
induced increase in afterload might be & mere sensitive indicator
of impaired ventricular reserve than that observed with conventional
dynamic exercise.

While isometric stress micht not impose significant aercbic require-
ments on the exercising individual henodynamic changes which may
affect cardiac performance do occur. During sustained submaximal
handgrip there is an increase in mean arto+ial pressure, coronary
sinus blood flow, and myocardi:. oxyger consumption, while systemic
vascular resistance (SVR) cidier increases or remains unchanged (as
opposed to the drop in periyheral resistance with dynamic exercise).
This responsc is centrally mediated and is rroportional to the re-
lative force and duration of sustained isometric contraction. It
is independent of the absolute force of ccntraction or the mass of
muscle contracting isometrically. Large increases in SVR have been
observed in subjects attermting to contract muscles in transiently
paralyzed linbs. Txtensive animal studies have also confirmed the
role of the central nervous system. The overall effect is one of
marked increase in afterload with isometric exercise ir centrast to
that resulting from dvnamic stress.

Probe radiocardineraphy was chosen as the technigue for measuring
LVIF in this studv. A cardisrc prove has only recently become
commerciallv available, thus this technicue is not in widespread
use. The estimated standard deviation fer multiple serial LVEF
determinations by this technime is .0257. GSeveral advantages make
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this techniocue preferable to the usual 'gated" radionuclide study.
The scintillation probe is much more sensitive than a gamma camera,
achieving a hundred-fold increase in sensitivity (count-rate) with a
ten to twenty-fold decrease in : iected dose. Since it is a "first-
pass' recording, it requires only 10-15 seconds ner study and can
reasure LVIT at ncak stress rather than averaging it over a period
of minutes. Finally, the currently available probe requires a
considerahly smaller investment in purchase and maintenance than a
camera-conputer svstem,

Our data indicates that there is a significant difference in the
response of the left ventricle to isometric stress compared to

dvnamic stress when a paired t-test was performed on the sixteen
subjects undergeing both forms of exercise (p<.01). All normal subjects
increased LVEF with either form of stress. Hewever, the reduction in
LVEF with isometric exercise in subjects with coronary disease was

both greater in magritude and more consistent in cccurrence than that
observed during bicycle ergometry. This confimms our early impression {
of the sensitivity of LVLF to afterload modification, and supports the

clinical observation that isometric stress may clicit latent impaired
ventricular compliance or ventricular dysfunction as manifest by the
developrent or accentuation of abnormal apical diastolic gallop scunds.

This study has demonstrated the feasibility of using sustained hand-
grip exercise in conjunction with radiocardiography to evaluate
fuinctional ventricular reserve by assessing changes in LVEF during
stress. The simplicity, low morbidity, and enhanced accuracy in
delireating normal and coronarv disease subjects, when conbined with
a low-cost study, suggest a useful role for handgrip radiocardiography
in screening for cardiac disease.
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Su.. 1y of Data

Treadmill Left Ventricular Ejection Fraction
Patient Diagnosis* LCG** Rest Handgrip Bicycle
MW RLC I 58 - 51 .
SN N N 76 - 99
BT N N 77 - 96
0G N p 81 - 87
HC RL P 64 64 63
JB RL p 81 81 95
AT RLC 1 81 62 66
VA R N 75 64 80
™M RLC I 36 36 40
EL R p 85 62 70
WG N N 71 77 82
JH RLC p 54 48 65
cs R P 80 71 72
HR N N 70 77 80
WR N N 65 79 88
BV R n 85 71 81
CT N I 60 63 76
EM R r 67 59 76
AW RLC p 86 69 67
231 RLC P 65 54 -
GR RLC P 84 82 -
FR R N 65 52 83

*essels with 50% or greater narrowing of luminal diameter.
R = right coronary artery,

L = left anterior descending coronary artery,
C = circumflex coronary artery,

N = no significant coronary obstruction

** P = positive test, ST depression 1 mm;

N
I

negative test,
indeterminate, abnormal but nondiagnostic
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Diacnostic Parameters for Trco-dnill ECG and Stress Padiocardiography

Treadmill FCG

Sensitiv oty 60%
Srecific ty 45%
jegative

Predictive Value 54%
Positive

Predictive Value 91%
Accuracy 73%

r = 22
N.S

u
Handorip RCG Bicycle RCG
100% 60%
100% 100%
100% 40%
100% 100%
100% 723 |
1
n=18 n=20 _
|
n <.001 p <.01 '




Ejection Fraction

9 —
.8 —
7
.6 —
NORMALS |CORONARYDISEASE
w" Resting " = Resting
= Bicycle, = Bicycle
[J=Handgrip | = Handgrip
L — “REST

STRESS




Normals Coronary Disease Normals Coronary Disease '
1.0 1.0 1.0 1.0
.ml . - - -
8- - - A -
7- - . . _
u c
.m O\\o
m .6— - J “ e
& :
= 5- .5~ — .
% -5 ,A 5 5 5
@, _
uw )
. — ,
m Q'J — —— -
- N
a..—h. . — - - #m
=
C
¥ - - — O ..
L
>
i
£

Rast Handgrip Rest Handgrip Rest Bicycle Rest Bicycle




CIINICAL, TNVESTICATTIONS STRVICE
WILLTAM BFAUMONT ARYY *TDTCAL (FNTER
EL. PASO, TEXAS 79920

PETALL SHFFT

Effect ot Catecholamines and Antagonists on Tnsulin Dependent

TITIE: Glucose Uptake by the Bladder of Bufo Marinus
WORK_UNTT NO: 77/27

PRINCIPAL IMNVESTIGATOR

MAJ Gerald Kidd, M
ASSQCIATE INVESTIGATORS:

_OBJECTIVES

To evaluate the mechanism of action of insulin on glucose transport
across the toad bladder.

TEQINICAL APPOACH

The toad bladder epithelium appears to be an analog of the distal
tubule collecting duct complex of the mammalian kidney. The
effects of alpha and beta adrenergic blocking drugs on glucose
transport in this system will be studied.

PROGRESS

The principal investigator on this study has been reassigned.
No progress was reported.

STATUS: Terminated




CLINICAL INVESTTGATTONS SERVICE
WILLTAM BFAUMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

DE: TL SHEFT
TITLE: Fffect of Terperature of the Test Meal on Gastric Emptying Time
WORK (MIT NO: 78/02
PRINCTPAL TMVESTTGATOR MAT J Floyd MD, MAJ C. M. Lund, MD
ASSOCIATE INVESTIGATORS
OBJECTIVES

To evaluate the effect of temperature of a test meal of 500cc saline
on the gastric emptving time (GET) of that meal.

TEGINICAL APPROAQ!

The patient population for this study will be volunteers obtained
through the Gastroenterology Clinic. Ten (10) normal subjects will
be studied. Patients who are under 18, pregnant, or lactating will
not be done. Studies on women of child bearing age will be done
during the first ten (10) days following the onset of menses. Gastric
em>tying will be measured by the method of Chaudhuri utilizing Tc-99m
DIPA. GFT will be neasured three times in each subject; in each case
the saline/Tc-99m DIPA will vary from "cold" (4°C) to 'wamm" (24°C),
tc "hot'" (42°C). The test will be done on three consecutive momings
following an overnight fast. The order in .hich the temperature
varies will be randomized.

PROGRESS

Both investipators resigned from the Army. No nrogress was reported.

STATUS: Terminated
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CLINTICAL INVESTIGATIONS STPVICE
WILLTAM RFAIMONT ARMY MEDTCAL CPMNTFPR
FL PASO, TFYAS 79920

TAIL SEETT

Corparison of Cellular Metabolic Indices with Thyroid

TITLE: wsfunction and Therapy

WORK UNIT NO: 78/06 .

PRINCIPAL INVESTIGATOR MAT M. 1. Sellers, MSC

ASSOCIATE INVESTIGATORS:

OBJLECTIVES

To clarify the relationship and clinical usefulness of systolic
tirme intervals as an index of cardiac output and myocardial con-
tractility, 0> consumption at rest and at steady state exercise,
2,3-diphosphoglvcerate (2,3-DPG), measurements in hyperthyroid,
euthyroid and hypothyroid patients and to evaluate the possible
use of these parameters in monitoring therapeutic interventions.

TEQINICAL. APTROACH

Prior to initiation of therapy, hypothyroid and hyperthyroid
patients will be screened for factors influencing 2,3-DPG levels.
The patients will then undergo testing of hematocrit, hemoglobin,
2,3-prc,  pd2, pCO0Z, nil, bicarbonate, serum (N2, 02 consumption
at rest and exercise steady state, and systolic time intervals at
rest. lHyperthyroid patients will be tested nrior to therapy, after
one week of propanolol therapy, and at time of achieving a clini-
cal and thvroid fumction euthvroid stute by means of 1131 therapy
and/or prophvlthiouracil or meth..irnzole. !ypothyroid natients
will be tested nrior to therap. and at tire of achieving a clinical
and thvroid finction euthhvroid state by means of levothvroxine
therapy. TFuthvroid goiter/nodule patients will be tested nrior to
therapy and at a therapeutic stecady state approximately 2 months
after initiation of suppression therapy with levothyroxine.

Factor analysis will be appliecd to clinical indices, thyroid
fimction tests, 2,3-DPG, systolic time intervals and resting and
exercise steadv state 02 consurption with correlations being made
to thvroid dvsfunction state and therapeutic measures utilized.

PROGRESS

The nrincipal investigator has resigned, and MAJ Sellers of the .
Clinical Investieations Service is ranaging the datd.  The CIS
is atterpting to intcpest newly assimed staff in completing this protocol.

STATUS:  Meoing
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CLINICAL. TNVESTIGATTOS SFRVICE
WILLIAM BEAIMONT ARMY MEDTCAL CRENTER
FL. PASO, TEXAS 79920

I.TAIL SHFFT

) Minoxidil as an Anti-hypertensive in Patients Refractory to
[TTLE:  Available Medications

WORK [NTT NO: 78/13

PRINCIPAL TNVFSTIGATOR CrT L. M. Lehrner, MD

ASSOCTATL INVESTIGATORS:

OBJECTIVES

The objective of this protocol is to test the hypothesis that minoxidil
is an effective alternative treatment for patients whose blood pressure
is refractory to availahle drugs or who have experienced unacceptable

side effects from them and whose situation is life-threatening. Another

nurpose is to document clinical experience with minoxidil in a manner
that will provide a basis for extrapolation of the results to the
specified hypertensive population.

TECIINICAL APPROACH

Patients with severe hypertension, unresponsive to conventional medica-
tion and in a life threatening situation will be placed on a regimen
of Minoxidil. The ultimate purpose is to control refractory blood
pressure problems such as sustained severe, accelerating, or malignant
hypertension. Very thorough recordkeeping will be maintained document-
ing unresponsiveness to conventional treatrwnt and responsiveness to
Minoxidil.

PROGRESS
The annual review of this protocol was conducted by the '/BAMC Human
Use Institutional Review Committee 26 Jul 79. At that time three

patients had been entered. Ilypertension was under control and no
complications had been recognized.

STATUS: Ongoing
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CLINTCAL INVESTIGATIONS SFRVICT.
WILLTAM BFAIMOMT ARMY MEDTCAL CPHTER
EL PASO, TEXAS 79920

, "TAIL SHTFT

Evaluation of a Simple Device for Measuring Pulmonary
TITLE: Transit Time and its Value as a Predictor of Congestive
Heart Failure in Acute Myvocardial Infarction
WORK UNTT NO: 78/18

ASSOCTATE INVESTIGATORS:

The purpose of this study is to assess the clinical utility of

a simple device for measuring pulmonary transit time in natients
with acute myocardial infarction.

TEGHNICAL APPRNACH

All natients admitted to the Coronary Care Unit at William

Beaumont Army Medical Center, with a diagnosis of possible acute
myocardial infarction will be entered into the study. Two

hundred patients with myocardial infarct will be studied. A
radiation detector will be positioned over the heart as determined
by clinical examination. The radiopharmaceutical will be injected
intravenously through an arm vein or through a pre-existing catheter
if already in place. The radiophammaceutical will be "flushed" into
the central circulation with 20cc normal saline. The cardiopulmonary
transit during the first pass through the heart and lungs will be
monitored and recorded by an inst ment. The radiopharmaceutical
agent for this projection will bc¢ Tc-99m pertechnetate, a radiophar-
maceutical approved for vascular flow studies. The dose will be
3-600uCi, a dose far less than utilized for any other routine
procedure with this agent. Anticipated number of nersons to be
studied is approximately 60 per month, of which approximately 15
will represent true myocardial infarction. Periodic evaluation of
results will be made in six month intervals to evaluate utility of
information in terms of patient care, nhysician knowledge, and
medical training.

PROGRESS

The principal investigator withdrew the protocol and has resigned fronm
the Army.

STATUS: Terminated
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CLINICAL INVESTIGATIONS SFERVI(E
WILLTAM BFAUMONT ARMY MPDICAL CFMNTER
EL PASO, TEXAS 79920

DETATL SHEGFT

Tr71 . Tvaluation of Fxercise Fjection Thase Indices in the Diagnosis
: " of Coronary Artery Disease

WORK UNTT NO:

78/19
PRIMNCIPAL, IMVESTIGATOR

MAJ D. Albers, MD

ASSOCTATT: INVESTTGATORS:

OBJECTIVES

The purpose of this study is to evaluate the diagnostic accuracy,
sensitivity, and specificity, of changes in systolic ejection rate !
with hand grip stress as measured by radionuclide techniques when
h applied to patients with coronary artery disease.

_TEGHNICAL APPROAGH 4

Patients undergoing routine coronary angiography for established
indications will be studied. "ritten consent will be obtained .
Left ventricular ejection fractions and systolic ejection rates will
be obtained at rest and during the termination of the period of
isometric handgrip exercise. The patients will be injected with 20
mCi of Tc-Human Serum or an approved radiopharmaceutical for cardiac
imaging. TFjection Fractior and systolic ejection rates will be
reasured at rest and during stress in a modified 45° LAO projection
period. In addition a resting study will be obtained in a 30° RAO
projection for completion of the study and maximum information yield
to the attending physician. Data -ill be processed with a dedicated
nuclear medicine computer planned for acquisition. Approximately
twelve patients will be studied monthly.

PROGRESS

None

STATUS: Terminated *




CLINICAL INVESTIGATIONS SERVI(E
WILLTAM BEALMONT ARMY MEDICAI, (ENTER
EL PASO, TEXAS 79920

“TAIL SHET

TITIE: Comparison of Left and Right Ventricular Function Response
—=" to Stress in Patients with Coronarv Arterv Disease

YWORK UNIT NO: 78/20

PRINCIPAIL, TNVESTTGATOR MAJ D. Albers, MC

ASSOCTATY INVESTTGATORS:

OBJECTIVES

The goal of this study is to establish the functional reserve of
the right ventricle in patients with coronary artery disease and
normals, and to investigate the association of right coronary
arterv disease and right ventricular dysfunction.

TEQINICAL APPROACH

Patients will be limited to those having recently undergone
coronary artery catheterization for established indications. A
minimum of five and a maximum of ten patients with no demonstrable
coronary artery obstructions will be evaluated in order to establish
nomal controls. Thirty patients with varying degrees of coronary
artery disease will be entered into this study. The natients will
be injected with 20 mCi Tc-99m human serum albumin (an approved
radiopharmaceutical for cardiac imaging). The patients will be
imaged in a supine nosition with the ypamma camera detector head
positioned in a modified 45° LA® g;rojection. Data acquisition

will require approximately twc minutes for reliahle determination
of biventricular ejection fraction by a dedicated nuclear medicine
corputer. Patients will be required to sustain a handgrip of 25%
maximm voluntary contraction using a JAMAR hand dynamoreter for a
period of six minutes. During the final two minutes, a second
acquisition of data would be performed and processed for measurement
of stress ejection fraction. Results at rest and stress right and
left ventricular ejection fractions would be related to findings by
contrast angiography. Radiopharmaceuticals will not be administered
to pregnant or lactating females or persons under 18 years of age.
Approximately 15 nersons will be studied per month.

PROGRESS

‘lone

STATUS: Princinal investigator resigned from the Armmy. Terminated
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CLINICAL INVESTIGATIONS SFRVICE
WILLIAM BFAUMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

DETATL SUFET

TITLE Separation and identification of (™K Isoenzymes by
— Radioirmunoassay Techniaue

HORE (IT N0: 95

PRINCITAL IMVTSTIGATOR:

Herbert . llenry, MAJ, MC
ASSOCTATT TMVESTIGATORS: s

OBJTCTIVES

The purpose of this study is to develop a routine method for
measuring CPK isoenzyme levels with emphasis on the MB fraction
using RIA techniques. 4

TEQINTCAL APPROACH

Individual isoenzymes of CPK obtained from commercial sources will
be injected into rabbits to elicit specific antibody responses. The
analysis for ('K would be performed by classical RIA techniques. CPK
would be tagged and reacted in varying concentrations with the
individual antibodies produced and harvested from the rabbits.
Standard concentration curves and cross-reactivities would be estab-
lished to determine RTA srecificity. From the standard curves,
unknown CPK concentrations in serum will be detemmined. Tt would
ther be nossible to correlate values for the MB fraction in the
nommal and infarcted nopulatiuns

PPOCRESS

This is a new study which has not yet commenced.
The originral nrincipal investigator resigned. The new principal
investigator assumed the nrotocol in September 1979,

STATUS: Ongoing




CLTNTCAL IMVESTIGATIONS STFRVICE
WILLTAM BFAIMONT ARMY MEDICAL CFXTER
LI PASO, TEXAS 79920

DETAIL SIHFET

TITLE: Measurerent of Pulmenary Function Muring lLaparoscopy
WORIL IMIT NO: 79/n2

PRINCITAL IMVESTIGATOR: MAT David K. Fenner, MM

ASSOCIATE IMVESTIGATORS:

OBJECTIVES

The data obtained from the three sets of forced vital capacities 'will ]
be analvzed with respect to the change in FCV, TEVy, FTV4% , anl MTF
occurring durirg the performance of laparoscopy. This analysis will be
performed by the Pulmonary Departrment. Our purpose is to determine
whether the distension of the abdomen with 20 causes significant com- 1
promise in patients' airflow or limg volure. UWe expect to see a restric-
tive defect, but the data will be of henefit even if no changes are
documerted. This is important clinically since patients with chronic
lIing disease could have simificant morbidity and/or mertality if there
is corpromise of their nulmonary status during laparoscopy.

TI(ANTCAY. APPROACT!

Subjects will be patients undergoing laparoscopy performed by the
gastroenterolopy staff and feller at "BA'iC. TIrmediately prior to
laparoscopy, with the patient i: the supine position, routine pulmonary
finction tests will be reasurcd. These baseline TFT's (PFT #L) will
serve as controls. Following completion of TFT #1, the preparation

for laparoscopy will begin in the standard manner, including premedica-
tion, I.V. with atropine, merperidine, and hydroxyzine hydrochloride
(Vistaril) intraruscularly. A second set of PFT's (PFT #2) will be
recorded prior to the insufflation of nitrous oxide into the abdominal
cavity. Nitrous oxide will be introduced into the abdominal cavity.
When adequate abdeominal distension has been obtained, the prneumoperitoneum .
needle will be removed and routine PFT's will again be measured (PFT #3).
The rermainder of the laparoscopy will then be performed.

We would anticipate that the irclusion of the three sets of spiroretries

will add less than five minutes to the procedure. There will be no ¢
added discomfort or morbiditvy to he patient from these noninvasive

procedures. The nced for laparoscopy must be apreed uron hy the gastro-
enterolosy stnff, not to include the principal investigators. Informed

consert will be obtained from all patients.

PROGPESS
The prirciral and associate investigators resigned from the Army.

STATUS:  Terminated




CLIMTCAL INVESTIGATIONS STRVICE :
WILLIAM BFAUMONT ARMY MEDICAL CENTER !
LL PASO, TEXAS 79920

DETAIL SHEET

.. Technetium-99m-pyridoxylidoneglutamate (Tc-99m-PG) for Diagnosis
TITLE: St .
- of Hepatobiliary Disease

WORK UNIT NO: 79/05 ‘ ’_

PRINCIPAL INVESTIGATOR: MAT H.W. Henry, MC
L - . ] .

ASSOCTATE THVESTIGATORS :

OBJL.CTIVES

To evaluate the clinical efficacy of Tc-99m-PG as a diagnostic hepato-
biliary and gallbladder agent. TC-99m-PG is presently being evaluated

for its ability to provide clinically useful information regarding biliary
tract and gallbladder disease processes [1-3]. This radionuclide has 3
alreadv been shown to be valuable in the assessment of hepatobiliary 3
function, diagnosis of acute cholecystitis, evaluation of gallbladder
dysfunction, and in differentiation of hepatocellular disease from extra-
hepatic obstructive jaundice.

This additional diagnostic agent could provide more rapid diagnoses in
diseases of the biliary tract and gallbladder than with the standard

methods presently available. Farlier diagnoses of abnommalities could ]
decrease patient suffering overall and particularly in the acutely ill.

Tc-99m-PG has been demonstrated to have a wide margin of safety, thereby
avoiding the risk of reactions. ~ high incidence of reactions, including
fatal reactions, is known to occur with intravenous cholangiographic

: contrast materials utilized in conventional radiography. The actual

: incidence of reactions to intravenously administered cholangiographic

E contrast media overall is not accurately established since no consistent
efforts have been made to report nonfatal reactions. The incidence of
fatal reactions following intravenous cholangiography is approximately ]
0.0025% or 1:40,000. Because of the rapid blood clearance of Tc-99m-PG
more rapid diagnoses may be made in acute cholecystitis (i.e., within
one hour), whereas, conventional radiographic methods may require
several hours. Ouantitative assessment of hepatobiliary fumction is
nossible with Tc-99m-PG. Tc-99m-PG may allow improvised visualization
of the biliary system, even when the serum bilirubin level is mildly
elevated.

Lack of B - radiation allows the use of doses un to 15 mCi giving
statistically more valuable information about biliary function than with
I-131-rose bengal.
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TEGINICAL APPROACH

The patient population for the . +udy will consist of active duty,
retired, and appropriate dependen. personnel who have suspected acute
or chronic hepatobiliary disease processes.

Patients who are pregnant, lactating or who are under the age of 18 vears
will not be studied unless the indications for the study and the benefit

to be gained outweigh the potential risk to the patient. Female puatients
of childbearing age will be studied within approximately 10 days following
the onset of menses. Patients after 10 days menses will be evaluated for
benefit versus risk. A series of patients who fulfill the above criteria
will be injected intravenously with Tc-99m-PG. The adult dose will consist
of approximately 15 mCi. For patients under 18 years of age that dose will
be calculated according to the weight or approximate body surface area of
the patient. Fach patient study will be carried out under the supervision
of a physician. The instruments used for detection will be the gamma
scintillation cameras located at the "William Beaumont Army Medical Center,
Nuclear Medicine Service.

Fach patient will be studied following a 4-6 hour period of fasting when
possible. Following intravenous administration of the Tc-99m-PG sequential
scintiphotos will be obtained at 5 minute intervals for up to one hour
following injection. Simultaneous computer acquisition of the data will be
obtained for further analysis. Nuclear images will be made and stored on
film and/or on magnetic tape or data storage disks. Curve plot data can
be subsequently derived from this information when appropriate.

In selected patients who have suspected chronic gallbladder disease, delayed
images may be obtained at 2-4 hours post-injection when deemed necessary.

1f gallbladder dysfunction is suspected in patients who have chronic symptoms
but who have been shown not to have calculi by routine oral cholecystography
evaluation of gallbladder emptyin- may be cu.ained by intravenous injection
of Kinevac (Sincalide for injectiorn--manufactured by E.R. Squibb § Son, Inc.
and currently used in routine oral cholecystography). The dose recommended
by the manufacturer is 0.02 mcg. per kg. This methodology offers the advan-
tage of a standardized, precise and reproducible quantitative assessment of
gallbladder contractibility (better than oral fatty meals etc., used in
conventional radiographic techniques in the past). This will allow computer
analysis and nrintout of data for determination of a washout curve as gall-
bladder emptying occurs. Prescription forms, patient charts, and consulta-
tion forms will be used to record pertinent data.

PROGRESS
Approval from OTSG was received 24 Jul 79. No patients were entered in

FY79.

STATUS: (ngoing




CLINICAL INVESTIGATIONS SFRVICE
WILLIAM BEAUMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

NI.TAIL SIIFFT

The Liffect of Isoniazide (INH) On Prolactin and Gonadal

TIVI .
RMER Function

WORY IMNTT N0 79/06

PRIMVCTPAY, TMVISTTCATOR:

MAJ G. Kidd, M.D.

ACSOCTATE TMNVTSTYCATORS

OBJLCTIVES

™ridoxine may be an important cofactor in the tonic inhibition
of prolactin secretion. IMN can cause nyridoxine deficiency and
eleveted nrolactin levels. Prolactin effects gonadal function
and we nropose to study these processes.

TrAINICAL APPROAGI

Carplete nrolactin and gonadal evaluation in patients before
and during initial treatment.

PROGRESS

The principal investigator is be .:ip transferred, therefore the study
will be continued at Fitzsimone Army Medical Center.

STATI'S:  Terminated

65




CLINICAL INVESTIGATIONS SFRVICE
WILLIAM BFAUMONT ARMY MEDICAL CENTTR
EL TS0, TEXAS 79920

DETAIL SHEET

~ Incidence of HL.-A B27 Positivity in "Idiopathic' Aortic
TITIE: Insufficiency '

WORK UNIT NO: 79/13

PRINCIPAL INVFSTIGATOR: CPT B. Lynn Feaster, MC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

To determine if "idiopathic'" aortic insufficiency can be an isolated
manifestation of the spectrum of HL-A B27 associated syndromes.

TEQINICAL APPROACH

Aortic insufficiency has been associated with ankvlosing spondylitis,
nsoriatic arthritis, ulcerative colitis, Reiter's svndrome and incomplete

Reiter's syndrome. It occurs in 1-4% of patients with ankylosing spondy-
L litis. The various manifestations of these syndromes nresent asynchron-
ously, some occurring years before the complete syndrome and others years
later. With incomplete Reiter's Syndrome arthritis is the major mani-
festation to occur. There is a high association between HIA B27 tissue
tvpe and ankvlosing spondvlitis, nsoriatic arthritis, ulcerative colitis,
Reiter's Svndrome, and post-dvsenteric arthritis. With the known
variation in nresentation of the “ificrent wsnects of the disease, it is
possible that isolated events o.cur without development of any other
manifestation. It has been shown that anterior uveitis, which is
freauentlv associated with these diseases, can nresent without arthritic
patholory. There is an increased HLA B27 antigen associated.

The purpose of this study is to try to identify a genetic subgroup among

people with isolated aortic insufficiency who represent a single manifes-

tation of the HL-A B27 nositive spectrum of disease. Charts of patients

with Al from the Cardiology and Internal Medicine Clinics of this hospital

will be reviewed to rule out a history of Rheumatic Fever, Syphylitic

aortitis, SBI, and for presence of an arthritis history. Thysical exami-

nation will be used to confim wnivalvular disease and absence of Marfan's
svndrome. Those patients that it the criteria will have HL-A tissue

typing performed which requires one vial of blood. Appropriate x-rays ’
will be taken when history and ph sical examination indicate.




At least 30 to 50 patients will be needed in the study to have meaningful
results. It should take from n. o months to one year to accumulate the
patients and laboratory data. Controls will consist of people with acute
insufficiency with definite etiology.

This study was not approved by HSC until FY80 (10 Oct 79)

STATUS: Ongoing




CLINICAL INVESTIGATIONS STRVICE
WILLIAM BFAUMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

DETAIL SHEFT

~ Clearing of Bacteria from Sputum of Patients with Chronic Bronchitis
TITLE:or Pneumonia Following Antibiotic Therapy

WORK UNIT NO: 79/14

PRINCIPAI. INVESTIGATOR: (T B.L. Feaster, MC

ASSOCIATE._INVESTIGATORS:

OBJECTIVES

The objective of this studv is to determine the amount of time required
for sputun from n: *ients with chronic bronchitis and or pneumonia to
become clear afte - antibiotic therapy is initiated.

TEQINICAL APPROAMH

The rate of clearing of bacteria from urine and blood following antibiotic
therapy has been described. In respiratory disease the rate of clearing
of clinicul symptoms and radiographic abnormalities is known. However,
the rate of clearing of bacteria from sputum in patients with infected
airways or pneumonia is not known. The purpose of this study is to deter-
mine that rate of clearing. Correlation with clinical status and response
to therapy will be analyzed.

Patients admitted to the medical ¢ -rvices of Jilliam Beaumont Army Medical
Center with chronic bronchitis o pneumonia will have a sputum collected
for gram stain and culture on admission. After appropriate antibiotics
have been begun, subsequent sputum samples will be collected for gram
stain at 6, 12, 24 and 48 hours after admission and the nresence or absence
and tvpe of bacteria present will be noted.

Patients admitted with the above diagnoses will be used regardless of age

and sex. Thirty to fifty patients will be used. Mo controls will be

included. The approximate time to completion will be ahout six months.
PROGRESS

The study was not approved by HSC until FY80 (1 Oct 79)

STATUS: Ongoing




(LINICAL TINVESTICATIONS SFRVICE
WILLIAM BEAUMONT ARMY MEDICAL CENTER
El. PASO, TEXAS 79920

NETALL SIEET

TITLE: awoe 7410:  Chronic Lymphocyte lLeukemia Protocol
WORK INIT NO:  70/15

PRINCIPAL TNVESTIGATOR: MAJ P.C. Farley, MD

ASSOCIATE TNVESTIGATORS:

OBJECTTVES

To determine the response rate, both complete and partial, in chronic
Ivphocytic leukemia, to combination chemotherapy with: a) Cyclophosphamide,
adriamycin and prednisone (CAP) as primary therapv in patients who have had
no prior chemotherapy. b) CAP as secondary therapy for those patients

who have previously received low dose chlorambucil. To assess the effective-
ness of intermittent cyclophosphamide and prednisone in maintaining a
remission.

TEQINICAL APPROACH

Th2 details are lengthy and specified in the original SWOG protocol.
unlicates are kent on file in the Clinical Investigations Service, WBAMC
anl are availabhle unon request.

_PROGRISS

This is a new studv at WBAMC which was not approved by 1{SC prior to the
end of ¥FY79.

STATUS:  Ongoing




CLINICAL INVESTIGATIONS STRVICE
WILLTAM BEAUMONT ARMY MEDICAL CENTER
El. PASO, TEXAS 79920

DETALL SHEET

TITIE: SWOG 7433:  Stage T & IT Non-lodgkins Lymphoma
WORK UNTT NO:  79/16

PRINCIPAL INVESTIGATOR: MAJ P, C. Farley, '™

ASSOCTATT INVESTIGATORS

MBJECTTVES

To campare the remission rate, remission duration and survival in patients
with non-tlodgkin's lymphoma, pathologic stages I, I, Il treated with

extended field radiotherapy (supradiapharagmatic maﬁtle or abdominal field)
alone, with extended field radiotherapy nlus comhination chemotherapy (QHOP).

TEQINTCAL. APPROAQH

The details are lengthy and specified in the original SWOG protocol.
Duplicates are kept on file in the Clinical Tnvestigations Service, WBANC
and are available upon request.

PROGRESS

This 1s a new studv at WBAMC which was not approved by HEC prior to the
end of ¥Y79,

STATUS: Ongoing
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CLINICAL IMVESTIGATIONS SERVICE
WILLTIAM BEAUMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

DETAIL SHEET

TITLE: SWOG 7436: Combined Modality Therapy of Breast Cancer

WORK UNIT NO: 79/17
PRINCIPAL INVESTIGATOR: MAJ P.C. Farley, MD

ASSOCIATE INVESTIGATORS:

MBJECTIVES

To cormpare the effect of two adiuvant chemotherapy programs upon the

time to recurrence and upon the percentage of recurrence in nost-operative
breast carcinoma patients who have a high risk of developing metastases.
To campare the effect of these adjuvant chemotherapy programs upon the
survival pattemn of such patients.

TECHNICAL APPROAMH

The details are lengthy and specified in the original SWOG protocol.
Duplicates are kept on file in the Clinical Investigations Service, WBAMC
and are available upon request.

PROGRESS

This is a new study at WBAMC whic. was not approved by HSC prior to
the end of FY79.

STATUS: Onpoing

71

Epees




CLINICAL INVESTIGATIONS SFRVI(CE
WILLIAM BEAUMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79520

DETAIL SHEFT

TITIE: SNOG 7440:  Adjuvant Chemotherapy for Osteogenic Carcinoma

WORK UNIT NO: 79/18

PRINMCIPAI, INVESTIGATOR: MAJ P.C, Farley, MD

ASSOCIATE INVESTIGATORS:

OBJECTIVES

To detemire the efficacy of combination chemotherapy with CY-VA-DIC
(cyclophosphamide, vincristine, adriamycin and DIC) in nreventing the
development of metastases in natients with osteogenic sarcoma who have
received definitive surgery for their primary lesions and who have no
evidence of residual disease. To determine the survival and disease-

free interval pattern of patients on this study to be compared to historic
controls in the medical literature.

TECHNICAL APPROACH

The details are lengthy and specified in the original SVOG protocol.
Duplicates are kept on file in the Clinical Investigations Service, WBAMC,
and are available upon request.

PROCRESS

This is a new study at WBAMC which was not approved by HSC prior to the
end of FY79.

STATUS: Onpoing ’
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CLINICAL INVESTIGATIONS SFRVICE
WILLIAM BFAUMNT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

DETAIL SHEET

TITIE:  SWOG 7410: Adjuvant Chemoimmmotherapy for Matients with
) Locally Advanced Adenocarcinoma of the Large Bowel
FORK INIT NO: 79/19

PRINCIPAL INVESTIGATOR:

MAJ P.C. Farley, MD
ASSOCTATE  INVESTIGATORS:

MBJECTIVES

To determine the efficacy of adjuvant chomotherapy with the highly
cffective combination of Methyl CCNU (MeDINU) and 5-Fluorouracil
(5-FU) and to determine whether this is added to by immmotherapy with
oral Bacillus Calmette-Guerin (BCG) on the disease-free interval and
survival of patients with Duke C large bowel adenocarcinoma.

TECHNICAL APPROACH

The details are lencthy and specified in the original SWOG protocol.
Duplicates are kept on file in the Clinical Investigations Service, WBAMC
and are available upon reauest.

This is a nev study at “BAMC which was not approved by LTSG prior to the
end of FY79.

STATUS: Ongoing
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CLINICAI, INVESTIGATIONS SFERVICE
WILLIAM BEAUMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

DETAIL SHEFT

SWOG 7518: Stage IIIA and B Hodgkins Disease Remission Induction

TITIF:by Radiation Therapy Plus Chemotherapy Combination Versus Chemo- \
therapy Alone.
PRINCTPAL INVESTIGATOR:  yiay p.c. Farley, MG

ASSOCTATE TNVESTIGATORS:

MBJECTIVES

To compare the effectiveness of 10 courses of a 5-drug combination |
chemotherapy (including nitrogen mustard, vincristine, procarbazine,
nrednisone, and bleomycin) program against the combined 3 courses of
chemotherapy followed by total nodal irradiation therapy nrogram for
complete remission induction in patients with Stage III asymptomatic A
| or symptomatic-B Hodgkin's Disease.

To evaluate the systematic 'restaging' of natients in anparent
complete remission.

To assess the length of unmaintained remission after intensive induction
with 10 courses of chemotherapy treatment versus the combination
chemo-radiation therapy, after documentation of CR status by careful
"restaging.''

To assess the toxicity of the ch-.wothcrapy alone portion of the study
versus the toxicity of the cortination of chemotherapy and radiation
therapy.

To intercompare the results of this program with those to be obtained
by the ongoing MOPP #5 study (SWOG-7406).

TEGINICAL APPROAQI

The details are lengthy and specified in the original SWOG protocol.
Duplicates are kept on file in the Clinical Investigations Service,
WBAMC and are available unon reauest.

This is a new study at WBAMC which was not anproved by HSC prior to
the end of FY79.

STATUS: Ongoing
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CLTNICAL. INVESTIGATIONS STRVICE
WILLTAM BEARMONT ARMY MEDICAL CENTER
EL. PASO, TEXAS 79920

DETAIL SITET

TITLV: SOG 7521 Adiuvant Melanoma

WORK, (MITT NO: 79/21

PRINCTPAL, TNVESTIGATOR: MAT P.C. Farley, MD

ASEOCTATE INVESTIGATORS:

OBJECTIVES

T» determine the efficacy of B(NU, hydroxyurea, and imidazol
carboxamide (RIM) in nreventing the recurrence of disease and
prolonging the survival of npatients with primary malignant melanoma
wno have received definitive surgical treatment for their primary
lesions, have no evidence of residual disease but in whom by the
clinical and pathological characteristics of the primary lesion can
be predicted to have a high incidence of recurrence.

To determine the efficacy of combination chemotherapy (BHD) with and
without BCC in nreventing the development of metastases and prolonging
the disease-free interval and survival of patients with recurrent
malignant melanoma which has been surgically excised ('™inimal
residual disease)

To determine the immmocompetence of patients with malignant melanoma
and any correlation with prognosis.

To determine the influence i chemotherapy and chemoimmunotherapy
uon the irmunmocompetence of these patients with malignant melanoma.

TEQINICAL APPROA(Y!

The details are lengthy and specified in the original SVOG protocol.
Muplicates are kept on file in the Clinical Investigations Service,
WBAMC, and are available upon reauest.

PROGRESS

This is a new studv at “BAMC which was not approved by LTSG prior to
tiwe end of FY79,

STATUS:  Deoing
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CLINICAL INVESTIGATIONS SFRVICE
WILLTAM BEAUMONT ARMY MEDICAL CENTER
EL PATO, TEXAS 79920

DETAIL SHEFT

TITLE: Corbination Chemotherapy for Advanced Soft Tissue Sarcomas

WORK UNIT NO:  79/22

PRIMCTPAL INVESTIGATOR: MAJ P.C. Farley, D

ASSOCIATE TNVESTIGATORS:

MBJECTIVES

To determine the maximal effective chemotherapy induction regimen for
patients with disseminated soft tissue sarcomas who have probability
of response >5N%. To detemmine if cycling the use of adriamycin and
maintenance with CY-DIC-DACT increases the duration of CR's treated
initially with A-DIC.

TEGHNICAL APTROAH

The details are lengthy and specified in the original S0G nrotocol.
Nuplicates are kept on file in the Clinical Investigations Service,
WBAMC, and are available upon request.

PROGRESS

This is a new studv at WBAMC whic . was not approved by HSC prior to
the end of FY79,

STATUS: Onooing




CLINICAL INVESTIGATIONS SERVICE
WILLTAM BEAUMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

DETAIL SHPTT

TITLE: g 7630 Cherotherapy of Advanced Prostatic Cancer
WORK UNTT NO:  79/23

PRINCTPAL TNVESTIGATOR:  MAT P.C. Farley, MD

ASSOCIATE IMVESTTGATORS: 4

OBJECTIVES

To compare the rate or response of hvdroxyurea to a two-drug corbination
of adriarycin and cyclophosphamide in patients with advanced carcinoma of
the nrostate who have measureable disease (Stage D-bone metastases or
extrapelvic disease).

To compare the duration of survival in patients with no measureable
disease treated with one of the treatment regimens.

To estimate the response rate to each crossover regimen in patients
that have been treated and did not respond to one of the regimens.

TEGNICAL APPROA(H

The details are lengthy and specified in the original SWOG protocol.
Nunlicates are kept on file in the Ciinicel! Investigations Service,
WBAMC, and are available upon r quest.

PROGRESS

This is a new study at 'BAMC which was not approved by LTSG prior to
the end of FY79.

STATUS:  Ongoing




CLINICAL INVESTIGATIONS SFRVICE
WILLTAM BEAUMONT ARMY MPDICAL (ENTTR
EL PASO, TEXAS 79920

NDETAILL SIFFT

TITLE: swunG 7632: Combined Modality for Recurrent Breast Cancer

WORK INTT NO:  70/24

PRINCIPAL TMVESTTCATOR:  MAJ P.C. Farlev, MD

ASSOCTATE INVESTTCATORS

MBJECTTVES

Establish the survival of breast cancer patients when treating the
first recurrence with a coordinated hormonal chemotherapeutic approach.

Determine the efficacy of a resyonse to the antiestropen Taroxifen
in predicting response to ablative surperv,

Correlate hormonal manipulations with estroeen ard nrogesterone
receptors where rossible.

TEARNTCAL APPROA

The details are lengthv and specified in the original SOG protocol
Duplicates are kept on file in the Clinical Tnvestigations Service,
WBAMC, and are available wpon reauest.

PROGRESS

This is a new study at "BAYC which was not anproved by HSC prior
to the end of Y79,

STATU'S:  Ongoine




CLINICAL INVESTIGATI(NS SERVICE
WILLIAM BEAUMONT ARMY MEDICAL CFNTFR
EL PASO, TEXAS 79920

DETAIL SI'EFT

e, w00 7632: Combined Modality for Limited Squamous Carcinoma of Lung

VORK UNTT NO: 79/25

PRIMNCIPAI, INVESTIGATOR: MAJ P.C. Farley, MC

ASSOCTATE TNVESTIGATORS :

OBJECTIVES

To determine whether chemotherapy with adriamycin and/or immmnotherapy
with levamisole, improve median survival of split-course radiotherapy
used alone in the treatment of patients with limited extent, squamous
tronchoeenic carcinoma.

To determine the qualitative and quantitative toxicity of each
treatment regimen.

TEQINICAL APPROAQH

The details are lengthy and specified in the original SWOC protocol.
Duplicates are kept on file in the Clinical Tnvestigations Service,
'"BAMC, and are available upon request.

This is a new study at VWBAMC which was not approved by HSC prior to
the end of FY79.

STATUS:  Onpoing
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CLINICAL INVESTICGATIONS SFRVICE
WILLTAM BEAMONT ARMY MEDICAL CENTER
EL PASY TEXAS 79920

DETAILL. SHEET

TITI: SKOC 7703: Treatment in Combination with RONU, DTIC, or
Procarbazine in Patients with Malignant CGliomas of the Brain
WORK INIT NO: 79/26

PRINCTPAL TNVISTIGATOR:  s(AJ p.C. Faplev. MC
1l o\ < PaE PERA Y

ASSOCTATE. TNATSTTCGATORS:

MBJECTIVES

The purpose of this study is to compare the effectiveness of radiation
therapy plus BCNU, radiation therapy nlus NTIC, and radiation therapy
plus Procarbazine for remission induction, duration of remission, and
survival in patients with malignant gliomas of the brain.

TEAINICAL APPROAGH

The details are lengthy and specified in the original SUOG protocol.
Mplicates are kept on file in the Clinical Tnvestigations Service,
WBAMC, and are available upon request.

PROCRES S

This is a new study at "BAMC vnich was not approved by HSC nrior to
the end of AY79,

STATI'S:  Meoine
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CLINICAL INVESTIGATIONS SFRVICE
WI1LLTAM BEAIRMONT ARMY MEDICAL CENTFR
EL PASO, TEXAS 79920

NETALL SITET

S 7T03/05:0 Chenoirrunotherapy for Maltinle Meeloma VMO +
T s VSVMCD ABAT vs MP for Tnduction Therapy: VWP vs WMCP + Levamisole
B for Maintcnance
WORK INTT NO: 79/27

PRIMCIPAL TMATSTIGATOR: MAT P.C. Farley, MC

ASEOCTATE. TMVESTTCGATORS @

MB.IECTIVES

To compare the effectiveness of three intermittent pulse chemotherapy
corbinations VM + VCAD vs VMCP + VBAP vs MP for induction of remissions
in previously untreated patients with multiple myeloma. Results will
also be compared with other combination chemotherapy treatrents in
nrevious SWOG studies, especially VMCP treatment in SWOG 7418 and
nrevious studies of MP combinations.

For natients nroven to have at least a 75% tumor regression after
induction, to compare the value of 12 months of chemoimmmotherapy
miintepance \™(P + levamisole in comparison to VMCP alone.

To establish baseline and serial data on irmunologic status in these

natient ocroums.

TEAMNTCAL APTROA(T!

The details are lencthy and specified in the original SWOG protocol.
Muplicates are kept on file in the Clinical Tnvestigations Service,
'BAMC and are available upon request.

PROGRESS

“his is a new studv at BAMC which was not approved by HSC prior to :
the end of Y79,

STATUS:  Oneoing
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CLINTCAL INVESTIGATIONS SFRVICE
WILLTAM BFAMNT ARMY MEDICAL CITER
EL PASO, "UXAS 79920

DITAIL SI'FET

L, SO 77130 herotherapy in Mon-Hodgkins Tymphoma (1OP vs QISO +
TITLE: Jevamisole vs (100 + Levamisole + BOG for Rermission Induction Therapyv

WORK UNIT NO:  79/28

PRINCIPAL INVESTIGATOR: MATJ P,C. Farley, 'm

ASSOCTATE TNVISTIGATORS:

OBJECTIVES

To compare the effectiveness, in terms of rate of response two chemo-
immmotherapy regimens (GIOP + Levamisole vs (QIOP Levamisole BCG) against
(Hor for remission induction in previous untreated patients with non-
Hodgkin's Ivrphoma

For patients proven to be in corplete remission after induction, to
compare the duration of documented corplete response ohtained by
continued maintenance irrmumotherapy with lLevamisole vs no maintenance
therapy.

For patients with impaired cardiac function (not eligible for treatment
with Adriamycin), with mycosis fungoides, or with only a partial response
to 11 courses of treatment with (QHOP-lLevamisole-BCC, to estimate the
corplete response obtained by contirued cheiolsmunotherapy with QIO -
Levamisole.

To estimate the (NS relapse rate in patients with dif{.e lyrphonas
when (NS prophvlaxis with intrathecal cytosine arabinoside is used.

To continue to ecvaluate the irmact of systematic restaging of
patierts judged to be in complete remission and the vulue of
expert hematepatholooy review of diacmostic material from all cases.

To establish baselire and serial data on irmunologic statute in both
cheroirmmnotherapy oroups.

TEQINICAL APPROAM

The details are lengthy and specifi«d in the eriginal SKHOG protocol.
Duplicates are Kept on file in the C'inical Tnvestigations Service,
WBAMT, and are available upon request.

PROCRESS

This is a new studv at 'BAMC which was not approved by OTSC prior to
the end of Y79,

STATIS . Mnenirge
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CLINICAL INVESTIGATIONS SFRVICE
WILLEAM BEAIMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

ETATL SHIET

e SPDE TTI70 Dinpnostic Studies for Pationts with Adenocarcinoma
D60 inknown Oriein

WORK T N2 70/20

PRINCTPAL TNVESTTCATOR: vy p ¢, Farly,

ASSOCTATE. TMTETTCATORS

OBJECTTVES

To determine the vield of various diamostic procedures in finding the
site of twvor origin in patients who present witn metastatic adenocar-
cinora with no ohvious primary source.

To corpare the efficiency of corbination chemotherapy using Flueroura-
cil, Adriamyein and Ovtoxin vs. Fluorouracil alone the palliative manage-
mert of patients with metastatic adenocarcinoma of wnknown origin.

To assess the hematologic toxicity of the chemotherapy regimen on

treated patients.

CTEAINICAL, APTROACH

The details are lengthy and specified in the original SHOG protocol.
Mplicates are Kkept on file in “he Clinical Tnvestigations Service,
WBAMC, and are available upon couest.

PROCRESS
This is a new studv at "BWC which was not approved by HSC prior to
the end of Y79,

STATUS: neoing




CLINVCAL ENVESTITOATTONS SYRVICE
WILLTAM REATMONTE ARMY MEDICAL (BMNTER
El. PASOL "EXAS 79920

DETALL SHELT

Skoe 7725 Continuous 5-rue Induction with Intermittent QPT s
TITIF: PF + Levamisole for Maintenance in Patients with Fstrosen
ceptor Negattve Breast Cancer
WORK INTT N0ty /5

- MAT DL CL Farley, M

ASSOCTATY INVESTIGATORS:

OBJLCTIVES

To detemine the respective ef fects of Levamisole on the duration of
response and survival of patients with advanced breast cancer con-
current v treated with maintenance chemotherapy after a successful
remission induction trial of continuous Cooper regimen.

To accumulate data on bieumologic variables under the conditions of
chemotherapy atone and combined chermotherapy and irmmnotherapy with
Levanisole of advanced breast cancer.

TEAQINTCAL APTROA 1

The details are lengthy and specivocd in the original SNOC protocoel.
Muplicates are kept on file in tne Clinical Tnvestigations Service,
DRAMC, and are available won request,

PROCGRESS
This is a new <tud at "RAMC which was not approved by 'SC prior to
the ond of Y7o, .

STATUS:  nooing




CLINTCAL INVESTIGATIONS STRVICE
WILLIAM BEAUMONT ARMY MEDICAL (ENTER
EL PASO, TIXAS 79920

DETAILL SHEET

TITLE: swoc 7727/28: Skin Test Procedures for SWOG 7727/7728
WORK INIT NO: 709/31

PRIMCTPAL TMVESTTGATOR: MAJ P C Farley, MC

ASSOCTATE TNVISTIGATORS:

OBJVCTTVES

To determine remission induction rates, remission duration, survival
and toxicity ip patients with disseminated malignant melanoma treated
with BCYMU, hydroxyurea and ITTC(BID), plus Levamisole, and intermittent
sinele high dose MTTC vlus Actiromvein D in a prospective, randomized
clinical studv,

TEQINTCAL. APTROA

The details are lengthy and specified in the original SNOG protocol,
Nplicates are kept on file in the Clinical Investigations Service,
WRWMC, and are available upon request.

PPOCRESS

This is a new studv at "BAM wnich was not approved by HSC prior to the
end of Y79,

STATUS . Onpoine




CLINTCAL INVESTTGATIONS SFRVICE
WILLIAM BEAUMONT ARMY MENICAL CINTER
EL PATN. TEXAS 79920

DETAIL SITET

SWOG 7738: Combination Chemotherapy of Pancreatic Adenocarcinoma
TITLE: with Mitomycin C, 5-FU, and Streptozotocin, Phase III

WORK UNIT NO:79/32
PRINCIPAL TNVESTIGATOR: MAT P C Farley, ™MD

ASSOCIATE INVESTIGATORS:

OBJFFCTIVES

To determine the response of pancreatic adenocarcinoma to either
5-fluorouracil and mitomycin C with or without streptozotocin.

TLAINTCAL APPROAH

The details are lengthy and specified in the original SWOG protocol.
Duplicates are kept on file in the (Clinical Investigations Service,
WBAMC and are available upon request.'

PROGPESS

This is a new study at WBAMC which was not #prroved by OTSG prior to
the end of FY79.

STATUS: Ongoing
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CLINLCAL INVESTIGATTONS SERVICE
WILLIAM BEAIMONT ARMY MEDICAL CFENTER
EL PASO, TEXAS 79920

DETALL SIEET

SWOG 7802:  Adjuvant Ti.orapy of Soft Tissue Sarcoma With
TITLI:  Radiation Therapy and Chemotherapy

WORK UNTT NO: 79/33

PRINCIPAL INVESTIGATOR MAJ P C Farley, MD

ASSNCIATE INVESTIGATORS:

 OBJECTIVES

To determire whether combination chemotherapy with A-DIC can improve
the results in terms of disease-free survival produced by adjuvant
radiotherapy in patients with soft tissue sarcomas Stage TTB and III
at high risk for recurrent disease.

To determire any difference in toxicity between patients receiving
boost radiation therapy to the scar with Cobalt 60 or electron beam.

To determine anv difference in local recurrence rate or disease-free
survival between natients with adequate surgery and those without
adequate surgery.

TEQINICAL APTROACH

The details are lengthy and specified in the oripinal SWOG protocol.
Muplicates are kept on file in the Clinical Investigations Service,
IWBAMC, and are available upon request.

PROGRESS

This is a new study at MBAMC which was not approved by HSC prior to
the end of FY79,

STYTU'S:  Ongoinp




CLINICAL INVIESTLGATIONS SIRVICE
WILLTAM BEAUMONT ARMY MEDICAL CINTER
EL PAS™. TEXAS 79920

DETATL SHEET

_SWoc 7804 Adjuvant Chemotherapy with 5-TU°, Adrenarycin and
TITLE 'Metorveir € (FAM) vs Surgery Alone for Patients with Locally

) Advanced Castric Adenocarcinoma Phase 111
WORK UNIT NO:
— 79/34

PRINCIPAL INVESTIGATOR: MAT P C Farley, MD .

ASSOCIATE INVESTICATORS:

OBJL:CTIVES

To determine the efficacy of adjuvant chemotherapy with 5-Fluorouracil,
Adriamycin and Mitomycin-C (FAM) on the disease-free interval and
survival of patients with TNM stage-groups IB, IC, IT AND 1IT gastric
adenocarcinoma compared to potentially curative surgery alone.

TEQINICAL. APPROAQL

The details are lengthy and specified in the origirnal SWOG protocol.
Duplicates are kept on file in the Clinical Tnvestigations Service,
WRBAMC and are available upon request.

PROGRESS

This is a new studv at WBAMC whicl: was not approved by IISC prior
to the end of FY79,

STATUS: (ngoing




CLINTCAL INVESTIGATIONS SFRVICL
WILLTAM BEALUMONT ARMY MEDICAL CTNTER
L PASO, TEXAS 79920 '

DUTAIL SHTET

T e sWoc 7811: Brain Metastases Thase 117

LORK_IINIT NO:  79/35

PRINCTIPAL IMVESTIGATOR: MAT P.C. Farley, Mn

ASSOCIATT. INVESTIGATORS:

OBJECTIVES

To determine the effectiveress of combined radiation therapy and
metronidazole (Flagyl) in the treatment of patients with brain
metastases from primary malignancies outside the central nervous
svstem, compared with radiation therapy alone, as determined by
chjective response (brain and/or CAT scan) and/or increase in
funct ional neurologic level and duration of response.

To determine the toxicity of nultiple dose administration of
retronidacole and radiation therapy.

TrQINICAL APPROAGH

The details are lengthy and specified in the original SWOG protocol.
Muplicates are kept on file in th. Clinical Investigations Service,
WBAMC, and are available upor roquest.

PROGRESS

This is a new studv at YBAMC which was not approved by OISG prior
te the end of Y79,

STAIS:  neoing
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CLINTCAL INVESTIGATIONS STRVICE
WILLIAM BFAUMONT ARMY MPDICAL CINTTP
El, "ASO, TEXAS 79920

DETAIL SIEET

TITLI:  SWOG 7823/24/25/26: ROAP-ADOAP in Acute Leukemia, Phasc 11T
WORK UNIT NO:  79/36

PRINCIPAL. I'WESTIGATOR:  MAJ P.C. Farley, 'M

ASSOCIATT. INVESTICGATORS:

OBJECTIVES

To corpare the efficacy of the 4-dru' combination chemotherapy regimen,
ROAP (Rubidazone, vincristine, arabinosyl cytosine, and nrednisone) to
ADOAP (the same combination using Adriamycin in place of Rubidazone) in
adult acute leukemia, as determined by remission rate, remission duration
and survival.

To determine the comparative toxicity of these regimens.

To determine whether late intensification therapv at 9 months after
complete remission will improve longterm, disease-free survival.

To determine whether immmotherapy using levamisole for 6 months
after 12 months of complete remission on chemotherapy improves
disease-free survival.

To determine reproducibility of the ‘AR/histologic classification and
correlation to response to therapy in 200 consecutive cases of acute
leukemia.

To study the effects of intensive suportive care in the management
of acute leukemia.

CTEQINTCAL APPROACH

The details are lenethy and specifie!l in the oripinal TWOG protocol.
Duplicates are kept on file in the C inical Investipations Service,
WRAMC and are available upon reauest

PROGRESS

This is a new study at WBAMC which was not apnroved by HSC prior to
the end of Y79,

STATUS:  Mnpoing
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CLINTCAL, THVESTIGATIONS STRVICE
WILLTAM BIAUMONT ARMY MEDICAL CENTER
LEL PASO, TEXAS 79920

DETAIL SHEET

S 78280 Corbined Modality Therapy for Jixtensive Spall-Cell
I s Carciroma of the Lump. Thase TIT,

NORK UNIT NO: o 79/37

PRINCTPAL TMTSTIGATOR: MAT P.C. Farley, MC

ASSOCTATT THVESTIGATORS:

OBJI'CTIVES

To irmprove the complete response rate and long-term disease-free
survival of patients with extensive small-cell carcinoma of the
lune.

To define, qualitate and quantify the toxicity of each regimen
crploved.

To compare the efficacy of two non-cross resistant regimens (cell-
cvcle specific vs. cell-cycle-nonspecific) during induction.

To determine whether administration of a second, non-cross-resistant
regirmen in consolidation can convert stable disease or nartial
response to a hetter quality of response.

To determine the effect of inte-tional, carly altemation of non-
cross -resistant regimens on the complete response rate.

To determine whether "reinduction' at 24 and 52 weeks has a
favorable effect on response duration and survival.

; To determine whether administration of intrathecal methotrexate
at "'reinduction” can affect the incidence of non-brain (NS relapse.

TLEAINICAL APPROAC

The details are lengthy and specified in the original SWOG protocol.
Duplicates are kept un file in the Clinical Investigations Service,
WBAMC and arc available upon request.

PROGRESS

This is a new study at WBAMC which was not approved by OTSG prior to
the end of FY79.

STATUS:  Onpoinge a1
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CLTMICAL TMNVESTICATIONS SIRVICE
WILLTAM BEAIMOWT ARMY MEDICAL TR
11 PASO, TEXAS 79920

DETAIL SITTT

EITLE: Swor 7835: High Dose Vincristine, Prednisone, Hvdroxuria +
Cvtosine Arabinoside (I'AP) in the Blastic Thase of Chronic

WORK INIT NO: Cranulocytic Leukemia, Thase 177

— 79/38

PRINCIPALL. TNVESTICATOR: MAT P.C. Farlev. M

ASSOCTATE THNVESTIGATORS:

OBJE:CTIVES

To evaluate the effectiveness as determined by remission rate, of
the corbination of high-dose vincristine, prednisone, hvdroxyurea,
and ovtosine abrabinoside (HOAP) for remission induction in patients
with the bla: tic phase of chronic granulocytic leukemia. High-dose
vincristine s usced here to indicate the administration of a dosc
of 2 me/*? o thout limiting the total dose to 2 mg.

To compare the effectiveness of this regimen in myeloid versus
Lirphoid blastic transformation, and in patients with poor prognostic
characteristics, narely yperdiploidv and lack of terminal
deoxnucleotidvl transferase (TdT).

To evaluate the value as determined by median duration of remission
and survival, of an intensive “atcrmittenc regimen of cvtosine
arabinoside, prednisone, and vincristine in the maintenance of
rermission,

TFQRTCAL APPROAGH

The details are lengthy and specified in the original SWOG protocol.
Punlicates are kept en file in the (Clinical Investigations Service,
WBAMC, and are available upon request.

This is a new studv at /BAMC which was not approved by HSC prior to
the end of FY79.

STATUS:  Ongoing
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CLINICAL INVESTIGATIMNS SFRVICE
WILLTAM BEAUMONT AR MEDICAL CIPNTTR
EL PASO, TEXAS 79920

DETAIL SHFET

TITLE: Umbilical Cord Lactate, Tvruvate, Betchvdroxy Butvrate, pCC;
—_— pOZ, and pH Value in Mommal and Abnormal Precnancies

WORK UNIT NO: 74/01

PRINCIPAL INVESTIGATOR  17C V. Daniell, 'D

ASSOCIATT INVESTTICATORS:

OBJECTIVES

To study the effect of lator on normal pregnancies and pregnancies
complicated by nlacentnl insufficiency.

TECHNICAL APPROACH

Maternal amniotic fluid, venous, wbilical arterial and umbilical venous
blood samples will be studied for the above levels. The results will be
correlated with necnsatal outcome and morbiditv.

PROGRESS
Although this nrojest has been suspended a prolonged time it is still
considered worthwhiie mid will be conducted if conditions nerrit.

The original nrincinal investigator has rcetirved and a new investigator
has assumed the nroinct,

ST Mheooing
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CLINTCAL TNVESTIGATTOMS SFRVICF
WILLIAM BEALMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

DETAIL SHEET

Comparison of Clinical and Laboratory Measurements of

TITIE: (estational Age to the Actual Gestational Age as DNetermined

by Last Ovulation
WORK UNIT NO: 76/20

PRINCIPAL INVESTIGATOR COL David Boyce, M.D.

ASSOCIATE INVESTIGATORS:

OBJECTIVES

To test the reliabhility of clinical and lahoratory methods of
gestational age assessment by comparing the assessments to true
gestational age as determined by basal body terperaturc curves
defining last ovulation.

TEQINTCAL APPROA(I

Patients volunteering to record basal body temperatures prior to
conception will be monitored throughout their pregnancy by serial
sonography and serum cstriols. The neonate will be evaluated for
gestoationnl age both in bhlinded and unblinded studies.

CONSIMABLE SUPPLIES

$_70

PROGRESS

Patient velunteers are too infrequent to justifv continuing.

STATHE . Teminoated
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CLINICAL IMVESTIGATIONS STRVICE
WILLIAM BEAUMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

DETAIL SHEFT

TITH Fstriol Production Rate Studies in Pregnant “omen

WORK UNTT NO:  76/29

PPRINCIPAL INVESTIGATOR LTC L.L. Pemney, ™MD

ASSOCIATE INVESTIGATORS:

NBJECTIVES

Ix‘termination of estriol production rates in normal pregnant women
and correlation in abnormal gestations with the clinical outcome.

TEGINTCAL APPROACH

Pstriol nroduction rates will he estimated by the infusion of
deuterated estrinl into these women followed by subseauent serum
sarpling. A measurement of the amount of deuteroestriol present in
extracted estriol samples relative to the total amont of estriol
extracted would indicate the rate of endogenous estriol symthesized
by the natient.

PROGRESS

amles from one natient have been submitted to the collaborating
institute, the University of Colorado, for analysis. The University
canot assist us with any patients wntil they receive rencwal of
their funding.  Although several months have elapsed the protocol will
be kept open in anticipation of further cooperation.

STYVTS: onpaine
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CLINTCAL TNVESTIGATTONS STRVI(TE
WILLTAM BFAIMONT ARMY ‘EDICAL (FENTER
T PASO, TEXAS 79920

DETAIL SHEET

_ Correlation of Arniotic TFluid Cortisol and the Free Tstriol Surge S
TITIE:  in Matemnal Plesma D

WORK INTT NO: 74,3y

PRINCIPAL INVESTIGATOR LTC L.L. Penney, N '
ASSOCIATE_INVESTTGATNRS : 1
.
OBJECTIVES
To confirm the ammiotic fluid cortisol levels at varying gestutional ages. !
To correlatz these levels with the matemal free estriol surge and the
{ armiotic fluid L/S ratio and attempt to determine if the cortisol increasc
is also nonlinear and, if so, if it precedes or follows the free estriol
surge.
TEARICAL APPROACT] 4

The amiotic fluid cortisol concentration and 1./S ratios on each srecimen
submitted will be determined, as will plasma free estriol and cortisol
when each amniocentesis is performed. The indications for amiocentesis
will be based on currently accepted clinical criteria and the decision for
the vrocedure will he made by attending and resident staff monacing the

4 patient. The analyses will be done by radioimmumoassay and TLC as
presently nerfomed in the RTA laboratories. The data will he subiccted
to regression analvsis and appropriate rank correlation.

CONSTMABLE SUPPELTTS

S§R45

PROCGRISS
Sixtv-two study specimers were analvzed and the data nresented at the
Armed Forces District Meetineg of the Aerican College of Ohstetrics and
Gvnecelogy in October 1877, A manuscript is in preparation recarding
the N9 samles avallahlce. ‘

STATES: Oneoinge
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CLINICAL INVESTICGATIONS SFRVICE
WILLIAM BFAIMWT ARMY MFDICAL CENTER
EL PASO, TFXAS 79920

DETAIL SHFEFT

Correlation of Choline Phosphotransferase Activity in Human
Armiotic Fluid and Meonatal Masopharvngeal Asnirates

WORK UNIT NO: 76/35

TITLE:

PRINCIPAL INVESTIGATOR MAT R. lleath, .1,

ASSOCTATE INVESTIGATORS :

OBJECTIVES

To construct normograms of the activity of choline phosphotransferase
in human amiotic fluid with respect to gestational age and activity
of the enzyrme in neonatal nasopharyngeal secretions at 6 hour intervals
from birth. These levels will be related to the occurrence of idio-
pathic respiratory distress syndrome in the neonate. The ultimate
objective is to determinc whether this enzyme activity is a better
predictor of idiopathic respiratory distress svndrome than the
currently used lecithin/sphingomvelin ratio.

TECHNI CAL. APPROAQH

Concurrent with otherwise medically indicated armiocentesis, 10
milliliters of armiotic fluid will he ohtained and analyzed for
choline phosphotransferase and phosphatidate phosphohydrolase acti-
vities. A normograr of enzvme levels with respect to cestational

age will be constructed. These levels will then be correlated with
the occurrence of idiopathic respiratory distress syndrorme to see
indeed if one or both are better predictors of the svndrome. Addi-
tionally, routine nasophanmgeal suction material will be collected
at 6-hour intervals on neonates oand analyzed for this enzyme activitv.
Levels of activity will be compared to the coursc of the disease in
hopes of developing an objective tedhnique for differentiating
idiopathic respiratory distress svndrome from other causes of respira-
tory distress in the nconate.

PROGRESS

Armiotic fluid levels in wncorplicated nreenancies have been reported

at the Armed Forces Nistrict of the American College Obstetrics and
Gvnecolory meetine.  Further efforts are conterplated, hut a new, more
irclusive protocol will be required. DNata to date appeared in Pediatric
Research 12:729, 1978.

STHTIS - Completed
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CLINTCAL TAVESTICATIMNS STRVICE !
WILLIAM BEAIMONT ARMY "EDICAL EMTER |
Fi, PASC, TEXAS 79920 |
DETALL SHEFT :
TITLE: Ultrastructural Investigation of Prostaglandins and Their o
——=" TPrecursors in the Ilunan I'etal Choricamionic Merbrane f
WORK UNIT NO: 77/n2 ;
1
PRINCTIPAL INVESTICATOR ITC W. Daniell
ASSOCTATE _INVESTIGATORS: B v 1. Reirann
_OBTECTIVES
To determine if prostaglandins and their precursors can be localized
in fetal rembrance and to detect anv chanee with these in association
with labor.
THINICAL APPROAT
Using indirect antibody labeoling technicue, prostaglandins were 1
tagged at a cellulir level. The section was (hen inbedded and ultra-
thin sections made.
TROCRISS
Ultrathin sect’»ms asve bheen prena ol
j
i ]
: |
; |
| ;
ﬁ ‘

STATUS:  Aweiting micresceric time feo analvie our material,




CLINTCAL INVESTIGATIONS SFRVICE
WITLLIAM BEAIMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

DETAIL SHEET

TITLI: Tnhibition of Premature Labor with Terbutaline
WORK UNIT NO:  77/n4

PRINCIPAL IMVESTIGATOR  MAT T. Howard, MD (0L A. Kiilam, MD

ASSOCTATE INVESTIGATORS: LTC LL Penney, MD

OBJECTIVES
To study inhibitory effects of Terbutaline on premature labor.

TEGINLCAL APPROACH

Patients with no contraindicating condition, such as ruptured BOW, intra-
uterine sensis, or abruptio placenta will be treated for premature labor
with either Terbutaline or a placebo. After admission to the Labor and
Delivery Suite, the following procedures will be initiated:

a. Infusion of either a Terbutaline or placebo loading dose of 0.5
mg IV diluted with normal saline by the use of an infusion pump over a
59 to 60 minute interval. This loading dose may be repeated up to a
maxirum of 3 times per 24 hours as needed to abolish uterine activity.

b. Following the loading dose, the Terbutaline or the placebo will
b_e siven subcutaneously at a rate of 0.25 mg everv 2-4 hours as needed
tor a 24-hour pericd.

¢c. DPatients will then be maintained on oral Terbutaline, 2.5 mg
every 2-4 hours, or oral placebo as previously discussed, until fetal
maturity is proven or suspected or natient delivers. On-going assess-
ment of fetal maturity will include serial ultrasound exams and may
include amniocentesis for L/S ratio determination to assess fetal pul-
monary maturitv. Labor will be inhibited until the patient delivers or
reaches a vnint where she is felt to represent a gestational age of 36
weeks or an estimated fetal weight of 5 pounds or demonstrates an L/S
ratio of 2:1 or greater. These dosage regimens were determined from
muwufacturer's recommended desage schedules and from previous studies
using betamimetic agents for inhibition of labor.

PROGRESS

A submitted manuscript is excerpted below.
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Effective 1 Jan 1978 ali premant paticnts at this hospital whose
physician prescribed terbutaline were cownselled and qiven the oppor-
tunity to participate in the study. T"atients who did rtot consent or who
were not eligible becavse of arrhy‘dmu?: hvperthyroidisn, hypertension
or diabetes received standerd treatrment but terbutaline was administered
only on protocol. This policy was in effect under an investigational
new drug permit, but intravenous use was ordered di: :continued by the
FDA in July 197¢. At that time 51 patients had granted informed consent.

Two patients revoked their consent befcre any trcatment and one did
so following the initial dose. Two patients were discharged on treatment, '
did not returmn to clinic, did not respond at their forwarding address,
and were considered lost to followun. One patient delivered a fetus
with multiple anomalies and one aborted o 259 gram fetus when infection
developed post-cerclage. Of the rewmeiring 44 candidates, five had
gestational ages iess than 36 weeks but delivered mature fetuses of
greater than 2500 pram: weight within 72 hours of admission, one had
cervical dilatation ereater tha 4 centimeters on admis<ion, three had
abruptio placentae and twvo were cerclage patients. The final 33 patients
camrised the sty grow.

Labor was diognescod in each paticont by changes in cervical dilata-
tion or effacerent ¢nd accormpanving uterine contraci ions with a
frequency of at lcast two every ten minutes detected by external rmonitor.
The estimated gestational age f{rom menstrual and c¢linical history was
more than 24 but less than 36 weeks ad the wembrares were intact in all
cases. A random number table was w.cd to conerate the treatmont
sequence and only the dispersine pharmacist krow the Dlentity of the
drug prescribed throughout the study heriod.

Intravenous loading was acconn] . shod Ty 500 ap the first 50-060
minutes, or 10 ug/minute, repeatod up to Joines [ necessan to
abolish uterine activiiv. ne utervice orrtor tracines from ten
minute segments at 10-20, 30-40, ©0 7o, 120 150, and 180 190 miputes
respectively were used to assess conorection activity . Thereafter the
drug was administerod subcutznoon iy o cave o 0TS me overy 2-4
hours for 24 bours then Z.o me or “lv .o T ane s less delivery
occurred therapy was Jdizcontinued onls oon e e ent veached an
estimated ﬂ tal weight of 2570 e o 0 ooy tie Tlaid L/S

ratio of 2:1 but inno casc nricy o 30 e catiated vestational
age. 1t(-1m.1 vital siens and et oo oo v wen cceorded every 15
mlnuto': during rmf\nt 1'11 therary, e i e ooy s e e hospital
davs mmd weelkdv o at ciinic viaite Tt 0 e,

Statistical doteruration:s wore e o Ve et 2ackard 65
calculator ad the ;‘r\x.m wors crrn o e e e ey oy chi
sanare,  Jwe-sajlod amenshilE T on e e e

Vetorral chootnober Tt T ‘ R o SRR




! Pregnancy Status on Admission to Terbutaline Protocol for Premature Labor
M = 33)
Therany Terbutaline Placebo Probable
(N=15) (N=18) Nifference
weeks' pestation
Hean 31.3 30.9 NS
SIM 0.3 0.7
Cervical dilatetion ((m)
Mean 1.5 1.4 NS
SEM n.4 0.3
Nurber of Patients Treated
with Certicostoroids 5/15 6/18 Ne

NS = Not significant

: Thysicians caring for the patients were asked to use their own
criteria and record tachycardia as mild, moderate, or severe. No
severe tachycardia or arrhythmia developed. Ivery patient developed

a mild or moderate maternal tachycardia with nercentages equivalent

in the placebo and treatment grawps. Two natients reported headaches
which responded to conservative measures without discontinuing therapy.
No other side effects were noted.

Therany _ Terbutaline Placebo Probable
(14=15) tN=18) Difference
RaseIire
Mean 3.3 3.4 NS
SEM n,?2 0.2
10-20 Minutes
Mean 1.9 2.5 NS
SIEM 0.3 0.3
20-30 Minutes
Yean 1.2 1.8 NS
SEM 0,2 0.3
60-70 Minutes
Yiean n,7 1.6 < .05
SEM 0.3 n,3
120-130 Minutes
Yemn n,5 0.5 NS
SEM 0,2 0.2
180-190 Minutes
Meon 0.2 N.3 NS
SEM 0.2 0.2

Whereas 575 of the terbutaline group were no loncer contracting
hy 09 minutes, only 21% of the placebo group had stopped. The per-
cerntages ogualized durina the next two periods and by three hours
cnly two latients resnectively in each group were contracting.  Con-
sidering these four subiocts, one of the treated natients delivered at
three hours and the other at feour days. The contrel patients delivered
at seven heours and at 20 days.




Outcame of Premature Labor Treatment

Therapy Terbutaline Placebo Probable
Difference
Pregnancy Ixtension (days)
Mean 30.8 39.9 NS
SEM 5.8 4.1
Birth Weight (gm)
Mean 2487 2756 NS '
SIM 164 165
Median 2370 2780
Infants with RDS/
Infants born 3/16 1/21 NS

NS = Not significant

As with several other betamimetic agents carly recports describing
the use of terbutaline were favorable. The doses employed in these
studies occasionally, but not invariably, exceeded the 10 ug/min initial !
intravenous dose of the present studv. TIsolated case reports of maternal :
pulmonary edema associated with intravenous betamimetic administration
have appeared and the authors are aware of a maternal mortality presenting
as adult RDS following terbutaline and corticosteroid treatment. In a
commmication which contained no explanation the FDA ordered intravenous T
use of terbutaline on our investigational new drug permit discontinued
effective July 1979. Accordingly, though the original design encompassed
a larger sample, followup on paticnts entcred to that point was completed
and the code broken for this rerort.

Satisfactory diagnostic accuracy for premature labor in our patients
is documented by initial maternal evaluation data statistically identical
to similar studies, frequent uterine contractions recorded by external
monitor, low mean and median birth weights and a hich incidence of RDS
and neonatal death. One death from RIS occurred in the treatment group
and one from prematurity in the placebo group. Mo significant difference
between groups was demonstrable for prolongation of gestation or birth
weights. Diminished uterine activity occurred more rapidly in the treated
group. Female infants outmumbercd male infants by six in the treatment
and four in the placebo group.

Althoush not statistically significant the higher incidence of RIS
in the trzated group appears noteworthy. Bergman diagnosed RS in only
1/24 infants bom nrior to 36 weeks if their mothers received terbutaline
compared to 5/17 in a growp with additional pregnancy complications who
did not receive terbuteline or anv other betamimetic compound. This was
reperted as significent protection from BPS by terbutaline. No mothers
were treated with corticoste~cids. Comaring the subset of 44 patients
described in the Material Sevtion in this study 1/22 terbutaline treated .
and 2/26 placebo treated infants developed RIS, There is no significant
difference between thesc two groups. If only infants who delivered prior
to 36 weeks are considered, the incidence of RIS in the treated group of
4/12 is significantly differcnt than the 1/24 rerorted by Bergman. Two
of the four mothers whose infants developed RDS in the treatment group
and one of two in the control group also received corticosteroids.

I
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To our knowledge the present study is the only randomized double-
blind trial of terbutaline in premature labor. The trial was dis-
continued by FDA directive and the data are of necessity limited due
to small patient numbers. The data apparentlv support a reasonable
doubt regarding efficacy at these dosages in the treatment of promature
labor and fail to substantiate a report of a rcduced incidence of RDS
in the neonates of treated mothers. There werc no deleterious effects
in this study, but adverse reactions affecting the maternal pulmonary
system may occur from intravenous torbutaline administration. One
could speculate that higher doses might improve results without serious
side effects, but further controlled investigation seems warranted prior
to universal acceptance of terbutaline therapy {or premature labor.

STATJS: Ongoing




TITLE:

CLINICAL TNVESTIGATTONS SFERVI(E
WILLIAM BEAUMONT ARMY MIEDICAL CENTER
L PASO, ‘TEXAS 79920

DETAIL SHEET

Study to Detemmine the Ability of Armmiotic Fluid to Inhibit
Growth of F. (Coli

WORK UNIT NO: 77/06

PRINCIPAL_INVESTIGATOR Q1 David Royce, M.n

ASSOCIATE INVESTIGATORS: gy M Sellers ThD, (0L A. Killam, D

OBJECTIVES

To devise an improved laboratory method for detemmining the inhibitory
nroperty of amiotic fluid.

TIEQINTCAL. APPROA(

The growth and/or inhibition of a laboratory strain of I'. coli in
amiotic fluid as well as certain controlled media is to be
monitored by a technique using Cl4 tagged glucose in the various
culture media and monitcred by the amount of 14 €02 eluted as
measured in a liquid scintillation counter. ‘Maternal and cord
blood serun zinc levels will be determined as well as the zinc

and phosphate ratios of the amiotic fluid. An attempt will be
made to correlate the inhibitory or noninhihitory effect of
amiotic fluid on the I'. coli as well as the zinc and zinc/phosphate
ratios of this inhibitor effect to neonatal sepsis.

CONSIMABILE STPPLITS

9852

PROGRITSS

A presentation of nreliminary data was made at the Armed Forces District-
American Colleoe Ohetetrics-Tvnecnlogists in October 1978, A submitted
manuscript is oxcerrted below to furtiier descrive our work:

The develevrent of srwionitis in nationts with premature rupture of the
merbranes remains cFindcal iy o wiredictoblos Mancgorent of this compli-
cation o7 precnancy, snriiculovic prier o o, 18 controversial and
larezly provincial. ‘vadlahie enideriolocical dnta is lirmdted and mav
not applv in anv eivon case. Rutional decisions will onlv be possible if
a predicting factor, or factors, can be subjected to some form of
quantitation.

mns
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Such a factor may be the bacterial growth inhibition properties
of amniotic {luid. As vet, the ability of amiotic fluid to inhibit
bacterial growth has not been related to the development of amnionitis
and neonatal sepsis. To detemmine if a relationship exists and to make
the information clinically useful, we have utilized Buddemeyer's method
to rapidly detemmine the presence or absence of bacterial growth in-
hibition in amiotic fluid., The method invelves the neasurement of 14 CO2
evolved from bacteriul metabolism of 14C tagged glucosce in the culture
medium.  OQur work confiivms Buddemever's method anld demonstrates its
application to the determination ol the growth Kinetics of E. coli in
various amiotic fluids. DPertinent features of this method are that
it is rapid, inexpensive, reduces technician time, and makes possible
the calculation of bacterial replication time. This report describes
our preliminary observations with this technique.

The technique, as described by Buddemeyer, involves the use of a
specially desiymed culture :nd metabolism chamber. The chanber (Fig 1)
consists of an outer scintillation vial and an immer culture vial, a
filter paper cvlinder which is placed between the imer and outer vials
and a cap which fits the mouth of the outer vial. The filter paper is
cut to size (approximately 4 x $.5 an) and soaked in concentrated
toluene solution of 2,5-diphenvloxazole-1,4-bis-(5-phenyloxazolyl)- 1
benzene (PPO-POPOPY and dried in a desiccation chanber.

The prepared filter paper "fluor' is formed into a cylinder and placed
inside the scintillation vial. The itmner culture vial is inserted
inside the filter paper cvlinder. Tn order to facilitate the binding
of evolved metabolic (02 to the "fluor", the {ilter paper is wetted
with 0.5 ml 1 N Na(ll by pipetting the solution ciramferentially between
the inner and outer vials. The imncr vial is then charged with 10 ul
of a solution containing 1 uCi of D-{J14C) glucose, 0.1 m? inoculum of .
an E. coli dilution, and 3 ml of test fluid (trvpticasc soy broth [TSB]), J
amiotic (luid [AF], or other culture media. After charging the inner
culture vial and scaling the svstom by capping the outer scintillation
vial, the vials arc placed in a 37°C 1ncubator.

Since incident light causes some activation of the (ilter paper
"fluor', the incubator and scintillation counting svstem are kept in a
darkened room couipped with a red light. We allow the scintillation/
culture vials (metabolism chambers) to remain in this darkened environ-
ment for onc hour before the {irst coumts are made. This period allows

. the decav to backsrowmnd level of my incident 1ight excitation which
occurred during the preparation of the metabolism chambers.

The counting chamber is a 2-chammei automatic sarple changing Beckman
model 1650 Liguid Scintillation Svstem equipped with a modified model

‘ 35 teletvpewriter, At the end of the first hour and cach hour thercafter
the metaholism chanbers are sinultaneously removed from the incubator
an:l placed on the sample conveyor within the scintilliation counting
system.  lach sample is coumted for 0.5 minutes. When all samples

B e s




have been counted, thev are retured to the incubator.

The E. coli used in this study arc a type 06 obtained as a sub-

culture from Dr. Rudelph Galask, Department of Obstetrics and Gyne-
cology, University of Iowa, Iowa City, Iowa. Multiple dilutions ranging
from 102 to 107 organisms/ml and stored as stock dilutions in a
controlled refrigerator at 4° - 6°C were aliquoted as the inocula.

Amiotic fluids were obtained by amiocentesis done for iso-immunization
studies, for maturity studies, at the time of C-section, for prostaglandin v
instillation in 2nd trimester ahortion, and from intrauterine pressure
catheters. A total of 23 fluids ranging from 14-40 weeks gestation
were studied. The fleids were studied either immediately or placec in
cold storage at 4° - (°C and studied up to two weeks later. The
filuids were neither centrifuged nor passed through a millipore filter.

As the method is extremely sensitive to environmental conditions, a i
control TSR culture was run on cach day one or more amiotic fluids
were studied. The data obtained were plotted on semi-log graph naper. ‘
Replication times were calculated using the following formula:

\{ i - :‘7 = 4 i -
IN .\t7 ] A,[1 K (t, tl)

__.693 j

by =X

Where IN A 1 and IN A_, are the natural logs of the sum of the
scintillati&n counts at Etmc t] and t» respectivelv, K is the slope,
and tpy the replication time. Since three points are necded to show
linearity and since we take counts only once per hour, it is necessary
that t2 - t1 = at least 120 minutes. A detailed formula derivation has
been puhlisllled by Buddemeyer.

The decay of incident light excitation is shown in Fig. 2. To demon-
strate this, we prepared three metabolism chanbers as described, but
without charging the imner culture vials. The metabolism chambers

were placed in the darkened scintillation counting svstem and counted
every three minutes. CMM were at backgrownd level within 40 minutes.

Fig 3 shows the growth curves obtained when three different concen-
trations of E. coli were inoculated into_trptrcase sov broth, From :
stock dilutions of 15, coli containing 10~, 1_04, and 100 organisms/ml, :
.1 m of cacdh dilution was added to separate culture vials containing
Sl o PSR, These curves deronstrate the ability of this radiometric
method teo discorininate differences in hacterial concentrations.

Fimare 4 is o corposite of erowth curves obtained in amiotic fluids
and TSR with knewn an’ an’ovas opownnts of erowth inhibiting factors
present. The bacterial inoculun for these studies was 0.1 ml of an

I. coli dilution containing 104 organisms/ml. Five basic arowth
natterns are identified. Sections A and B represent the extremes: no
inhibition (A) and complete inhibition (B). Sections ¢, D, and T arc
representative of intemmediate growth patterns.
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Figure 4A demonstrates a characteristic that requires explanation.
Although the growth curves in TSB and AF are similar and the replica-
tion times are equal, the (PM of the AF are lower at each hour. The
TSB which we use is glucose free whereas amiotic fluid is not. The
14C glucose, therefore, is in competition with the nontagged glucose
in the amiotic fluid. In studying TSB containing various concentra-
tions of glucose, we have shown an inverse relationship between the
CPM and the glucose concentration, but no change in the general shape
of the growth curve or calculated replication times. This is demon-
strated in Figure 5 where the upper curve is TSB without glucose and
the lower curve is TSB containing glucose (25 mg/dl).

Section F of Figure 4 demonstrates the ability of this method to
discriminate different bacterial growth curves with known concentrations
of a growth inhibiting substance (ampicillin) present in the culture
medium. These growth curves also demonstrate the extremes of no
inhibition, complete inhibition, and intermediate patterns. Table 1
relates the calculated replication times for each of the ampicillin
concentrations.

The effects of inhibitory factors in amiotic fluid or culture media
are best appreciated by examination of the graphed data rather than the
calculated replication times. When the scintillation counts are near
background level, there will be a small variation from one counting
cycle to the next giving rise to the possibility of a minimally positive
slope over a given two hour period when, in fact, the slope is essentially
zero and the replication times infinite. This is demonstrated in Fig.
4E and Fig. 4F (12.5 and 18.8 ug/ml ampicillin). Fig. 4E shows what

is essentially a prolonged lag phase and slow replication time. It is
obvious from the graphed data that there was a period of accelerated
growth, but since no counts were made between the 11th and 26th hours,
the exact rate cannot be determined.

If information regarding bacterial growth inhibition by amniotic fluid

is to be clinically useful, we must be able to demonstrate this inhibition
in a short time period. The radiometric measurement of bacterial
metabolism as described by Buddemeyer and herein adapted would appear

to provide this laboratory tool.

Previously reported studies regarding amiotic fluid inhibition of ;
bacterial growth have used plate counts or turbidity techniques to show !
bacterial growth. Plate count techniques require 12-24 hours of incuba- ;
tion. Turbidity techniques lack sensitivity and ars limited by the '
clarity of the fluid or culture media. :

Most previously reported studies also make use of inocula from fresh
broth cultures, thus adding another 12-24 hours to the time needed

to obtain a result. In our adaptation of the radiometric technique we
made use of E. coli dilutions which were made up in TSB, verified by
turbidity and plate counts, and stored in temperature controlled refrig-

erator. This provides readily available inocula of known concentrations. 3

3 ae Sy rli s R
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Plate counts done intermittently on stored cultures showed no signi-
ficant change in counts over a 75 day interval, however, there was
some variation in replication times as calculated from the control
TSB cultures (mean 28 min. s.d. 4 min). The variation in replication
times was not related to the length of storage.

Two major factors contribute to this variation: 1) the cultures

must te removed from the incubator once every hour for scintillation

countings and 2) we are forced to use a two-hour interval for caclulation

of replication times. More frequent counting would allow more precise '
determination of K, but would further decrease incubation time. The
solution to these two problems is to modify, as Buddemeyer has, the
scintillation counting system such that the sample chamber is heat
controlled. Such modification would have four distinct advantages:

1) constant incubation of specimens, 2) elimination of need to manually
remove specimens from the incubator and thus further reducing technician
involvement, 3) more frequent counts, and 4) cortinuous computerized
monitoring of the growth kinetics.

The ability to graphically depict the logarithmic growth phase and
calculate replication times provides us with the opportunity to more
accurately assess the kinetics of bacterial growth. The ability tc
accurately assess the growth kinetics, in turn, allows the appreci:tion
of large as well as subtle differences in growth pattems. To demn- }
strate these differences by plate count or turbidity techniques would
be considerably more time consuming and technically more difficult.

It has been shown that amniotic fluid contains sufficient nutrient

to support bacterial growth [7]. Our study supports this conclusion.
Three out of the five amiotic fluids presented in Fig 3 have accelerated
growth phases similar to the control TSB's

There is a similarity between the growth curves seen in the various
amiotic fluids (Fig 4 A-E) and those curves seen in Fig 4F with the
various known concentrations of a bacterial growth inhibitor. This
supports the work of others who have demonstrated bacterial growth
inhibitors in amniotic fluid.

The purpose of this presentation is to show how a previously reported

radiometric method for measuring bacterial growth can be adapted to

the study of bacterial growth in amiotic fluid. Our experience with

the method, we feel, justifies its continued use as a laboratory tool

in the experimental investigation of bacterial growth. Its two main

advantages are that it provides rapid, sensitive, dynamic data and ‘
involves less technician time than that needed in plate count methods.
Modification and computerization of the scintillation counting system

sould further reduce the demand on laboratory personnel. The study of

bacterial growth pattemns in amiotic fluid is but one adaptation of this
radiometric method currently under investigation in our laboratory.

We are accumulating data in an attempt to correlate lack of bacterial

growth inhibition in amniotic fluid with subsequent ammionitis.
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Table 1, Various concentrations of ampicillin in TS8 and the
corresponding E. coli replication times

ampicillin

conc. ug/ml 0 1.25 2.5 5.0 12.5 18.8
l ———— 1
P i
replication i | ; 1
times in ;
mins, 25.0 28,5 41.8 58.5 187.3 | 375.0 |
i | I
s _d L ! L ! I .
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CLINICAL INVESTTGATIONS SFRVICE
WILLTAM BEAIMONT ARMY MEDICAL (ENTER
EL PASO, TEXAS 79920

DETAIL SHEET

TITLE:  The Fffect of Prostaglandin Synthesis Inhibitors on Uterine Blood Flow
WORK UNTT NO: 77/19

PRINCIPAL INVESTIGATOR LTC W. C. Daniell, MC

ASSOCIATE INVESTIGATORS: B.I\.F. Reimann

OBJECTIVES

Determine effects of prostaglandin synthetase inhibitors on uterine
blood flow in pregnant animals.

TECHNICAL APPROAGH

Attempt was made to measure effects of cannabinoids, indomethicin
and aspirin on uterine blood flow in dogs.

Dogs are poor experimental models for studying uterine blood flow.
Five beagles were studied with inconclusive results.

STATUS: Awaiting revision of facility in order to be able to do wprk on
nreenant ewes.
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CLINICAL INVESTIGATIONS SFRVICT
WILLTAM BFAIMONT ARMY MEDICAL CFNTER
EL PASO, TEXAS 79920

NETAIL SHEET

Efficacy Study of (155)-15 Methyl Prostaglandin F2a(tham)

TLTT: (U-32,921F) for Abortifacient Activity by TM, Administration
) 1 C v !
WORK UNIT Nﬁ? Cases of Failed Abortion by Other Means
77/23
PRINCTPAL TNVESTIGATOR COL W.N. Otterson, M.D.
ASSOCTATE INVESTIGATORS: QOL. D. Boyce, M.D., CPT R. George, M.D.
OBJECTTVES

To determine the efficacy of (15S)-15-methyl Prostaglandin F2a(tham)
as an abortifacient by IM administration for failed second trimester
abortion following intra-ammiotic injection of ™rostaglandin.

TEQINICAL APPROACH

Patients desiring second trimester abortion will be counselled and
selected for this study following their signing of a voluntary agree-
ment to participate in this study. Forty milligrams of Prostaglandin
F2a will be injected intra-amiotically. If this method fails to
accomplish the second trimester abortion within 24 hours, the intra-
muscular 15 methyl Prostaglandin F2a will be administered according
to protocol. Hemagram, urinalysis, clotting studies and vital signs
will be monitored prior teo, during, and at the termination of the
abortion.

PROGRESS

Twenty-four patients were studied. Data was nresented at the Armed
Forces District Meeting, American College Obstetrics and Gynecology,
October 1978. A manuscript is being submitted for publication and
is excerpted helow:
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From 1 November 1977 through 15 July 1978, 24 patients were treated
with 15-methyl PG Fpa. Four of these patients did not fully meet
the criteria of the protocol and are not included in the statistical
calculations but will be discussed later. The remaining 20 patients
were between 16 to 20 weeks' gestation (determined by last menstrual
period and/or uterine size), were admitted for a second trimester
VIP and failed to abort with 24 hours following the intra-amiotic
injection of 40 mg PG FZa.

Complete abortion was said to occur when (a) embryonic and placental
contents of gestation had been expelled in their entirety or (b) when
an incomplete abortion proceeded to completion without the need for
full surgical intervention. The removal of the products of conception
manually or by sponge forceps from the vagina or dilated cervical os
without the need for full surgical intervention was regarded as a
camplete abortion.

Incomplete abortion was said to have occurred when the retained
products of conception had not been expelled in their entirety and
surgical evacuation of the uterus was required to complete the
abortion.

Contraction onset was that time from the first intramscular injection
of the 15-methyl PG F2a to when the patient became aware of uterine
cramping.

Treatment-expulsion interval was that time from the first intramuscular
injection of 15-methyl PG F2a to complete or incomplete abortion.

All patients were pretreated one hour prior to the initiation of
15-methyl PG F2a with oral Phenergan (R) 50 mg and Lomotil (R) 2
tablets. Vital signs (BP, TPR) were taken prior to initiation of
therapy and every hour thereafter until abortion was complete. Blood
was drawn for hematocrit, hemoglobin, white cell count, differential
and platelet count prior to the first injection, 8 and 24 hours after
initiation of 15-methyl PG F2a therapyv.

Patients received 250 ug 15-methyl PG F2a intramuscularly every 3
hours until abortion was completc or for a maximm of 5 injections.
If abortion had not occurred, dosage was increased to 500 ug every

3 hours until abortion was complete, or for a maximm of 5 injections.

The overzll range of time from the first injection to abortion was

30 minutes to 17 hours, 45 minutes with a mean time of 5.06 hours +
5.4 hours sd. Although there appeared to be a progressive decrease in
the average injection to abortion times related to weeks of gestation,
regression analysis showed no significant relation (R = 0.27).




The abortion interval was significantly shorter if the membranes were
ruptured at the onset of 15-methyl PG F2a therapy. The usual side
effects of nausea, vomiting and diarrhea associated with prostaglandin
therapy did not appear to be a problem. Five of the 20 patients in
this series had vomiting or diarrhea and this was limited to one episode
per patient. No patients with a history of asthma were encountered in
this series and there was no observed respiratery distress during
therapy in any of the treated patients.

Blood loss appeared to be minimal. FEstimated blood loss ranged rom 50 cc
to 400 cc with an average of 150 cc.

Hyperpyrexia was not observed in these 20 natients. One patient who had
ruptured menbranes following the intra-amniotic instillation of PG F2a
developed evidence of amnionitis and had a temperature of 102°F. prior
to initiation of the 15-methyl PG F2a. Otherwise the highest temperature
was 100.4°F,

All patients had a suction curettage following expulsion of the products
of conception regardless of whether the abortion was felt to be complete.
Seven of the 20 patients, however, were felt to be incomplete and
required suction curettage to complcte the abortion.

It is difficult to determine from antecedent literature what the success
rate is at 24 hours and more pertinent, the complication rate of the
first 24 hours compared to the second 24 hours. It would appear that
about 50-60 percent of abortions are complete 24 hours after intra-
amiotic instillation of PG F2Za. During the period of this study 43
patients 16-20 weeks gestation admitted for voluntary interruption of
pregnancy were treated with 40 mg PG F2a intra-amniotic. Twenty-three
were complete by 24 hours (53.5%).

Camplications in the form of infection and blood loss appear to be
related to the length of the abortive process, the presence of
ruptured menbranes and the need for repeated intra-amiotic injections.
Therefore, to consider an ahortion method failed after 24 hours and
the institution of an effective secondary method would seem reasonable.

Rupture of the membranes associated with intra-amniotic instillation
is a frequently occurring problem. This complication prevents repeat
amiotic instillations and increases the risk of amionitis. Five of
the 20 natients (25%) had ruptured membranes prior to the initiation
of the 15-methyl PG F2a and had a significantly reduced abortion
interval. None of the patients received an oxvtocin infusion during
the abortive process.
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The age range was 15 to 29 years. There were 13 nulliparous and 7
parous patients. As has been the experience of others, we could
find no significant difference in abortion times related to age or
parity. The four patients who received intramuscular 15-methyl PG Fla
and not included in the study series are summarized in Table 2.

The first two patients (C.A. and L.0.) did not fit the protocol

in that multiple attempts at amniocentesis failed and therefore

they did not receive an intra-amiotic injection of PG F2a. The
first patient (C.A.) was extremely anxious and the nausea and vomiting
(no diarrhea) was felt by the ward personnel to be related to the
patient's emotional status and not to the drug itself. The third
patient (A.D.) was only 14 weeks and although she was given 40 cc of
PF F2a, there was considerable question as to whether it was intra-
amiotic. The fourth patient (K.A.) was admitted with evidence of
an abruption and an intrauterine fetal demise. When she failed to
abort with 2 prostaglandin E2 vaginal suppositories, it was decided
to use the 15-methyl PG F2a intramuscularly. She had a significant
drop in fibrinogen and platelets with an estimated 2500 cc blood
loss. The DIC was felt to be related to the placental abruption and
not to the PG therapy.

The average abortion interval and total dosage in these 4 patients
was far greater than that required by the other 20 patients. Although
it can be argued that these 4 patients did not have the benefit of
intra-amniotic PG F2a, 24 hours prior , it is our impression, based
on limited experience, that intramuscular 15-methyl PG F2a is not
best utilized as a primary abortifacient.

Nausea, vomiting and diarrhea occurred in 25% of the patients and
were easily controlled. It is our impression that these side effects
were greater with the intra-amiotic instillation of PG FZa. It is
also worth mentioning that the intramuscular injection of the 15-
methyl PG F2a was not associated with complaints of pain at the
injection site.

It would appear that 15-methyl prostaglandin F2a is (1) an effective
secondary abortifacient, (2) is most effective in the presence of
ruptured membranes, (3) is relatively free of side effects in the
dosage range used in this study.

TABLE 1
Effect of Membrane Status
Range Mean + sd N
Intact 0.5 - 17.75 hrs 7.4 + 5.52 15
Ruptured 0.5 - 3.15 hrs 1.65 + 1.009 5
p=<0.01
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Abhortion

Patient Age Tara Gest. Dosage Interval Remarks

1. C.A 21 0 16 1000 ug 10.0 hrs Severe nausca,/vomiting .M

2. L.P. 18 0 16 4500 ug, 40.75 hrs No cornlication

3. A.P. 27 3 14 3700 ug 32.25 hrs Temerature tc :;w

4. K.A. 21 0 20 1750 uc 16.5 hrs Abruntion with PIC

Average 2750 un 24.88 hrs
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CLINTCAL INVESTTCATTONS STRVI(T
WILLTAM BFAIMONT ARMY MEDTCAL CENTER
EL PASO, TEXAS 79920

DETAIL SHFEIT

A Comparison of Phospholipid levels and Choline Thospho-
TITII: transferase (CPT) Activity in Amiotic Fluid and Newbom
Trachael Fluid
WORK INTT NO: 77/25

PRINCIPAI, TMVESTTGATOR LTC L.L. Pemney, M.D
) elie > DI

ASSOCTATYE, IMESTICATORS:

OBJECTIVES

To determine if the level of phosphatidvl glycerol (PC) and

phosphatidyl inositol (PI) or the activity of choline phosphotrans-

ferase could serve as an accurate index of lung maturity.

TEGINTCAL APPROAGH

Amiotic fluid, and neonatal gastric and pharvngeal fluids which

are nomally discarded, will be analvzed for phosphatidvl glycerol,

phosphatidvl inositol, choline phosphotransferasc, and magnesium.
The levels measured will be correlated with the incidence and

severity of neonatal respiratory stress and hyaline membrane disease.

CONSUMARLYE SUPPLITES

$1270
PROGRESS
Rinchemical techniques for rapid separation of PO have proven to
he difficult to reproduce. Further evaluation is in progress,

hut reproducible results have heen obtained. €linical specimens
are now beine solicited.

STATHS . Meoing
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TITLF: Fetal Movement as an Indicator of Fetal "ell Reing

WORK (RITT NO: 77/26
PRINCIPAL, IMVESTTIGATOR MAT Walter Daniell *™M
ASSOCTATE INVESTIGATORS : MI. A. Killam M, MAT T, Howard, MD

OBJECTIVFS

To determine i{ quantitation of fetal movement is a rcliable indica-
tor of fetal well-being comparable to estriols and the oxytocin
challenge test.

TE.QINICAL_APPROAGI

Patients admitted to the Antepartum OB Ward who are being monitored
by urine or serum estriol and oxytocin challenge tests will be asked
to participate in this studv. They will be instructed to count and
record the number of fetal movements that thev fecel each hour between
0800 hours and 2200 hours. Changes noted in fetal moverent will then
be compared with changes in the estriols, the OCT, and the ultimate
fetal outcome to detemine if changes in the number of fetal movements
is a predictor of intrauterine fetal distress that could be comparahle
to or better than present methods being used.  Fetal movements
comnted each dav will he compared to those counted each hour to
detemine if shorter time neriods for conting fetal movements would
he of value.

PPOGRESS
The nroiect was terminated by the principal investigator as, bv the
time approval was received from OTSG, the subject had been well

studied elsawvhere. tetal moverent tests have heen shown to
correlate well with other tests of fetal well bheing.

STATIS:  Terminated
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CLINICAL TMVESTTGATTIONS STRVICE
WILLIAM BFAIMONT ARMY MEDTCAL (TNTER
EL PASO, TEXAS 79920

DETAIL SHEFT

Comparison of Usual Clinical and Laboratory Measurements of
TITLF: Gestational Age with Gestational Age NDetermined by Radioreceptor
Assay (RRA) for HICC
WORK ULNIT NO: 78/07

PRINCIPAL D'VESTIGATOR  ITC I..L. Penney, D

ASSOCTATE IMVESTIGATORS:

OBJECTTVES

To confirm the acccuracy of nregnancy dating within the first to
fourth weeks following ovulation reported by others with the use
of RRA for HCG. To corrclate this data with other parameters of
fetal are as an assessment of the accuracy of these tests which
heretofore have relied on subjective, variable gestational age
estimates (i.e. renstrual cvcle length, LMD, etc.)

TECIINTCALL. APPROACH

The studv will be nm as an adiwnct to protocel 76/20, with additional
volunteers selected from the routine obstetrical clinic. The lCG
values will be determined by commercially available RRA. These values
will be available only to the principal investigator until the con-
clusion of the studv, at which time the test, if justified, may be
irstituted as a routine study.

(ONSIMARTTL SUPPLTTS

L1605

PPOCRIGE

'n establishirng baseline data for this protocol serum estriol, an
accented laboratory parameter of gestational age, has been re-
evaluated. The work rerarding the unconjugated fraction has been
subnitted for mublicatien and is sizmarized in the following
naragraphs:




Thirty-four patients were studied in a longitudinal manner following
informed consent. All of the pregnancies were normal and gestational
dates were accurate. Only patients whose menstrual cycles were 28-

30 days in length and who had pelvic examinations to confirm uterine
size in the first trimester were selected. Gestational age from
quickening, first audible fetal heart tones, and newborn examinations
were all consistent with the established estimated dates of confinement.

Thirteen of the patients were studied weekly from 32 or 33 weeks
gestation to 38 or 39 weeks. The remaining 21 patients were studied
daily beginning at week 35 and continuing for 12 to 15 days. Ante-
cubital venous blood specimers were drawn between 0900 and 1500 hours
for the group. Since diumal variation is still controversial,
individual natients were sampled within one hour of the same clock
time at each visit. After formation of the clot at 4°C and centri-
fugation serum was removed and stored at -20°C watil use.

Dated specimens from all patients were logged sequentially and
assigned random numbers generated from a standard table. The
technician performed each run sequentially using the random, rather
than the chronological, nurbers. All samples from an individual

were included in a single assay with the exception that unknowns

with a percent difference > 15 in the duplicate tubes were empirically
rejected and repeated. The repeat rate was 1.6%. The median
coefficient of variation between replicates for 372 umknowns was

6.4%.

Antiserum, estriol standards and 1251 labeled estriol were supplied
by Amersham Corp., Arlington Heights, I11. The % cross-reaction at
a steroid concentration of 100 ng/ml has been extensively tested by
the manufacturer. Selected values are: estrone 0.1, estradiol 1.3,
estetrol 27.6, 1l6-epiestriol 7.7, 17-epiestriol 0.3, 16,17-
epiestriol 0.2, estriol-3-sulfate 2.4, estriol-3-glucuronide 2.3,
and estriol-16-2lucuronide 0.1. The manufacturcr's comparison of
the free estriol assay values before and after diethyl ether
extraction produced a line with slope 1.02, intercent = 0.95 and

T = .92 for 100 samples.

The assay was modified only to include a total count tube and a
nonspecific binding (NSB) tube with each yun. The NSB tube substi-
tuted male serum for sample but was otherw®se identical to the
patient tubes. The standard tubes in this assav also use human
serun. Counting was performed on a Searle Model 1285 Automatic
Garma Counter.

Five methods of data reduction werc investigated. Linear spline
and log srline fits were least accurate and nrecise judging from
control sarples. “anual calculation consistently underestimated
known high values. A\ weighted logit-log program was purchased
through the tlewlett-Packard Corp. for use on a Model 9845 desktop




ke

computer. The weighting coefficients of ay = .001 and aj = .003
were not changed during the study. The standard deviations (SD)
were identical if computed by weighted logit log or unweighted
logit-log. The latter method was arbitrarily selected as it had
the greatest range due to higher estimates of the unper end of
the dose curve.

Two runs during the course of this study hat $NSB values > 3 SD
above the previous mean and these assays were repeated in toto.
The stability of the 18 acceptcd assays was monitored by the 9
parameters shown in Table 1. Fifteen assays were within + 2 SD

of the mean on all 9 parameters. Assay 2 had a minimum detectable
dose of .456 ng/ml (+2.8 SD). Assay 10 had a slope of -1.406
(-2.5 SD) and % NSB of 5.2 (-2.9 SD). Assav 15 had a % Bo/T

of 61.2 (+2.2 SD). Two quality control sera were included in each
run yielding means of 7.1 + 0.5 and 18.2 + 1.9, For the low
control within assay coefficient of variation was 1.9% and between
assay coefficient of variation was 7.0%. The corresponding y
figures for the high control were 2.7% and 10.4% respectively.

In addition the low and high control were each analyzed ten times
in succession following the unknowns during one of the nms as

an indicator of within assay systematic drift. The usual control
replicates preceded the unknowns.

Analvsis of variance comparing nontransformed, cxponential,
quadratic, and nower regression models for lincarity revealed

the first two to he preferable with a slightly more statistically
significant F-ratio for the exponential transformation than for
the raw data in both groups. All further data reduction uses the
logarithmic value of the serum free estriol concentration.

The regression lines of the two data scts individually and
collectively do not differ significantly in slope or intercept.
The lowest points at 34 wecks, 35 weeks, and 35 weeks 2 days were
eliminated and again individual and collective regression lines
were computed. None of the excluded points fell below the 95%
confidence intervar for the altered regression lines. The 36
week, 37 week, and 36 week 2 dav data points fell within the 95%
confidence interval nredicted from the regression lines through
35 weeks.,

The apparent nadir in the data at 35 weeks 2 Jdays was only marginally
di fferent than the apparent peak at 36 wecks 2 days by the

student t-test (t = -01.97, 38dF, .025 « ™ - _05. *oreover, by
comuting regression lines of three or more noints, but using all
possible combinations of available data from 32 or 33 weeks through
35 weeks 2 davs, no lines were found with wpper limits that excluded
the subseauent 36 week 2 dav »oint or any later points.




A significant difference in slore was hypothesized and the five
lines with the least positive slope through 35 weeks 2 days were
cormpared with five lines from 35 weecks 2 days through 37 weeks
selectcd for the most positive slope and containing at least

three points. The 25 slope comparisons revealed no differences

(P > .1 in all cases) A hyvpothetical slope of zero through 35
weeks comprised of 300 data points with SyvZ of 0.01 and Sx2 of 0.01
does not differ from the calculated slope of the 278 daily data
points from 35 to 37 weeks in this study.

Individual patients were studied by computing the regression line
from the first three data points and iterating scarching for an
ensuing value which exceeded the 95% confidence interval predicted
for the next point in the sequence. Two of thirteen patients
sampled weekly exhihited this phenomenon. The event occurred at
35 weeks in both cases. The finding of a surge calculated in this
manr er in only 2/13 patients hetween 35 and 37 weeks is clearly
discordant with the 100% (9/9) and 96% (48/50) reported by Buster
and by Sakakini.

The concept of an inflection point in the progressive increase in
maternal serum free estriol during the third trimester of pregnancy
has obvious implications as a low risk, simple method of determining
gestational age. TIf such a change occurs and is to be clinically
useful, it should reasonably mect certain criteria among which are
those tested in this report. 1) Most apparently, since its main
usefulness would be in those natients seen late in their antepartum
course, it should occur reproducibly within a few days in every
nommal pregnancy so long as three or more samples are available to
estimate the regression line. Tdeally pooling of several samples
drawn over a short time period for single data points would not be
necessary. 2) Correlation coefficients, or more propertly rl,
should indicate the variation in estriol is primarily a function
of linear regression on wecks. Thus the inflection should also

he present in the means f{rom samples collected in a longitudinal
manner whether or not the assay scquence is randomized. 3} The
inflection should be apparent with any satisfactory assay methodology
or curve-fitting procedures. Furthermore, if this is a real
phenomenon one could 4) expect an increase in slope from the nadir
to the surge point, corpared to the slope from origin to nadir, or,
if the slope remains wnchanged, an increase in the intercept
comparing post-surge to pre-surge regression lines. Since the
latter possibility would rcquire at least seven noints at weekly
intervals, and could not be calculated until near term, it was
deemed impractical, even if real, and not investigated further.
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Although the data is valid by several quality control pararmeters,
the r value, .598, for the combined weekly data is considerably lower
than the .997 renorted by Buster et al. The variation in our natients
weck to week however is similar to that reported by other authors and by
Buster in a subsequent publication. Furthermore the larger mean r of
.726 computed from averaging the 13 r values from the individual
regression lines indicates less within patient than between patients
variation unaccounted for by regression on weeks. One could expect a
derendence of the suroe as much on narrower confidence intervals for
a predicted Y (estriol) as a function of increasing N (number), as on
deviations from regression on X (length of gestation). Results from
individual patients sampled daily were consistent with this supposition.
Five of 21 exhibited a "surge' - in all cases at the seventh data point
or beyond. Simultancously reducing N (widening confidence interval for
next preicted Y) and smoothing day-to-day variability by pooling of
successive data points in groups of two (narrowing confidence interval
for next predicted Y), eliminated thesc "surges'. Tt would seem
possible that pooling of several specimens drawn a few minutes apart
combined with sampling more often than weekly for several weeks might
accurately define a surge if onc exists. This would, of course, reduce
clinical practicality.

The assay used in this report is of a type readily available to many
laboratories. It is stable enough by scveral parameters to indicate
data variation does not reside primarily in the method. The unweighted
logit-log was selected to deliberately introduce bias toward demon-
strating a surge as this method computed higher values at the upper
end of the curve as well as computing the greater range.

Manipulation of the data to seek the extremes still failed to demon-
strate any differences in slope between lines terminating, and lines
originating, at the nadir. In fact only a negative slope from 32 to
35 weeks would differ from the calculated slope between 35 and 37
weeks. Such a decline in estriol concentration has not been reported
to the author's knowledge. Tven the 36 weck 2 day point, which nears
the upper nredicted 95% confidence interval for the five arbitrarily
selected lowest slope lines and is different than the 35 week 2 day
noint by t-test, cannot be rejected as an outlier.

huring the chronological period studicd the increasing maternal serum
free estriol as a function of time may be adequatelyv described as
exponential. Although greater corrclation exists with length of
cestation in individual patients singly sampled for each data point
than in the means, the variability both within patients and between
patients is substantial. The magnitude of this variability obscures
any reproducible relationship between a given fluctuation in the
serum frec estriol and advancement of gestational apge for this con-
densed time frame and correspondingly small N, This failure to con-
firm an inflection point coinciding with length of pregnancy persists
despite deliberate attempts to bias the data in favor of such a
phenomenon.

STATUS : Ongoing
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CLINTCAL INVESTICGATTONS SFRVICE
WITLTAM BEAIMONT ARMY MPDICAL CINTER
EL PASO, TFXAS 79920

NETALL SHETT

TITLE: Acid Asniration Provhvlaxis with Cimetidine, Clvcopvrrolate,
" and Antacids

WORK UNIT NO:

78/08 v
PRINCIPAL IMTSTIGATOR

LTC 1. Daniell, ‘M

ASSOCIATE T'MVESTIGATORS :

ORJECTIVES

This studv will determine the relative effectiveness of three
different prcoperative premedication protocels in reducing the
risk of acid aspiration before, during, and after routire surgical
procedures .

TFNTCALL. APPROAQH

The effects of premedication prior to sursery on gastric juice
volume and pi! will be evaluated in 200 patients wundergoing elective
nongastric surgical nrocedures under general anesthesia requiring
intubation. TMatients taking medications that alter gastric secretion
or who have had a history of gastric surgery will he excluded. All
patients will be NPO from 2300 the day before surgeryv. The patients
will be randomly assigned to four treatment groups. The data to be
analyzed will consist of age, weight, sex, type of premedication,
tvpe of surrerv, tvpe of anesthesia, length of surgery, observed
aspiration, and pll and calculated gastric secretion volume of intuba-
tion and extubation collections.

PROCRESS

The staffing shortage in Anesthesia has precluded institution of the
studv. TPatients will be entered if conditions nemit.

STATUS:  (ngoing ’ 1
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CLINICAL INVESTIGATTONS SERVI(T:
WILLTAM BFALMONT ARMY MEDICAL (ENTTR
EL PASO, TEXAS 79920

DETAIL SHEFT

TITLE: RhoGam Monitoring: Fetaldex versus Netection of Circulating
Anti-Rho(D)
WORIC ITTT NO: 78/10

PRINCIPAL TMVTESTICATOR MAT ML Sellers, MSC

ASSOCTATE IMVESTTIGATORS:

OBJECTIVES

To compare testing for anti-D antibody in the serum of Rh negative
women receiving human anti-D gamma globulin for the prevention of

Rh sensitization with the Fetaldex test for fetal RBC in maternal
blood.

TEQINICAL APPROACH

Fetaldex tests and the standard test to determine if anti-D anti-

bodies arc Hresent in the patient's blood 24 to 48 hours after the

RhoGam wili be done and the results compared. Vhen possible Rh

sensitization will be tested for at 6 to 9 months after delivery.
PROGRESS

Sample acauisttion continmucs to proceed slowly.

STATUS:  npoing
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CLTNICAL INVESTIGATTONS SFRVICE
WILLIAM BFAUMONT ARMY MEDICAL CENTER
LEL PASO, TEXAS 79920

DETAIL SHELT

The Role of Prostaglandins and Prostaglandin Synthetase

TITIE:  mhibitors in Hemorrhagic Shock

WORK UNIT NO: 7/

PRINCTPAL INVESTIGATOR LTC L.L. Permev. M f

ASSOCTATE IMVESTIGATORS:

To determine if prostaglandin levels are increased during hemorrhagic
shock and if prostaglandin synthetase inhibitors improve or worsen
an animal's condition in hemorrhagic shock.

|
_OBTECITVTS ’ f
!

TECIINICAL APPROACI

Hemorrhagic shock is induced in the standard method of Hardaway. )
Serial determinations of prostaglandins and the standard physiologic
parameters. Some of the animals will be given a saline placebo, others
will be given a prostaglandin synthetase inhibitor.

CONSUMABLE SUPPLIFS

&37
The nrincipal investigator Col Killam has retired and has been replaced
by the associate investigator. Techniques for quantification of the

major nrostaglandins from plasma are now available in the Clinical
Investigations Service, hut no animals have been studied to date.

STATUS: Ongoing ﬂ
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CLINTCAL TNVESTIGATIONS SYRVICE
WILLTAM BEAUMONT ARMY MEDTCALL (TNTER
LL PASO, TEXAS 79920

IETALL SHEET

TITLE: Inhibition of the Vascular i:ffect of 173-I'stradiol with
Actinomycin D
WORK [MNTT NM: 78/26

PRIMCITAL INVISTTGATOR  LTC L.L. Penncy, 'M

ASSOCTATT IMVESTTCATORS:

OBJLCTTVES

To determine if the vascular cffect of 178 estradiol employs the same {
nathwayvs as the growth promoting effect on the sex organs of rabbits. '

TECHNTCAL APPROAH

Actinomycin D will be given to rabbits in sufficient dosage to block
the srowth promoting effect of estradiol 17-beta, which is a potent
vasodilator of the uterus as well as a potent growth proroter. If the
vascular effect of estradiol-17-beta is not affected nearly as much as
the growth promoting effect, this would suggest that the vascular
effect does not rely on transcription. Thirty rabbits will be divided
into five random groups, all will initiallv have their ovaries removed.
A minimum of thirty dayvs will be allowed to elapse before studving the
animals. A femoral vein and arterv and a carotid artery will be
catheterized. Raseline uterine blood flow will be determined by
infusing 10-15 uCi 14lce microspheres in the carotid catheter and
sarpline from the femoral arterv. Onc ug/Xg of 178 estradiol with
labeled uridine and amino acids will be given IV and the control animals
subdivided for studv at hourlv (or less if needed) intervals to_deter-
mine onset of increased blood flow. An infusion of 30-40 uCi °lcr at
these intervals will be used to calculate blood flow. All animals will
then be sacrificed and aliquots of uterine tissue for RNA and protein
quantitation and label incorporation will be analyvzed. The microspheres
ner gran of uterine tissue and per organ will be determined. Subsequent
repeat blood flow studies will be done at the earliest time at which
control animals increased their uterine blood flow. These animals will
receive actinomvcin 8 mg/Ke, cvcloheximide 4 mg/Kg, a combination of
these two, or piromvcin 200 mg/FKe 30 minutes prior to hormone adminis-
tration.

PROGRISS

The nroiect remains suspended pending further fnding.

STATES: Mooing

(BRI

N




CLINTCAL, TNVESTIGATIONS SFRVICT
WILLTAM BEAUMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

DETAIL SHEFT

TITLE: Distribution of Groun B Streptococcus
WORK UNIT NO: 78/27

PRINCIPAL, IMVESTIGATOR  MAJ R. lleath, M.D.

ASSOCIATE INVESTIGATORS: Robert Frederick, PhD

MBJECTIVES

To determine where Groun B Streptococci are semwestered in the
bodv of rabbits after intravenous infusion.

TEARNTCAL APPROA!

Approxinately 24 rahbits will be given Croup B strep prowr in media
containing n32 rhosphate to make the organisms radioactive. The
rabbits will be sacrificed at 15 minmtes, 1 hour, or at 12 hours
after the injection. 1lalf will he given live organisms and half

will receive killed organisms. The blood, ling, heart, liver, spleen,
brain, bowel (jejunum), adrenal lymph nodes in the mesentery and
para-aortic area and thigh muscle will be removed and a portion
prerared for microscopic evaluation and autoradiography. The remainder
of the organs will be counted in the liquid scintillation counter for
radioactivity. The amownt of radioactivity in the 15 minute group
will be compared with the onc hour and 12 hour grouns to see where
the majority of the organisms are seauestered immediately after in-
fusion and to see if the radioactivity of the organisms is redistri-
buted from its initial position in the body.

CONSUMABLY: SUPTLITS

No new purchases in FY'79
$1000 in FY78

PROCRESS
Sufficient studv has heen accorplished te show reticuloendothelial
uptake with no significant alterations occurrine later. We are now

movine to cstahlizh hacterial clearance rates utilizing this same
apnroach.,

STATUS:  Oneoine
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CLINTCAL INVESTIGATIONS STRVICE
WILLIAM BFAUMONT ARMY MEDICAL (ENTER
EL PASO, TEXAS 79920

DETAIL SITET

TITLE: prevention of Post Cesarean Section Infections

WORK UNIT NO: 79/04

PRINCIPAL INVESTIGATOR: LTC 1.C. Daniell, MO

ASSOCIATE T'NESTICATORS:  Dr. Fnudson

OBJLECTIVES

To determire whether the routine administration of Cephalin will lower
the incidence of post-cesarean section infectious morbidity. There is

a 30-4n% incidence of infectious morbiditv if a woman is delivered by
cesarean section following lebor with ruptured amniotic mermbranes for
longer than six hours. Prophylactic administration of antibiotics to
patients undergoing vaginal hysterectomy has significantly reduced the
rate of infectious morhbidity. It is hoped that an antibiotic regimen
can be discovered which will reduce the infectious morbidity associated
with cesarean section. The cephalosporins have been used extensively for
prophylaxis with vaginal hysterectomy. Cephalin was chosen because a
single dose given prior to vaginal hysterectomy has been shown to be at
least as efficacious as the standard 3 dose regimen with cephloridine.
Other studies involving antibiotics for post-cesarean section infections
have not shown a consistent, significant lowering of morbidity. However,
patients not in labor or in labor for long periods of time have been
included in these studies. We have selected a very high risk population
and will test a l-dose regimen against a control population. Only those
patients who have had ruptured BOW, lahor, and intrauterine monitoring
nrior to delivery will be entered in the study group.

TEQINICAL APPROACTY

When a woman is entered into the study, she will be nlaced into one of
two drug regimen pgroups. A control who gets a single injection of a
placebo intravenously at the time of cesarean section, another group

who gets a single shot of Cephalin, 1 gram TV at the time of cesarean
section. Upon discharge, both the rother's and the infant's charts

will be reviewed by a merber of the perinatal staff and a listing of all
the corplications compiled from a data sheet included in the study and
the chart itsel®. Patients with previous allergic reaction to penicillin
will not be included in the study.

Group T+ Placebo at the time of cesarean section.
Cromp TT: Cephalin, 1 gram IV at the time of cesarean section.
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Additionally, in conjunction with Dr. Boyce's studv on the influence of
amiotic fluid on bacterial growth, small samples of amiotic fluid will

be obtained through the monitoring catheter which is rout:nely emplaced

upon admission to the Labor and Delivery suite. The inhibitory effect of
these individual specimens with particular attention to zinc levels, will

be related to the ultimate result in infectious morbidity. We hope to

define groups of low and high risk, one group benefitting from prophylactic
antibiotic therapy, and the other not. R

__ PROGRESS

Approximately 50 patients have participated in the studv -hus far, When ’
100 patients have been entered the code will be broken.

STATUS: Ongoing
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CLINICAL TNVESTIGATIONS SFRVICE
WILLTAM BEAUMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

DETAIL SHEET

TITLE:  “olecular Ttchine
MORK UNIT NO: 70/111

PRINCIPAL I'NESTTGATOR B.L.F. Reimann, PAC

ASSOCTATT. INVESTICATORS:

OBJECTTVES

To obtain general information on the ultrastructure of biological
merbranes (in particular the erythrocvte merbrane) and other cellu-
lar organs in order to discem their structural changes under
varving exnerimental (and disease related) conditions and, for this
reason, to develop techniques by which the biological material can

be investigated in the least altered state emploving methods such 4
as freeze drying and ionic etching in conjunction with electron
microscony.

TEINICAL APPROA(T!

The fipal goal is to subject 1lvophilized embedded biological material
to a horbardment with accelerated ions or atoms and to reveal the
obtained structures by electron microscopy. Tresently the exneriments
are primarilv concerned with osmotic pressures of ervthrocytes
ermloving freczing noirt depression osmometry and direct measurements
with a Pfeffer's cell. A 'critical noint" drying chamber has been
cons tructed.

PROGRESS

Collaboration with merhers of the DNepartment of Rinlogy, Yew Mexico
State Uhiversity, Las Cruces, M, resulted in investigations on cell
merbranes, cell wall, and rode of cell division in Mvcobactorium
avium. One publication on this subject is in preparation.

STATU'C:  Oneoine
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CLINICALD PIAVTSTICGATTen: <P VTl
WILETAM BEAIMOVT ARMY P IMCN Qs
F1OPrsSo ) TUNAS Touln

NETALL SHP™T

TITLE: Chemotherapy of Cincer
WORID UNTT NO: O NT

PRINCIPAL TNVESTIGATOR  pye 1,

Swanev, YUh,

ASSOCTATE TMATSTICATORS : Pr. VL Metie. M.

(SN

ORTECTINTS
The association of WBAMC Pediatric Mncologey and teratoloey Service
with the various rerbers of the Southwest Cancer Cherotherapy Study
Croup, Pediatric Nvision (throush M.D. \nderson tespital and Tumor
Institute), Acute Leukemia firowup B, and with the (hildren's Hospital
Oncology Center, Nenver, Colorado, in conductine trials of chemo-
therapy in cancer will (1) obtain the necessan wmderstanding of
the cancer process: (2) detemine effective therapeutic approaches;
and (3) provide needed information to use in the care of children
with malignant diseases. The association prevides for nrobing of
cormon knowledge and for better statistical evoluation of nrocesses
and results.

TEAMNTCAL APPROAM

Fach protocol uscd by the various aforenamed groups encs throuch a
rigorous process of review, revision, and evaluation prior to hecoming
activated for arow usage. The [law of protocol from author through
specific disease committee, statistician, committee headouarters,
studies management hoard, Cancer Tnvestigation Branch of the National
Cancer Tnstitute is the usual nrocess. Data collected by each renber
is reviewed and analyvzed by the individual data sent.

PROCRESS

The natients on the noted nrotecols continue as previously. The
natients remain in continuous remission, The patient on Nenver
Childrer's VA3 I hae diccontinued chemotherasy and is presently NFD.

STATUS:  OMnpoing
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CLINTCAL IMVESTIGATIONS SFRVICE
WILLTAM BEAIMONT ARMY MEDICAL (FNTER
EL PASO, TEXAS 79920

DETAIL SHITT

IR The Use of Tiliott's B Selution, Sterile as Methotrexate
e Niluent for Intrathecal Use

WOPRD AN T NG T6/28

PRINCTPAL TNTSTICATOR Dr. . Swanew, Lo

ASSOCTATT TNVESTICATORS Dro VooMeKie, MUh

_DB,TFCTIVITS
The ohject of this stud is to detemine 17 the use of I'l1liott's B
solution as diluent for intrathecal Methotrexate will reduce the

evidence of side effects, i.e., headaches, fever, vomiting, etc.

TVGINTCAL APPROACH

Patients are elisible for this studv vho are receivine intrathecal
‘Yethotrexote cither as pronhvlaxis or for treatment of central
nervons svsten leukemia, Stock selutions of Methotrexate will be
diluted to a concentratien of 1 mg/cc with T'lliott's B solution.

The dese of Methotrexate shall be calculated at 12 me/™e per

dose with n maximm of 15 mg/*t per dose. The timing of the intra-
thecal iniection <hall be individually determined. Records shall be
kert of patient status follawine injection as regards headache,
fever, nausen, vomitine, ctc.  Tesponse shall be determined by
ahsence of side ~ffect~ or their dininution it thev had been
nreviously nresept. Possible 08 contamination from injection of
Soreicn material mav o re<alt in texicity which mav be evidenced by
‘ever, headache, nausea, ard/or voritine {ollowine intrathecal
injection of Methotrexate dilutd with Vlliott's B solution. Approxi-
mately ten natients per vear will be treated on this nrotocol.

PROCRESS

T nattert. on the noted »rotocols continue as nreviously,  The
patients remain i CoNtipuaous rerssion.,
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CLINTCAL TAMATSTICATTONS Srmyvier
VLD TAY BEAIRONT APAY MTDTesL (VIR
EL PASO ) TINAS 70000
CTAIL SHTTT
Comparisen of ™Mewatic Otescopy ad Topedance Tvrpaoretry in
The Followum of Otitis Yedia in (Mildren

WORK UNTT NO:

TITLE:

7(‘/, 3“

PRINCIPAL TVESTIGATOR LTC PO e, M0,

ASSOCTATE IXATSTTGATORS: .. Artaleie, NAC

ORJECTINTS

In cross sectional studies, impedance tympanometny is a reliable screening
rethod for the detection of middle ear fluid in the pediatric age group and
corpares favorably with pneumatic otoscopy in accurately detecting middle
car fluid. Tmpedance tvrpanometry offers an objective measurement of
middle ear fluid and its sequential presence or absence following acute
otitis media. Comparison of these two methods in the fellowup of riddle
ear effusions should deronstrate the utility of impedance tyvipanometry

ir the followup of middle ear effusions.

PROCPTSS

This study has been swmarized for presentation at the 'niformed Services
Pediatric feminar as follows: Tyvmpanomet v revresents a significant
advance in the study of middle ear discase. This technique is a safe,
sirmle. reliable and objoctive metheod of determinine middle ear function
and is felt to be votuable ir office screenine and ir the screenine of
certain high risk crouns. It can also be used as a tool for clirical
imvestication since it nrovides an chicctive rmeasure of middle eor function.

The purmpose of this studv was te perform twrmaometr on pediatric patients
with acute otitis media in order to determine if ipitial tvepanoretry
“indings could he related to outcae.

Pedintric patients vho had acute otitis media, defined as o red, irmoebile
or bulcire tyrnanic merbrane witih an absent light reflex, were considered
for the studv. Patients with ventilatory tubes or cleft palate, patients
receivinn antibiotic therapy and patients who had an ear infection in the
prior three ronths were excluded.  After inforred parental consent, npatients
were aiven ora! armpiciltlin (100 mom/ke/dov, four tires daily for ten davs)
md elther placebo or triprolidine 'wirochloride/pseudoephedrine (0,03

o/ TLV2E e ST dae o fone e TR Y il the tvrmapic merhranes were

norral o oonetat e oo e T sy ane L




Tympanoretry using a Teledyne TA-1B acoustic impedance meter was
done initially and at weekly intervals during the Tollowup period,
by the audiolopists or physicians involved in the study.

For the purposes of our studv, type A tympanograms were defined
as those with the neak pressure between +50 and -100 mm water and
a normal to high compliance (0.1 to 1.5 cc). Type B tvrpanograms
had no neak »ressure and tvpe € tvmpanograms had a pressure neak
greater than -100 mm water.

Fhyvsici.ns perfomed pneumatic otoscopy and independently recorded

whether the tvipanic merbrane was mobile, mobile retracted, irmobile,

or bulging. The followup period lasted six weeks. Patients with

normal pneumatic otoscopy and a type A tympanogram were considered as

therapeutic successes. Patients who had a type B tvipanogram after

six weeks were considered as therapeutic failures. The antihistamine/

Jdecongestant or nlacebo was continued for six weeks or until tyrpanometry

and otoscopy were normal. 4

fhirtv-two pediatric natients with 43 ear infections were studied
between Decenber 1978 and April 1979. Initial tympanometry demonstrated
a number of tvmpanograms that Jid not conform to the A, B, or C
classification. In these tympanograms the peak pressure was greater
than -100 mm water with normal compliance (.1-1.5 cc); or the highest
compliance measureable was at +200 mm water and cradually decreasing
corpliance was seen with decreasing pressure (Firure 7). These
tympanograms are designated as type P (positive) tyvmpanograms.

The initial tympanometry findings of 43 ear infections are presented

in Tahle 7. Fortyv-three nercent of these initial examinations showed

a Type P (positive) tyvmpanogram, while 35 percent showed a type B

or flat tvmpanogram. Nine percent showed a Tvpe A tympanogram and

9 percent could not be tested. This was usually due to a poor air seal.
Five nercent of the ear examinations showed a tvpe C tyvrpanogram.

The sex distribution and mean age of the patients with these tyvipanograms
were comparable.  The tvmpanic renbranes were described as bulging in

76 percent of the ears with tvpe P (positive) tympanograms and in 04
vercent of the ears with type B tyvmpanograms.

Table 11 cempares ithe iritial tyvipanograms with outcome. Ninetv-four

percent (16 or 17) of the tvpe P (positive) tympanograms had a

successful outcome Jduring the followup period; however, only 38 percent

(5 of 13} of the type B (flat) tvmpanograms had a successful outcorme

during that same period. Among the tympanograms that failed to retum

to normal in the followup period, 8¢ percent (8 of 10) were initially

tvpe B (flat). When outcome was comparcd to initial tvmpanometry, a
significantly poorer outcone was noted after tyvpe B tyvmpanograms (p = < .005).




There were no significant differerces in outcome when patients
who received the nlacebo were compared to those who received the
antihistamine/decongestant (Tohle IT1). The mean ape and sex distri-
bution of the two treatment crouns was similar. Twenty-three percent
of patients eiven triprolidine/vseudoerhedrine failed to improve
during the fcllowu period, and 27 nercent of patients given nlacebe
failed to immrove during the same followup neriod. Tpe P (positive)
tvipanograms and type B tvipanograms were randorly distributed among
the patients receiving the antihistamin>/decongestant and the placebo.
Among the ninetecen patients receiving taie nlaceho, nine had type P
tvipanograms and six had type B tvipanograms.

Positive pressure tvipanograms with the maximum compliance at
+200 mm water or greater and a gradually decreasing compliance with
decreasing pressure have not been noted or classified previously.

Tympanograms with positive pressure peaks are a rarely observed
finding. Paradise et al compared tympanogram tvpes with otoscopic 4
diagnosis and classified three percent (7 of 273) of the tympanograms
as HP (High Positive Pressure).

Groothuis et al made no rmention of positive tvmpanograms among a
group of 43 ipfants who had tympanograms obtained during their first
attack of otitis media. Fightv-seven percent of the tvmpanograms were
tvpe B, six percent were type A (shallow) and seven percent were tvpe
C. Abnormal tympanograms persisted for six months in 63 percent of
the examinations. The patients in the studv by Croothuis et al were
vounger than the natients we studied, suggesting that infants may not
show a positive tympanogram with otitis media.

The results of our study demonstrate the association of signifi-
cantly noorcr outcome in natients with acute otitis media and a tvpe B
(flat) tvmpanogram when comparcd to patients with acute otitis media '
and a tvpe P (positive) tvmpanogram. Mo differences in outcome were
noted among patients receiving the antihistamine/decongestant and
patients recciving nlacebo.

Tvimpanometry at the time a diagnosis of acute otitis media is
made does have prognostic value: this techniaue identified a groun
of patients that need narticularly careful follewup, i.c., patients
vith type B (flat) tvmpanograms.,
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TABLE T1

INITIAL TYSPANSMCTRY AND CUTCOME AFTER SiX WEEKS

Initial

Tympanogdram Mumber
p 18
B 15
A 4
ChT A
C 2
Total 43

CHT = Could not test

X2 P vs B, p= <.0035

Qutcomnme
Success _ Failure Mo Follow-Up

16 1 1 *
5 8 2
2 2
]
| 1

27 10 6

-tz




TAsLL I

PATIENTS RECEIVING ANTIHISTAMILE/DECOLGESTANT :
OR PLACEBO AND OUTCOME

Outcome *

Drug Number  Success Failure  No Follow-Up 5
Triprolidine
Hydrochloride/ 1
Pseudoephedrine 13 10 3
Placebo 19 11 4 4
Total 32 21 7 4 {

P4
i
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CLINTCAL INVESTIGATIONS SERVICE
WILLTAM BFAUMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

DETAIL SHEET

Netection of Bacterial Antigen in Body Fluid by Counterimmuno-

TITIE: electrophoresis

WORK INIT NO: 77/05

PRINCIPAL INVESTIGATOR LTC R Lampe MD

ASSOCIATE IMVESTIGATORS:

OBJECTIVES

To cormpare the presence of bhacterial antigen in various body fluids
detected by counterimmunoelectrophoresis {CIT) to standard bacteriologic 1
methods of identification.

TEQINTCAL APPROATH

Pediatric natients suspected of having a bacterial infection will have
appropriate Gram stains and cultures nerformed. In addition, sera, urine,
and the bodv fluid suspected of being infected will be studied using CTF
with the following antisera: Pneumococcal antisera, 'lemophilus influepza B
antisera, MNeisseria meningitids antisera and Staphylococcal antisera.
Should a specific antigen he detected, this will he followed sequentiallv
durirg the hospitalization. The withdrawal of bodv fluids for this studv
will only accormpany clinicallv indicated procedures requiring fluid with-
drawval for diasmostic purposes.

COVSIMARTT SUPPLTTS

11T

PROGRE S&

Over 400 clinical specirens ((3F, serum, urine, nlural {luids, exudates)
have been analvzed to date.  The results have been swmarized for presen-
tation to the Inifeormed Services Pediatric Semipar:

Conterirmunoclect rophoresis usine cormercially available antiscera against
flemophilus influenza B, nnewococcus and Growp B Streptococcus was
Inttiated to evaluate this technique's usefulness at a military teaching
hospital. Over 400 specirens including sera, cerchrospinal fluid (CSF),
urine, pleural fluid and joint fluid were studied.

H. influenzac b antigen was detected in (SF, ~cra and pleural fluid,
Among patients with culture positive meningitis Jdue to 1. influenzac b,
antigen was detected in six of seven CSE specimens (8070 Among patients
with H. influenzac b bacteremia, antigen was Jdetected in three of sceven
(43%). There were two patierts, one with menincitis and one with erpyema,
whose cultures were neeative but had Hoipfluenzae b antieen in CSF and

N
Al




nleural fluid, respectively. Roth natients had received antibiotics
hefore cultures were obtained.

Pneumococcal antigen was detected in either (ST, sera or pleural fluid
of six patients. There were three patients, one with nneumonia and
two with empvema, whose initial cultures were negative but who had
nneunococcal antigen in sera or pleural fluid. The two patients with
empyvema had received antibiotics before cultures were obtained.

There were five nconates who had group B streptococcal antigen detected
in either CSF, pleural fluid or urine. In two patients, bacterial
cultures were necative,

Using staphyvlococcal antisera prepared at our institution, staphyloce-
ccal antigen was detected in the plecural fluid of one¢ patient with a
Staphvlococcus aureus empyema, and antigen was Jetected in the joint
fTud of another patient with a septic knee and tibial osteomvelitis
secondary to S. aureus. There were no cross reactions with this
antisera and other clinical specimens positive for Il influenzae b,
pneumococcal or group B streptococcal antigens. Thils antisera was
able to detect 0.3 mg of purified teichoic acid from S. aurcus.

Counterimmmoeelectrophoresis using commercially available antisera ;
was useful in the detection of antigens {rom Il. influenzae b,
pneumococcus or group B Streptococcus . It was particularly helpful
in patierts with prior antibiotic therapy. Representative examples
of its value in empyema patients will be presented. The detection of
staphviloceceal antigen (teichoic acid) with prepared antisera appears
prorising.

CroarYm-
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CLINICAL INVESTTGATIONS SERVI(E
WILLIAM BEAUMONT ARMY MEDICAL (ENTER
EL PASO, TEXAS 79920

DETAII. SHLET

TITIE:  Zinc Levels in Matemal Infant Pairs
WORK UNIT TLQ_Z 77/10

PRINCIPAL TMVESTIGATOR LTC L.L. Pemney, IC

ASSOCIATE TNVESTTGATORS :

ORJL.CTIVES

To determine the zinc level in maternal-infant pairs and to see if
there is a correlation with the incidence of infection.

TEAINICAL APPROAH

Zinc and phosvhate concentrations in maternal and neonatal cord blood
will be correlated with the incidence of neonatal sepsis in a blind
retrospective studv. The hvpothesis of increasing zinc and phosphate
levels in enhanced amiotic fluid bactericidal activity will be studied

(QOMSUMABLI® SUPPLITS

8179
_PROGRESS
Over 1000 samples have been analyzed. Statistical correlation of the

data is continuing but is slowed due to inability to retrieve patient
records.

STATUS: Meoing
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CLINTICAL INVESTICATIONS SFRVI(T
WILLTAM BFAIMONT ARMY MEDICAL (I2VTTR
EL PASO, TEXAS 79920

DETAIL, SHTET

Tnvestigation of the Bffects of hivhenvlhvdantoin on Intellectual

TITLE: Functioning of Children
WORK UNTT NO: 77/13
PRIMNCTPAI, INVESTICATOR LTC P. F. loPiccolo, MD

ASSOCTATE TNVESTTCATORS : CPT Robert Hulsebus, ™D

OBJUCTTVES

To determine if Dilantin has any effect on intellectual fumctioning.

ke m g Ao A 18 e

TFQINTCAL APPROAGH

To test children over the age of six vears who have been nlaced on
phenobarb or dilantin because of a new seizure disorder. To test
children who have been on long term anticonvulsants to see if there

has been any change in intellectual function. This can only be
accomplished if children had educational and nsvchological evaluations
before the onset of their seizure disorder. Testing is being accomplished
by Psvchology using the "ISC-P. The first nart of the study has gone
slowly because we have had verv few cases of new snontaneous seizure
disorders in children over the age of 6 vears.

PROCRESS
Nue to lack of support individuals this project has been terporarily

suspended. T hope with the start of the Child Developrent Fellowship -
to be able to continue.

1

1
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STNTUS:  Mnooing l *
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CLINICAL INVESTIGATIONS SFRVICE
WILLTAM BFAUMONT ARMY MEDICAL CENTER
CL PASO, TEXAS 79920

DETAILL SHFEET

TITLF The Infant Parent Bonding and Its Relationship to the Healthy
— Resolution of Grief

WORK IINTT N0 77/18

PRINCIPAL TNVESTIGATOR Vivian Sheliga LT, MSC

ASSOCIATE INVESTIGATORS:

OBJECTIVES

To evaluate our current inpatient and outpatient nursery services and
to increase our help to families who experience the death of a newborn.
e were particularly interested in how absence of '‘normal’ bonding
affects the grief reaction.

TECINICAL APPROA(H

Fighteen families were interviewed, half in hospital, half in homes. Two
interviewers of the three on the tcam saw each family. Interviews were
geared to a specific set of questions and all were taped when permission
was given by family. Family previously had been asked to complete a
brief questionnaire containing some of the same questions as interview.

PROGRESS

Many factors have been delineated as contributing to the prolongation of
parental grief following the death of a newborn, with most of the

factors identifiable as arecas which more sensitive hospital personnel
could help alleviate. Some of the prelimirary findings were incorporated
by our social workers into routine operational guidelines. The principal
investigator has been rcassigned.

STATUS:  Completed




Y.

CLINICAL IMVESTIGATTIONS SFRVICE
WILLIAM REAUMONT ARMY MEDICAL CENTER
EL PASQ, TEXAS 79920

DETATL SHEFT

TITLE: Breast Feeding Survey
WORK UNIT N0i7/21

PRINCTPAI_TMVESTIGATOR CPT Jackson ANC

ASSOCTATE TNVESTIGATORS:

OBJECTTVES

Fvaluate effectiveness of current breast feeding teaching program at
this hospital. Detemine breast feeding population and rcason for
decision to do so.

TEQINICAL APPROAI

Mothers visiting the Well Baby Clinic will be administered a questionnaire
on several successive visits to detemine the nmumber of breast feeding
mothers, non-breast feeding mothers and/or discontinued breast feeding
mothers. Data will be analyzed attempting to identify factors which
encourage or discourage mothers {rom breast feeding.

PROGRESS

The principal imvestigator has been reassigned. “Ne progress was reported.

STATUS:  Terminated
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CLINTCAL TXNVESTTCATIONS STRVICT
WILLTAM BIALMONT ARMY MEDICAL (CENTER
EL. PASO, TEXAS 79920

DETAIL SHETT

TITLE: - Maintenance of Patency of the Ductus Arteriosus in Congenital
2=+ Cardiac Lesion

PRINCIPAL INAESTTCATOR MAT Wi Pearl. MD
MAT W Pearl,

ASSOCTATE INATSTIGATORS:

OBJ:CTIVES

To maintain patency of the ductus arteriosus in infants with congeni-
tal heart disease, hy infusing prostaglandin until diagnostic studies
are completed and surgery can be arranged.

TEQINICAL APPROAQ!

Prostaglandin F is the only nonsurgical treatment available for treatment
of certain congenital heart defects such as maintaining nratency of the
ductus arteriosus until cardiac abnormalities in newborn infants can be
surgically corrected. Tn infants in whom blood is flowing through the
ductus from the aorta to the pulmonary artery, a catheter will be placed
through the wmbilical artery to the first part of the descending aorta,
at or just above the ductus. DProstaglandin Fj will be infused continu-
ally into this region at the rate of 0.1 micrograms per kilogram per
minute. In infants in whom blood flow is passing through the ductus

from the nulmonary artery to the aorta, a catheter will be placed in

the pulmonary artery just beyond the ductus arteriosus, and the
Prostaglandin Fj will be infused at the rate of 0.1 micrograms per
kileorw per minute. In the event that the major artery camnot be
catheterized, the infusion will be given into a large vein, and the
investigator will be asked to observe the infant closely for any systemic
effects. The infusion will be continued until surgery can be performed:
this will usually be in a matter of hours. If the infusion is to be
contirued for more than seven davs, the investigator should contact

the monitor.

PROGRESS
The annual review of this nrotocol was conducted by the WRAMC Human
Use Tnstitutional Review Cormittee 26 .Tul 79. At that tire six patients

had been treated. The only recognized side effect or cormlication
was blistering and vasodilitation at the iniection sited.

STATUS: Ongoing

lol




e ———

b

CLTNTCAL TMATSTICATIONS STIVvIer
FTILLTAM BEALMONT ARMY MDToAl (e
F1. PASO, TEXAS 79020

DUCATL SHpP™

Penicillin Alone vs Ampicillin and Ceptarmicin ir the Treatrenrt

TITLY of Croup B Streptococcal Sersis

WORK UNIT N0:  78/15 )
PRIMCIPAL DATSTIGATOR: MAT R. Heath, '

ASSNCTATE. UVIESTICATORS ‘

OB.JV.CTTVES

To determine the in vivo and in vitro killing rates of these
antibiotics.

TEAINTCAL APPROAI

Scintillation counting will be uscd for in vitro studies. Serial
blood cultures will be used for in vivo studies with a rabbit model.

CONSUMABLE SUPPLTTS

§922
PROGPRESS

froun B strentococci have been shown to be relatively resistant to loss
in colonv formineg wnits durine short term exposure to penicillin doses
1000 tires ereater than the minimal inhibitory concentration (MIC). In
Todd Hewitt Rroth supplemented with 100 ug of the antibiotic per ml, the
nirber of colony “orming wunits decreases only 70% in three hours.

Miring this time, the cells do not lvse as determined spectrophoto-
retrically and the maintenance of 3 labelled ™A intracellularly.
Converselv, there is a loss in €14 ¢lveerol labelled cell wall corponents.

In in vivo experirents using a rabbit model, penicillin treated Group B
strentococei were cleared from the bleod stream more slowly than
wmntreated cells. This difference was not seen in rabhits irmunized
with a1 nonhorolecous serotype.

NDosnite the loss in co'1 w17 paterial after a 3-bour penicillin

treatrent , there were no differences in the in vivo response of .
ribhits to intravenous injections with cell suspensions. The febrile

response and drop in white blood cells seen immediately post-injection

f e R

STATTIS:  Mgoiny




CLINTCAL TXVESTICATTONS STRVTCL
WILLT T BEARMONT ARMY MEDICAL (3NTER
L PASO, TEXAS 79020

NUTATL SHEPT

TITLE : The Tfficacy of Intravenous and/or Intraventricular
——=="  Antibiotic Therany of Cram “ecative ‘Menireitis

WORK INTT NO:

78/16
PRIMCIPA], IMVTSTTCATOR

VAT R, leath, LD,
ASSOCTATT TXVTSTTCATORS :

ORTECTINTS
To determipe which of the above methods of antibiotic admin-

istration results in the morve rapid sterilization of irfected
ventricular fluid.

TECINTCAL. APPROAGH

Dogs will have L. coli instilled directly into their ventricles.
Antibiotics will be given intravenously or intraruscularly +
intraventricularly, or intraventricularly alone, and serial
culturing done for bacterial arowth.

PPOCRESS

Recent human data has heen miblished vhich answers this auestion.
No further studv is conterplated.

SUAT S Termirated
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CLINTCAL TMVESTIGATIONS STRVIFT
WILLTAM BFAUMONT ARMY MEDICAL (TNTER
EL PASQ, TFXAS 79920

DETALL SHEFT

1171 - The Ifficacy of Active Irmunization te Group B Streptococcal
" (GBS) Organisms in Preventing (BS Sepsis
WORK UNTT NO: 78/22

PRINCIPAL, DNVISTIGATOR  Ma R.T. Heath, M.D.

ASSOCIATE INVESTIGATORS:

Robert Frederick, ThD

To determine if active immmity will prevent acquisition of

disease and/or prevent and/or blimt the clinical parameters of
sepsis.

TEGHINICAL APPROA(H

A rabbit model is being used in this study. Rabbits are immmized
with GBS until they have a '+ CIE to (BS antigen. Once a '"+"

titer is demonstrated, the animals are injected with both 1live and
killed organisms. C(BCs, blood gases, and temperatures are followed

closely. If death occurs, histological examination of tissue will
be performed.

CONSUMABLE SUPPLIFES

PROGREESS

The model works very well, and the project is approximately one-
half corplete, currently investigating what antibody fraction
offers protection. A presentation to the Pediatric Triservice
Seminar, San Diego, CA, Mar 1979 is swmarized below:




By far the greatest efforts involved in the study of the irnmmologic
circumstances of ecroup B streptococci have centered around the tvpe
speci fic mtigens, almost to the exclusion of non-type specific antigens
such as the groun R carbohvdrate. In preliminary studies in rabbits,
however, we noted a marked protection against a group B type Ta challenge
when the animals had been irmumized with a tvpe TID strain. These
experiments were repeated as described above, using an immunization
reegimen that reportedly maximizes anti-group R (J10 activity while
minimizine amti-tvpe speciflic activity. The effectiveress of this
repimen was tested using sceveral techniques and antigen preparations.
Very few rabbit sera had any anti-tvpe T1T detectable activity, and
there were no demonstrable cross-reactions with type Ia native or

corc antigen preparations. While the sensitivity of these tests could
be greater, by using radioimmunoassay for exanmple, it seems unlikely
that such low titers would he protective.

This protection could not be reproduced by immmizing with the "type-
less' strain, 090R.  The reason for the lack of protection scen in
these rabbits is not known. ‘There were no obvious differences in
antibody titer to the group QIO supgesting that the group specific QIO
was not the protective antieen: however, Baker has noted the possibility
of a fundamental difference in the composition of the group carbohvdrate
in 090R and other type strains. 1f some other antigen is intimately
involved, it mav he that it is presented to the immmological svstem

in different fashions by the tvpe TIT and a genetically altered, 090R
strain. Regardless of the mechanism, it does not appear that type
specific immmity is involved in the protection reported here.

Previous reports indicate that rabbit antisera to the group B specific
cell wall polvsaccharide do not protect mice from the lethal effects
of an organisn challenge. Opsonophagocytic studies with Groun B
specific antisera demonstrate some ability to kill types Ta, Th, and
Ic organisms; however, this antisera was shown not to interact with
tvpe T1 or type 111 organizms.  Anthony found that rabbit antisera

to type 11T Growup B streptococcus Jdid not opsonophagocvtize type la
bacteria.  The group R snecific polvsaccharide is a known shared antigen
assumed to be of no clinical sienificance.  Several reports have
discussed the presence on all serotvpes of Group B streptococci of a
nrotein moiety,  Known as X oand R, one of these antigens, hut not
hoth, is reported to be on each strain.  The inportance of these anti-
gens 1s current v not known.

The phenomenon of cross-reactive protection has been demonstrated in
several wavs ) but whether this s occurring here has not been absolutely
cxelidsds s Povhens with frther refinement of the irmo’ -ing preparation

Tt N 17 a N - - -
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It is important to note that the immediate physiologic changes that
occur after i.v. administration of group B streptococcal suspensions
were not suppressed by the immmization procedure. This suggests that
these parameters may not be associated with the precipitating event
in the rabbit fatalities and consequently are of little diagnostic
value in evaluating the prognosis of the infected animal. Terhaps
then, it may be more pertinent to critically examine the events
leadinn up to or occurring immediately prior to the time the animal
expires. Such studies are currently 'mder way in our laboratory.

STATUS: Ongoing
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CLINTCAL TMNVESTICATTONS SIRVICE
WILLTAM BEAIMONT ARMY MEDICAL (OMTER
L PASO, TEXAS 79920

NPTATL SHEET

TITLE : Netection of Toxin by the Groum B Streptococcal (MBS)
—="  Organisn

WORK UNTT NO: 78/23

PRINCIPAL, DNVESTIGATOR — MAT R.T', lleath, MM.D,

ASSOCTATE INVESTTCATORS: Robert Frederick, ThD

OBTLCTIVES

To determine if the (BS organism has cvidence of producing a
toxin, {
i
{

TECINTCAL APPROA(

Live and killed orpanisms will be injected into rabbits,
(BCs, blood gases, and temperatures will be follawed closely.
Necropsy specimens will be histologically reviewed.

CONSIMABLE: SUPPLITS

$3049

PROCRESS

We have deronstrated similar chanees in all parameters with
both live and killed organisms ipdicating a high nrobahility

of toxin production by (BS.  Tsolation and purification studies
are continuing. An ahstract from a presentation at the Annual
Meeting of the Society for Mediatric Research, Atlanta, Ceorgia,
April 1979 describes our work further:

Three grouns of rabbits werce intravenously (TV) injected with
either live (BS organisms., killed organisms, or saline. Animals
in both treatment grouns exhibited letharg, weakness and labored
respirations; death occurred in 19/19 who received live organisms
and in 4/13 who received killed orcanisms. The 16 control animals
remained asviptomatic.  Tach animal had rectal terperature, blood
ons determination, white hlood cell count, and platelet count

S

nerformed hefere troatrent and or 1, 2, 4, 8 and 24 hours (hrs),

[os




The live organism group experienced hyperthermia (p <.05) at 4 hrs;
hypothermia at 34 hrs. (p<.05); leukopenia at 2, 4, 8 and 24 hrs.
(p<.01) ; metabolic acidosis at 8 and 24 hrs. (p<.05); and thrombo-
cytopenia at 24 hrs. (p<.05). The killed organism group demonstrated
hyperthermia at 2, 4 and 8 hrs. (p<.05); hypocarbia at 1, 8 and 24 hrs.
(n<.05-p<.001) ; and metabolic acidosis at 2 hrs. (p<.05). Histological
review of lung specimens from both groups revealed identical pulmonary
changes which were analogous to those reported to occur in neonatal

(BS disease. Because similar clinical, laboratory, and histological
changes were induced with live and killed organisms, we postulate

that a toxin is operative in early onset GBS disease. The IV administered
organisms produced histological changes indistinguishable from those
described to occur in neonates where organisms are presumed to be
acquired by the aspiration of infected amiotic fluid.

STATUS: Ongoing
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CLINTCAL. [XVESTICATTONS SFRVICHE
WILLIAM BEAIMONT ARMY MEDICAL CI2ITER
EL PASO, TEXAS 79020

DETALL SHEIT

Antibiotic Prophyvlaxis for Tecurrent Otitis *edia: Cerparison of
TITLE: Sulfasoxizole, Erythromycin, and "laccho

WORK UNIT No: 78/25

PRINCIPAI, TMNVESTTGATOR: LTC M, Weir, *M

ASSOCTATE IMVESTIGATORS:

OBJECTIVES
To compare the effect of chronic administration of oral sulfasoxizole,
ervthrorycin or nlacebo has upon the mumber of ear infections in
children with a history of recurrent otitis media.

TEAINTCAL APPROACT Y

Children under the age of six vears who, upon review of their outpatient
chart, have a documented history of four or more ear infections in the
preceding twelve months will be considered eligible for the study.
Children with previous history of PE tubes, cleft palate or irmme
disease will be excluded. After informed parental consent, the
children will be placed on either sulfasoxizole 25 mgm/kg/dose b.i.d.
ervthromycin 10 mgm/kg/dose b.i.d., or placebo for a threc-month period.
During this time the patient will be followed monthly with impedance
tvrpanometry and physical examination. Anv new ear infections during
this period will be treated with svstemic antibiotics for ten days.
Nuring the sccond and third three-month period an alternate drug will
be used. Tach natient will be followed for nine months and will seirve
as his or her awn contyol. (Three months on Sulfasoxizole, 3 months

on placebo, 3 months on erythromycin) in random order. At the con-
clusion of the study, the freouency of ear infections in children
receiving placebo will be compared to those receiving sulfasoxizole

or ervthrorvcin.

PROGRESS
The principal investigator was rcassipned and has been replaced by

Dr. “eir. No natiepts were eptered in Y79 as fipral approval was not
wooived mntil after the 1TRT season.

STATUS:  Oneoing




CLINTCAL. INVESTIGATIONS SERVICE
WILLTAM BEAUMONT ARMY MEDICAL (ENTER
FL PASO, TEXAS 79920

DETAIL SHEET

Ty leasles, Mumps and Rubella Immunity in Military Adolescent
- Dependents; Corrclation with Tmmunization History

ORI UNTIT N0

ORI UNTT N 70/12

PRINCIPAL TNVESTIGATOR ‘AT AL Butler, MD

ASSOCTATE INVESTIGATORS :

OBJLCTTVES

To determine the number of adolescents with serologic immmity to
measles, mups, and rubella and to correlate this with their
immmnization/disease historv.

TEAINTCAL APPROAQI

In Septerber 1978 U.S. Army Health Services Command requested an immuni-
zation survey be conducted to determine the adeauacy of the Army Medical
Departments dependent inmmmizations. The irpetus for this survey was
the Presidential Childhood Tmmunization Initiative and encouragement

from the Surgeon General's Office. The occurrence of large numbers of
measles cases in junior and senior high school students has highlighted
the need to assess the immmization status of children particularly in
the adolescent age group and to provide immmnization to those not known
to be protected, Nearly one-half of the reported cases of measles

occur in teenagers and fifty percent of reported fatalities from
measles occurred in adolescents. At the present time there are only
limited data relating to the actual antibody status of a major segment
of the population. For obvious reasons we proposc to determine serologic
imunity to measles, mmps, and rubella and to correlate this information
with their disease or immmization history.

Fach year in May and August one day is set aside for school and sports
phvsical examinations for dependent children at William Beaumont AMC.
Approximately six hundred children are examined on these days. Sera
have been collected from one hundred and thirty adolescents, after verbal
consent, and a history of their immmization record of measles, mmps,
or rubella immmization or discase was ohtained. Serologic tests
including hemagglutination inhibition titers to measles, ncutralization
antibody to mmps, and hemagglutination inhibition titer to rubella will
he nerformed with the assistance of LTC R McScott, MC, Dent Virology,
IRATR, Wash DC. Titers less than 1:4 will indicate susceptibility,
greater than 1:4 will indicate irmunity. These data should provide the
nroportion of our adolescent nopulation that have serologic irmmmumity to
measles, meps and rubella and indicate the reliability of the history
obtained from the natient's immmization record.

——
~]
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PROGRESS

Depending on the catecory 30-50" of the {irst sct of specimens revealed

a non-immme status,
been analvzed.

STATUS:  Ongoing

Only a sma.! percentage of collected samples have
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CLINICAL TMVESTICATTONS SFRVI(T
WILLIAM BEAUDMONT ARMY MIDICAL (TNTTR
LI PASO, TEXAS 79920 :

ETATL SHEFT

TITLE: Infant Auditory Discrimination of Parents and Strangers
WOPK N IT NO: 77/12

PRTYCTPAL._TMVESTTGATOR Robert C. lHulscbus, ThD, (DT, &0

ASSOCTATE I'VESTTGATORS :

OBJECTIVES

The purpose of this research was to detemine the extent to which verv
voung infants are able to discriminate parents from strangers of the
sare sex: the nresent protocel involved comparison between fathers and
male strangers.

TEAINTCAL APPROAQH

Parents are to be contacted within 1-2 days of birth and the planned
research will be briefly described. Those who express interest in the
studv will be contacted approximately one weck later and will be given
a consent form.  For each comparison (father's vs male stranper, and
rother vs father) the reaction of 12 - to 15 infants between 1 and 2
weeks of ape will he compared.

PROCRESS

There were results from 20 infants vhich met the criteria of sufficient
crving and of sufficient pausing while the adults were speaking to the
infants. The major comparison of intercst was the extent to which
infants would pause from crving more readily to their father's voices
than to a male stranger's voice. (Farlier published research revealed
that infants discrininated their mother's voices from female stranger's
volces and naused sienificantlv sooncer when their mothers spoke). Two
scorers worked inderendently and simultancously to transcribe on an event
recorder the nattem of cries and pauses emitted by each infant and to
ecach adult. The percent agreement as to which adult the criterion
pawse occurred first was calculated; in 23 of 24 cases there was agree-
ment - for a 95% rate of agreement.  The latencies to criterion pauses
for father and stranger were compared by means of t-tests for paired
corparisons.  The results were as follows: t = 2,925, p <.01, a highly
significant difference in favor of the fathers., Thus, the infants
nased sieni ficant Iy sooner when their fathers spoke to them supporting
the conclusion that infants with i average age of 2 weeks can and do
differentiate their father’s veices from strangers' voices. This

WP




Work Unit 77/12

finding is consistent with the aforementioned results reported with
mothers and their infants. Together these studies shed new light
on the as vet not fully understood neriod of ecarly infancy and the
beginning of social attachment. These data have been submitted

for publication.

STATUS: (ngoing
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CLINICAL TXVESTTCATTONS STRVICT
WILLTAM BFAIRONT ARMY MEDTCAL C1NTER
EL PASO, TEXAS 79920

DETAIL SHIFT

The Iffect of Instructional Pretrainine and Tvpe of Treat-
TITLY: ment on the Acouisition of Assertive Behavior

WORK UNTT N0 78/04

PRINCIPAL T*ATSTICATOR Pdward O, Crandell, LT8G

ASSOCIATE INVESTIGATORS:

OBJECTIVES

The purpose of the study is to comparc the effectivencss of two
methods of psvchotherapy (behavioral and insight-oriented) used
in conjunction with instructional retraining on developrment of
assertive behaviors,

TEAQINTCALL. APPROAQH

A total of 50 volunteer subjects will be selected {rom among the
patient population of the Psychclogy Service of William Beaumont
Army Medical Center in I'1 Paso, Texas. All subijects will be
assirmed to one of five groups. The purpose of these groups will
be to aid each subject in his/her ability to behave assertively and
to determine which of the five methods to be used is most effective
in teaching this skill. The procedures to be followed and qualifica-
tions of the therapists to be used are described in detail in the
originally submitted protocol.

PROCGRESS

The study investigated the effect of hehavior therapy, insight-
oriented therapy, and instructional pretraining on the acquisition

of assertive behavior. The dependent variables were the expression
of positive assertive statements, the expression of negative

assertive statements, and the nredisposition to respond assertively.
The independent variables of type of treatment and tvpe of pretraining
were combired in a completely randomized 2 x 2 multifactor design with
a fifth eroup added which received instructional pretraining only. It
was hypothesized that subjects receiving behavior therapy plus
instructional nretrairing would score significantly higher on behavioral
and self-report reasures of assertion immediately after treatment and
30 davs followine treatrent.

A total of A0 subjects were randonly assigned to one of the five croups,
and treatment and control procedures were randomly assimed to the
eroums,  The subjects were nost-tested irrediately after treatment and
3 dawvs follawine treatrent usine behavioral measures of positive and




negative assertion and a self-revort measure of assertion. The
behavioral measurcs consisted of o rositive assertion score and
necative assertion score obtained from the inderendent ratings of
the subjects’ responses to videotored situations and written
statements requiring the expression of positive and necative
assertion. The self-report measure wns the \lult “elf-
Expression Scale. T

Behavior thereny consisted of modeling, feedback, and behavier
rehearsal using videotaped ossertive problom scenes. Insight-
oriented therany consisted of the identification of assertive
problems and the exploration of {feelines throueh the use of
empathic responses by the therapists. All treatment was admin-
istered individually in four sessions which occurred within two
weeks of pretraining. The instructional »retraining procedure
consisted of a videotaped preseptation containing instructions
about the components of assertive behavior and assertive responscs.
Fxarples of assertive response sore modeled.  Subjects receiving
only instructional nretraining viawed the videotsped presentation
and were nost-tested two weeks later,

Results of univariate ANOVA revealed o significant difference (p <.01)
among the five growms on the neuative assertion score obtained

from the videotaped measure imrediatelv follawineg treatment. ANOVA
tests for the other dependent weasures were statistically non-
significant. Multiple comparisons of the nerative assertion mean
scores on the videotaped measure using the Scheffe procedure
resulted in a significant dif{forence between arours which received
behavior therapy and those receiving insight-oriented therapy.
Subjects who received behavior therapy made significently more
negative assertions on the videotaped measure.  The influence of
instructioral nretraining was fownd to be nonsimificant. Analvsis
of the assertion scores on the written statements and the Adult Self-
Fxpression Scale resulted ir ne significmt differences among the
groups reediately after treatrent and 30 davs followire treatment.

The hypethesis that the corbination of instructional »nretraining
and behavior therapy woald resnlt in significantly higher scores
m the behavioril aned selt-resort measures was not sumported.  The
indeperdent vaviable which cortributed to hicher necative assertion
scores was the Hvre of treatwrt received, Subjects receiving

: o ivoore negative assertive state-
b incts whe received insight-
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The results of the study sumported the use of behavior therapy
as a rethod of treating assertive nroblens. The use of an

instrnictional nretraining comporent was not supported. The W
results auestioned the need for specific training in positive
assertion. The results were also seen as supporting the con-
tention that iehavioral measures are more effective discrimi-
nator: of assertive behavior than self-report measures. It was
recorrended thar future wesearch exarine tie need for training in
positive assortion ana that the present study shoudd be
replicated using a no-treatment and no-pretraining control group.

STATIE ;. aeine
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ORECTIVES

our ipiien of hotiv nommal and leamning disabled
artencicnat ability.

(T

To improve
chitidrens!’

1

TUOD O ANTPROA(TY

Fifteen children diagnosed hyperactive/leamine disabled by our
Pediatric Depustrent and {1 “teen chitdren randomly assiened to
attend regulur classrvoons and are dicenosed to be normal children
wWill form the sample A task with three different parts will be
used to nrovide o scove for ocuch of the specific skills mentioned
nreviouslyv.,  Umediticsd ol sortine task will provide information
concernine the ohild s Jiztractibriite, flexipility of attention,
and degree of concenrro oL N stelbes Tamiliarization task will
be used to index the Joild' - deriacribiiity and the breadth of
attention. A\ ndifiod version o o vigitent task will be used to
indicate the child = Jistrsctibin dritite Lo maintan o atten-
tional set and the doyqme of comon 1. resresentation

T
Tl (RN R

will pormit the entitontion o Poe o =D areas whiich are woenk
as well as the chithdb i i cooratiatactery. v followap
study increasive che oyt b ronosed at o fatnre date
P osinifiemas U : oty
The myopeca i ceerreval o of the
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. Poood e weon as possible.
STATTS: o,
.

4




b

CLINTCAL TNVESTTGATTONS STRVI(T:
NILLIAM BEAIMONT ARMY MEDICAL CENTTR
EL PASO, TEXAS 79920

DETAIL SHFET

TITIF: Developrent of a Cormputerized Trawma Reoistry

VORK UNTT NO: 76700

PRINCTPAL IMNVESTIGATOR  MAT J.P'. Collins .Jr, M, and YMiliam J Klenke 2LT,MSC

ASSOCIATE INVESTIGATORS :

OBJECTIVES

To complete development of an automated system for storage, retrieval,
and nrocessing of pertinent data for patients with traumatic injury at
I"'BAMC.

TEGHNICAL  APPROAMH

A corputer program will he written to allow the entering, editing,
displaving, sorting, clas=ifying and analyzing of patient information.

The natients will be restricted to those who arc admitted to the Trauma
Vard. These records will be used to analvze the epidemiology of traumatic
injury and the effectiveness of therapeutic modalities in the managerent
of injured natients.

PROGRESS

The data and nrorram will reside on the Hewlett Packard 9845 computer
(pronerty of the Clinical Tnvestigations Service) and no longer on the
TRM 1400 (Nata ‘rocessine Brronch). DNata has been coded and saved on this
older computer with no provision or ability to utilize the data. Data
stored on the IBM 1400 will liopefullv be transferred in a mechanical
ranner but it is most nrobable that the data will have to be re-entered
imanually,  \ termorary hirve was accomplished by the Dent Surgery to enter
natient data for 197971980 (data not enteved on the TBM) to re-enter
stored data if necessarv, and to perform other administrative tashks in
support of this trauma rogistry. The program, to be written by the
Clinical Investigations Service, has been begun. The Clinical Investiga
! tions Service has a.so placed on MEDCAST 1980 an extension to the computer
f to facilitate the proiect. This equipment should be available late 1980,

NTS T o neoins
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CEINTCAL INVTTEOATTONS SEPRVECE
WILLTAM BEAPONT ARYY YEDECAL CUNTER
FE A0 TEXNS Toao

DITAIL ST

TITLE: An Investigation of the Ftfect of Supplemental Oxveen on
et (hemical Iv Induced Fat ebolisation
WORK UNTT N To/ 2

PRINCIPAL INVESTIGATOR (1T Foret M)

ASSOCTATE. DIVESTIGATORS: (T 11T Y

ORTECTIVES
oo determine whether or not sunplemental oaveen nrovents or lessens
the votentialtly lethal etffects of chemically induced Cat erboliza
tion in dJdopes,

RGPl

Clintcat observations as well as hune scians are eeneral v accepted

as criterta for detemminat ion of the presence of fat cnbolism svindrome.
In this study {aboratory parameters and hng scans are obtained for a
5 day period in beagles following injection of oleic actd. This data

is collected from dogs supported on cither room air or supplermental
QXY OeT.

PROGRESS
Mimal testing was suspended temporarily in order to evaluate
preliminary work for possible twproverents in technigue, including
discont inmnce of oleic acid for erbolization,

SIATTED onpoing
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CLINTCAL TRVESTIGATTONS STRVEC
WIELTAM BEAUMONT ARMY MEDFCAL CINTER
EL PASO, TEXAS 79920

Parly Ietection of Fatipue Fracture by Rone scanning with Te-ow

‘~” : Rore scae Apent s
U N Nt N Y AEY . ..
RYENTRN . ‘.'i . o3
PRIVCIPAL OFSTIGAOR 001 LA, Vidhick, WD

- - COL TL0. Sceully, sm
VEOCTATE INVESTTCATORS : MAT T AL Snowdy, YD

LORICTINES

o demonstrate if bone scans can detect fattgue fractures and/or stess {
react ions an bone in military personnel.

TUAINTCAL APPROYATH
Mattents with suspected stress fractures of bone are otven bone scans
o Mstat! oo MASAY hasis o usuatlly the doavoafter beine scen by the
orthopacdic »hvsician.

PROCRESS
Part ool the nroject was investicating the clinical efficacy of bone
scams to detect atiene fractures or stress fractures.  This concept
wis proven.  \lso the nroject found that bone scans would detect stress
fractures two to four weeks before xcravs would contim their presence.,
s oa result the bone s was found te be a very helptul diagnostic tool
for the military orthopacdic surpeon,  The bone scan would allow early
confimation of a potentially devastating process inm litarn persomnel.
Mis was particulaviv helptul in stress Cractures of the hipo This
findine was a major importance to the orthopacdic commmity nationwide.
subsecuent v a prelimnany report was eiven to the Society of Military
Orthopacdic Surpeons in Vashington, D.C. in Novenboer 19700 Locally a
report was eiven to the New Mexico Orthopacdic \ssociation in Decenber
1970, At the conclision of the studv two reports were piven to national
nrofessional societices.  Final reports were viven to the "Westem
Orthopacdic Association in October 1977 and to a national meeting of
nuclear medicine phvsicians o FL Paso in the Spring of 19770 A written
final report was nublished in octaber 1977 00 Bone and Jeint Surpery,
which i< the definttive nationat and intemational orthopacdic joumal.
\t the mresent time Part 11 o the studv s to be continmwed by the Orthoe-
nacdie Service., Part 1D is o studv of the actual prevention of stress
Sractures in i litary basic trainees. VL Scullyv ) Asst O, Ovthopaedies,
has instituted chaneces in the actual basic traitming ovele to prevent
stress Tractures,  The nurber of stress fractures has decreased signi
ficant Ivosinee that nrecram was introduced, The conclusion of the
Sroject will be publication or presentation of the vesults of the Mart




Work Unit No: 76/31

1T prevention program. Information available indicates a reduction from
as high as 4.5% with overall stress fractures to a rate of less than 1/100.
Furthermore, most stress fractures currently seen are associated with an
underlying pathological condition,

STATUS: Completed
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CLINICAL INVESTIGATIONS SFRVI(E
WILLIAM BEAUMONT ARMY MEDICAL CENTER
EL PASO, TEXAS 79920

DETAII. SHEET

Proposal for Joint Study by Orthopedic Service, Dent of 4
Clinics and Radiology ;

NORK UNIT NO: 76/32

TITLE:

PRINCIPAL INVESTIGATOR M\J Lwart, MDD

ASSOCTATE INVESTIGATORS:

OBJECTIVES

To compare the clinical entity of low back pain with the presence
of radiographic anomalies of the lumbo-sacral spine. 1

TEQINICAL APPROACH

Grour analysis in a prospective fashion taking into account high
risk categories. Personnel undergoing separation physicals
(retirement, etc) will be assessed radiographically for the presence
of Iumbosacral anomalies. This evaluation will be correlated with
previous history and consultations for low back pain.

PROGRESS

Material was presented in a paper to the Society of Military Orthopedic
Surgeons. It is of great interest that most anomalies occur in the
same relative numbers in both the symptomatic and asymptomatic patient.

STATUS:  Campleted




CLINICAL INVESTIGATIONS STRVICY:
WILLTAM BEAUMONT ARMY MEDICAL CENTFR
EL PASO, TEXAS 7992n

DETAIL SHEFT

TITLE: Pathophysiology and Treatment of llemorrhagic and Traumatic Shock

WORK_UNTT NO: 77/24
PRINGIPAL INVESTTGATOR MAJ J. Collins, MC

ASSOCTATE INVESTIGATORS:

To study the pathophvsiology and treatment of hemorrhagic and traumatic
shock and the effect of vasodilation, steroids, and fibrinolysin on
these types of shock. 4

TECGHNICAL APPROAQ!

Disseminated Intravascular Coagulation (DIC) and fatality have been
shown to require the presence of slow capillary flow (shock) and the
presence of a thromboplastic material in the blood stream. It is
proposed to test the efficacy of phenoxybenzamine (an alpha blocking
agent), steroids, and fibrinolysin in the prevention of DIC following
traumatic shock. ]

s

OONSUMABLL SUPPLIES

$78
PROGRESS

Sixty animals have been studied to date. Although work was largely
suspended in FY79, another principal investigator has assumed the
protocol. A portion of the carly results appeared in the first
manuscript (Ann Surg 189:373, 1979) which is excerpted below:




Fourteen mongrel dogs were divided into two groups, A and F. The

dogs were paired and a Group A dog and a Group F dog were done on
adjacent tables at the same time. The designation as to group had
been previously detemmined by the toss of a coin. Group A dogs were
anesthetized with intravenous pentobarbitol and both femoral arteries
catheterized, one for the recording of arterial blood pressure and
the other for bleeding into a standard blood denor bag with sodium
citrate. Two days previously 2 ml/kg of the dogs’' blood had been
withdrawn, anticoagulated with heparin and stored in a refrigerator.
After catheterization of the femoral arteries, a 20 ml blood sample
was taken and analyzed for 1) platelets 2) Prothrombin time 3) partial
Thromboplastin time, 4) fibrinogen and 5) fibrin split products.
Following this the previously withdrawn anticoagulated autologous blood
was returned to the animal through the femoral artery catheter. The
animal was then bled over a 15 minute period to a mean arterial blood
pressure of 40 mmHg. Following this it was allowed to stabilize for
30 minutes during which time the mean arterial blood pressure usually
rose from 40 mmHg to 60 or 80 mmHg. At the end of the stabilization
period the animal was again bled to 40 mmg per mean pressure over a
15 minute period. After this, the animal was kept at a mean arterial
pressure of 40 mmilg for a one hour period by withdrawing small amoumts
of blood, or giving small amownts of normal saline intra-arterially.
At the end of the hour period of shock a second blood sample was taken
and analyzed as before. All the animal's blood was then restored by
the intravenous route through a blood filter. The animal was observed
for 24 hours. If the animal was alive at 24 hours, it was counted as
a survivor.

Group F dogs were treated in a like manner except that the 2 ml/kg of
heparinized blood which was withdrawn two days before the experiment,
was frozen in dry ice, thawed, and then kept in a refrigerator until
time for administration.

Of the 7 animals in Group A, none died. Of the paired seven animals
in Group F, all died. This was plotted by the method of sequential
sampling and the difference was found to be significant at the 5% level.

None of the animals in either the "A" or "F'" groups had any fibrin
split products before the shock. None of the animals in the "A"

group showed any fibrin split products after the shock either. However,
the mean level of {ibrin split products after shock in the "F'' group
was 34 ug. This difference was significant( p <.01).

Group "A* animals had a mean PTT of 19 seconds hefore shock. This
increased to 34 seconds after shock. Group '"F' animals increased
simificantly more, from 16 sec. to 127 seconds (p < .05)

Group "A' animals increased from 6.6 to 9.5 seconds a rise of 2.9 sec.
Group "F'" animals increased from 6.2 to 15.0 sec. an increase of 8.8
sec. This was significant (p < .05)




Y

Platelet counts fell nuch more in the "F"" group than in the "A"
group (96 vs 32 thousand) but this was not significant.

The results would tend to indicate that a small amount (2 ml/kg) of
hemolysis, hamless in itself, was enough to significantly increase
mortality and coagulation changes characteristic of DIC, when the
animals were in a state of hemorrhagic shock. Much more autogenous
hemolyzed blood (10 mi/kg) given to 13 normal animals had no effect
and produced no mortality.

It has been previously shown in a number of animal experiments that
pure hemorrhagic shock is relatively harmless and easily reversible bty
saline or blood. In contrast, hemorrhagic shock complicated by tissue
injury, exposure of the extracorporeal blood to air or mechanical
injury, resulted in an irreversibility to treatment with IV fluids or
blood and high mortality associated with coagulation changes
characteristic of Disseminated Intravascular Coagulation (DIC). It
was postulated that for DIC to occur, two separate conditions must

be present: 1) A slow moving, acid, capillary flow (hemorrhagic shock)
2} a thromboplastic agent eaining access to the blood stream. These
would include bacterial toxins, thrombin and lysed red cells. The
thromboplastic effect of lysed red cell: had been known for a long
time. It may be a red cell thromboplastin discovered by Quick, or
phospholipids liberated from the red cell or it may be merely the
lysed cell membranes acting as particulate matter in the blood.
Certainly it is not stroma-free hemoglobin, which is actually anti-
coagulant, and which is harmless given intravenously. Tn the present
experiments, hemorrhagic shock produced the slow capillary flow but
resulted in ne mortality and minimal coagulation changes. lowever,
adding a small amount of lvsed red cells to the slow capillary flow
situation resulted in a high mortality and coagulation changes
characteristic of DI,

Hemolysis occurring in a normal blood flaw is relatively harmless.
Hemolyvsis occurring in a shock situation (slow capillary flow) may 1
produce DIC and death. o

STATUS:  Ongoing
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CLINICAL INVESTIGATIONS SFRVI(T:
IVILLTAM BEAUMDNT ARMY MEDICAL (ENTER
EL PASO, TEXAS 79920

DETAIIL. SHEFT

TITLE: National Intraocular Lens Tmplantation Study

WORK IMTT NO:
78/03
PRIMCITAL, INVESTIGATOR

ML S.M. Galas
ASSOCTATE TNVESTIGATORS :

MAT T.W. Doucet

OR.JECTIVES
To participate in the study of clinical results of implantations
of intraocular lenses organized by the Intraocular Lens Manu-
facturer's Association in response to directives of the Ophthalmic

Classification Panel, FDA.

TEQINTCAL APPROAH

An intraocular lens is a prosthetic replacement for the eye's
crvstalline lens. Tt is placed in the eve at the time of cataract
surgery, where it is fixated by a variety of means, with the inten-
tion that it remain permanently and correct the large refractive
error remaining after conventional cataract surgery.

PROGRESS

From 3 Oct 78 to 1 Jul 79 a total of 20 cataract removal surgeries
with implantation of intraocular lens have been performed. All
patients have been followed as outpatients as required by FDA. The
SOP, as nresented to the Clinical Tnvestigations Cormittee, has
been followed. There have been no undue complications except for
one patient whose lens dislocated into the vitreous. The patient
was referred to Brooke Army Medical Center for consultation and
surgery was not recommended. Patient has been fitted with a con-
tact lens and visual acuitv is 20/25 in operated eve. There were
no technical or surgical corplications associated with this case.
The lens dislocated approximately four months following surgery.
“We are now using Precision Cosmet anterior chamber lenses which
cannot dislocate. Thesc cases bring the total experience at WBAMC
to nearly 60. Three previous complications were reported to the
Iiman Use Committee 20 Feb 79 at the time of annual review and
additional details are available in the minutes of that committee.
Briefly these complications were usual and accepted witl. cataract
surgery of any tvpe. Based on these early observations, the
nrocedure represents a significant advance in cataract treatment.

STATUS: Ongoing
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CLINTCAL DTMVESTTCGATTONS STRVICE
WILLTAM BEAUMONT ARMY MEDICAL (BTER
1L PASO TEXAS 79920

DFTATL. SITPET

Compartmental Tressurce Studies as a Determinant for the Need
TITLE; for Fasciotomv

WORK INTT NO:  79/03

PRINCTPAL, TMVTSTIGATOP:  COL D, AL Vichick, YD

ASSOCTATE IMNVESTIGATORS: CPT K.TF. 111, *™M: MAT T.W, Fwart, *M

OBJECTIVIS

Trauma (insult) to muscles will be followed by an injury reaction resulting
in swelling (interstitial) (intercellular) of the involved muscle or muscles.
If the tramatized mscles are contained within a nonvielding compartment,
increased intracorpartmental pressure can reach a level where it exceeds
perfusion pressurce (diastolic or venous pressure) although distal pulses
may be present. As the pressure within the corpartment approaches the
systolic pressure of the patient, there is no tissuwe perfusion and the
distal pulses are absent. Studies in dogs have shown that the tissue
injury increases as the duration of the ischemia increases. The irpedance
of capillarv flow and venous drainage will set a stage for increased swell-
ing followed by increased venous blockage wntil the intracompartmental
pressures can excecd the arterial piessure in the small vessels of the
involved mscles. The state of ischemia caused by the increase in intra-
compartrmental pressure can lead to necresis and death of the involved
miscles.

Clinical experience has deronstrated the ability to prevent muscle necrosis
as a result of increased compartmental/intracompartmental pressure by
performing a fasciotomy thus converting the closed and nonvielding space
to an expandable area. The clinical paramcters of compartment syndrome are:
(a) TIncreased circunference of the extremity. () Increased pain of the
involved area out of proportion to the injury and accentuated by voluntarv
motor cffort. (<) Decreascd motor pover of the imvolved ruscle group.

(d) Decreased distal sersation. (c¢) Decreased quality of distal pulses.
The clinical critevia for a fasciotory do not possess a high degree of
sensitivity in indicatine the necessity for fasciotomv. Thus errors of
mission (delovineg fasciotory too Toro) and cormission (performing
Terciotory vhen 14 is trualy 1ot needed) are still rore frequent than
desivalhle, 7t has hooay derormined by Wiitesitces, ot al., that as tissue
nressure readines equal or exceod 30 midiireters of mercury, the patient
rict he corefully “ollowed vith periodic tissue pressure readings and
monitoring of all signs and symptoms of a closed cormpartment syndrome.
Further, as tissue nressures approach or equal the patient's diastolic
pressure a fasciotomy is definitely indicated. Tissue pressures of 40-45
m of ercury should vaually be the upper limit nrior to fasciotomy when
the diastelic nressure i< i1 the range of 70 vy of percury. Tt was found
that ticsue recovery iz essentially complete after four hours of ischemia,
but only 50°% corplete ofter o hours of ischenin.  The damage is extensive

and irreversible after 8 hours of jschemia.  The contained neurotissuecs




are even more sensitive to ischemia than muscle and thus the duration of
ischemia is even more critical following prolonged increase of intracompart-
mental pressures.,

A study will be conducted in which intracompartmental pressures of the
anterior and posterior compartments of the leps, anterior and posterior
compartments of the forearm, and dorsal interosseous compartments of the
hand will be measured in various states of normal, stress and following
disease or injury. The intracompartmental pressurc values will be corre-
lated with the clinical picturc (pain, increased circumference, decreased
motor activity and/or sensation, and quality of distal pulses). When
possible and feasible, the uminjured extremity will be used as a control.
During this study, fasciotomy will be performed using the accepted clinical
indications without regard to the values as determined by the intracompart-
mental pressure studies alone.

TEQINICAL APPROAQI

Three categories of patients will be tested, each group consisting of 25
but not more than 50 patients. The categories will be as follows:

Group 1 - Normal volunteers (or noninvolved extremities of Group 3 patients).

Group 2 - Volunteers who will perform strenuous physical activity with the
involved extremity while compartmental pressures are monitored: before,
during and after activity.

Groun 3 - Volunteer patients who by way of disease or injury are suspected
of having increased compartmental pressures of the lower leg, foreamm, or
dorsum of the hand.

A 22 or 24-gauge intracath will be inserted into the compartments to be
studied or in question, both in the lower and upper extremity following a
sterile preping of the area. The site selected for insertion will be
determined by the investigator. The arcas where muscle is felt to be
compromised or to be normal will be primarily studied. Areas that closely
surround fractures or known hematomas will be avoided if possible. The
exact technique for recording intracompartmental pressures will be the
same as described by Matsen et al. During the study, the compartment
pressures will be obtained and correlated with the clinical picture, a
determination will be made as to whether intracompartmental pressures
offer a significant advantagce in determining the need for fasciotomv over
known clinical parameters.

The risk of the studyv to the volunteer participants is considered to be
minimal and no greater than would occur with any intramuscular injection
with a small bore needle.

PROGRESS

\pproval from HSC had not heen received by the end of the FY, 30 Sent 79.

STATUS:  (Ongoing




CLINTCAL TMWVESTTOAT TONS STRVICE
STLLTAM BEAIMONT ARMY MEDTCAL (FTER
VLOPASO ) TENAS 79920

DETATL SPNET

TITLE: Effects of Toumniquet Ischemia on Svstemic Coagulation Mechanism
WORK UNIT NO: 79/10

PRINCTPAL IMVESTIGATOR: (T K..J. Guidera, MC

ASSOCTATE T VESTTGATORS:

OBJYCTIVES

The ohjective of this studyv is to detemine i{ there are any abnormalitices

of the clotting mechanism created secondary to an extrenity being mder
tourniquet ischemia during surgery.

THAIWNICAL APPROATH

The effect of surgical toumniquet ischemia has heen investigated by
miltiple authors. Wileis imvestigated the effects of this nrocedure on
serum pH, pO2, specific eravity and senu solids. Other authors such
as Dahlback and Paletta have studied the histological changes in
striated yuscle vhen under such a tourniquet compression.

The specific pupose of this imestigation is to detemine whether an
altered state of coagulation is being produced secondary to surgical
tourniauet ischemia. Several tests will be done te include platelet
conts, clottine times, fibrinogen lovels, (PN iscenzyme levels, fibrin
degradation product levels and in some cases measurement of clotting
factor levels. In black patients, the sickling test will be performed.

The subjects of this studv will he adult active duty, retired, and
dependent patients wndereeing elective hand surgerny. Children and
lactating or pregant women will not be studied. No medication will

be administered to these patients other than routine preoperative and
intraoperative mesthetics fhis study does not involve the use of
medication.  The natients will serve G "heir own controls.  The phases
of this investigation will inciule precpyerative ¢lottine studies,
intraonerative venous blood <ompeiec w10 che areical toumiquet s

i Tlared, and cesropernt Tve o c e atdies o These sanples
Wil he cvaduod white 0 o e St T e e T e further
TolTowtmy should e ey Lot e dnta will

N .
he standard hospital Taborarory et

HEC approval was received 79 il 20 o cvicrents were entered in YT,

STATUS: Manine
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CLIMTCAL DYVISTIEATTONS SRV
WILLTAM BEAIMONT ARMY MDTCAL CPNTER
Bl PASO, TUXAS 70820

NETATL SITTT

e Incideonce of Visual-Yotor Yerceptual Problems ip Nersons
TYTLY D with Troeatic Hond Inturies

WORID IRT™ NO: Ta/42

PPINCTPAL PMNVTSTTCATOR: VAT ML Raker, WISC

ASSOCTATE. TNVTSTICATORS :

ORJECTIVTS

To determire 1Y nersons
visuil-rotor peveeptual

Tt is recomized by the

with trawatic hand iniuries have pre-existinge
nroblers which may have lead to thelir trauma.

TTAricy. PP

Federal Covernment, school svstens, and redical

nrofessionals that children rav suffer from minimal brain Jvsfunct ion

and/or developrental disabilities resulting in sensomv-motor intearation
problems or inability to perfom classreort and play activities in a manner
appropriate for their age. In interviews of individuals with traumatic
hand iniurtes it appears that these individuals mav not know where their
hands are in space and, therefore, suffer from a visual-motor perceptual
problen. a form of sepsorv-moter integration.

The Slosson Driwine Coordination Test is reported "to screen out indivi-
Juals sufforing from serious forms of brain dvsfunction or damace where
eve-hand coordination ix mnvelved.” "\ reliability coetfficient of 2o
was obtaiped for a growy of 200 individuals, aged 1 to 52 vears.”  This
test Jdoes not screen out individuals with emotional problems Jdue to
braip dsfmcetion nor dees it identify individuals with eve-hand
incoord nat jon due to a specific visual-rotor perceptual probler. The
Kinesthesia Fest of the Southem Califormia Sensory Inteeration Test"

15 intended to reasure the copacity to perceive joint position and
moverent ' Although this test is standardized for individuals from 4 to
S vears of are, 1t is felt te be an indicator of individuals unable to
perceive their extremities In space, that s, visual-motor pereeptual
Josfunction,

a. the specitfic npoese of this stud is to determine 17 indive-
Junls with trawmatic hand ininries alse have a nre existing visual-
motor nercentunl nreblesm as reasured by the Slosson Drawine Coordination
Test an! the Kipesthesia Test of the Southem Califomia Sensoery
Mteeration lests,

Boo The mober of «abaects Tor the atndv will e 20 sersens with

tranrat fo hand induries. The ace vmee of these individeais will be
1R ¢t 30 vears of acer thevaall be active datv mfitane ) mades and
-

o,




¢. The contrel group will consist of 20 individuals with ne
history of trawmatic hand injuries or other perceptual problems,
These individuals will be active duty militany, mates and females,
with an age nuge of 18 to 3¢0.  The control growp will be as close
as possible in age and sex as the study croup.  This group will be
expanded as needed to assure statistical significnce.

Jo Subjects for the study will be referred to Ocogpational
Therapy by the Hand Surgerny Service, WRAMC, Tersons for the control
groum will be vohunteers from the Troop Conpand, WRWMC. Other
patients will not be used due to the possibility of their iniury
beine the result of a revceptual problen.

Both study subjects and control crown subjects will be viven the
Slosson Draving Coordination Test and the Ninesthesia Test.  The
tests take aprreximately 20 minutes cach to administer and will be
scored according to the test protocols,  The test results of
individunls with traeatic hand injurtes will be compared te the
control croup for deteminin: sitgniticance.

PROGRESS

This studv was not anproved by dIse srior to the ond A7 V70,
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OBJECTIVES

To determine the efficacy and safety of low-dose heparin
prophylaxis in patients undergoing peripheral vascular surgery.

TECGHNICAL APPROAMH

Patients entering the hospital for a proximal revascularization
(aorto-iliac bypass, aorto-iliac endarterectomy, or aorto-femoral
bypass) procedure will be randomly assigned to either a control
or a treatment group. DPatients in the control group will receive
no thrombosis prophylaxis. Patients in the treatment group will
receive 500 u of heparin subcutaneously each 13 hours for ten days

after the methods of Kakkar and co-workers, and Flanc and co-workers.

Heparin given intraoperatively will be reversed in keeping with
our usual practice.

Venous thrombosis will be demonstrated using the 125I-fibhrinogen leg
scans. 125I-fibrinogen is converted to fibrin under the influence
of thrambin, thus incorporating 1251 into a developing clot.

Commercially available 125I-fibrinogen is a derivative of single-
donor human plasma. These donors are carefully screened for blood
borne, transmissible diseases, particularly hepatitis. Mo cases

of hepatitis or other illnesses have been reported with the nroduct
to be used.

To perform the test, the freeze dried preparation is reconstituted
with sterile water at the time of injection. A routine 1 cc dose
consists of 2 mgm of clottable nrotein, and 140 mCi of 125I. All
patients will receive 250 mg (5 drops) of saturated KI orally 24
hours prior to injection of 2151-fibrinogen to effect thyroid
bleckade.

1251 decays by electron capture with a physical half-life of 60

days. There is no beta emission. Thotons are of x-ray (35 KEV)
and K x-ray (28 KFV).
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External radiation is 1.5/mc/hr at 1 cm. Radiation dosimetry is as
follows: thyroid (unblocked), 1.3 R/100 Ci; thyroid (blocked), 0.02
R/100 Ci; whole body, 0.02 R/100 Ci.

The administration of 125I-fibrinogen and scintillation counting for

each patient will be performed by the Nuclear Medicine Service, WBAMC
under the direction of Dr. H.W. Henry, MAJ,MC. The thrombus detector,

to be purchased by the Clinical Investigations Service utilizes a thallium
activated sodium iodide crystal. Counts will be taken daily begimning
24-hours after injection of the isotope and for a period of ten days
unless an abnormal scan is noted. Therefore, the first dose will be
given two days before operation.

The scanning procedure consists of passing the above described hand held
device over the patients' stemum and at various levels of both lawer
extremities for periods of five to thirty seconds. Abnormal concentra-
tions of 1251 in the lower extremities correlate well with deep venous
thronbosis. The counting device is easily transported, the exam is
quick and noninjurious to the patient, and it will be performed at the
patients' bedside. 125I-fibrinogen leg scanning is now a well accepted
procedure in many hospitals.

Accurate documentation of all other thrombotic events will also be
sought. Cerebrovascular accident will be diagnosed clinically and
confirmation will be sought by vascular and statis brain scans.
Suspected myocardial infarction will be confirmed by electrocardiogram
and serial cardiac enzyme determinations. Patients who develop a
positive 125I-fibrinogen scan will have a phleborheogram performed
daily. If the phleborheogram is positive, the case will be judged a
failure of prophylaxis, and heparin will be begun by continuous
infusion with the goal of keeping the activated partial thromboplastin
time at 1.5 to 2.5 times normal. Thleborheography as developed by
Cranley and co-workers has been confirmed by us to be 95.3% accurate
for detecting clinically significant venous thrombi. Phleborheography
is a noninvasive test with no risks to the patient. Suspected pul-
monary embolism will be confirmed by chest x-ray, arterial blood gases,
pulmonary scans, and pulmonary arteriography when indicated.

A1l patients will be counseled rezarding the various ramifications
of the protocol and will sign a human volunteer agreement prior to
entry into the study. It is estimated that 100 natients will be
entered into the protocol over a two-year period. Data concermning
the perioperative management will bhe available at the end of two years. i
In the unlikely event that a patient with a contraindication or ~
allergy to heparin should be considered for opcration, he will be !
excluded from the study. Female patients, aged 15 to 50 years, will

be screened with pregnancy tests and positive results will serve as

a basis for elimination from this protocol.




Should a hemorrhagic complication develop, heparin administration
will be discontinued. Although ecchymoses may develop at the site
of heparin injection, the chance of developing wound hematomas or
life threatening hemorrhage from low-dose heparin, properly
administered, is essentially nil. A thrombin time will be obtained
and circulating heparin will be neutralized by protamine if

p necessary. We will attempt to correlate the eventual outcome with
the preoperative profiles.

PROGRESS

This study was not approved by OISG prior to the end of FY79.

STATUS: Ongoing
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