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Lontained herein ave progress reports on research projects fostered Ly
the Clinical Investigation Program at Tripler Army ledical Certer (TANML)
durina Fiscal Year 1581.

The Clinical Investication and tiuman Lse Comwittees reviewed all pro-
posals fer their scientific merit, medical applicability, and risk to
human subjects. 1In conducting the research described in this report,
the investigators adhered to the "Guide for Laboratory Animal Facilities
and Care" as promuigated by the Rational Acadeny of Sciencec/lational
Besearch Council, the criteria established by the Arerican fsscciation
for fcereditation of laboratory Animal Care, and the principles enbedicd
in the Ueclaration of Helsinki.

Tnis fnnual Progress Report contains publications, presentations, awerds,
rroposals, preliminary findings, unit staffing, and fiscal dg}g,
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SAVLEL AL CUCINELL, Mo,

Lelonel, NG

Chief, Lept of (linical Investication




BEPARTHLNT OF CLINICAL INVESTIGATION
TRIPLER ARMY MEDICAL CENTER

UNIT SUMMARY

A. OBJECTIVES: Previous to the provisions of 1981, the duty of the
Department of Clinical Investigation (DCI) was the provisian of support
for medical research by the TAMC staff. Now DCI is responsible for the
guality and administrative monitoring of the research as well. Emphasis
on quality has required additioral reviews and preparaticn of protocols;
possibly this relates to the decrease in protocols. Unfortunately, zero
of seven protocols submitted to the Human Subjects Research Review Loard
{HSRRB) this year have been approved in time for the work to bte carried
out, reflccting the increazed demand for quality.

L. TILCHNICAL APPROACH: ATl research, investigations, and iraining
activities within the Department of (linical Investigation are conducted
under the guidance of AR 40-7, AR 40-38, AR 70-25, AR 70-1&, and 1iSC
Requlation 40-23. Careful monitoring of all approved protocols is con-
ducted in order to assure strict compliance with the applicatle regula-
tions.

C. STAFFING:
hame Rank  MOS Title

Cucinell, Samuel A. coL 61F00 Chief

Hadick, Clayton L. CPT 64A00 C, Veterinary Svc

68CG0 Biocheniist

Dotson, Carroll R. CPT 68A00 C, Microbiology Svc

Coussens, Wayne R. CcPT 68700 Research Psychologist

Pulu, Tavake SFC 92840 NCOIC

Lewis, Clifford D. SP5 01H20 Biomed Science NCO

Fallaria, Noniion A SP5 01H20 Biomed Science NCO

Davis, Cynthia R. SP5 91720 Animal Sp

Smart, Thomas P. SP5 91720 Animal Sp

Sanders, Teresa C. Spa 91710 Animal Sp

Ashburn, Cynthia J. PFC 92B10 Med Lab Sp

Claybaugh, John R. GS14 00413 C, Physiology Svc

Bryant, Gordon H. GS1 00802 Biomedical Engineer

Palmer, Carolyn A. GS09 00404 Biological Lab Tech

Sato, Aileen K, GS09 00404 Biological Lab Tech

Hashiro, Glenn M. GS07 00403 Microbiologist

Cornette, Kuuleialoha GS07 00413 Career Intern Physiologist

Masunaga, Lois E. GS06 01087 Editorial /ssistant

Yamamoto, Cynthia T. GS04 00312 Clerk-5teno

bacal, Ernie A. WGO?2 03566 tustodial Werker
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D. FUNDING:

Type Preceding Year ____Current Year

Civilian personnel
to_include benefits | $151,461.22 _ $167,326.45
Consumable supplies » 78,986.15 -_*;,-_._vgplzgg:ggi_w_
Civilian contracts !
to_include consultants 3,047.30 1 . 1.694.20
TDY 16,180.58 | 16,877,

- 1
Fublications 1,622.86 | 1,899.77
Noninvestment equipment o
(Minor MEDCASE) \ 651.40 .e _1,447.85

Trans & Taxes 409.21 ! 212.99

Other OMA Maint. & Rentals 7,586.80 . 1,509.99
OMA Total 259,945.52 . 0256,745.37
HEDCASE 41,370.41 . 15,594.00
Other i |

i Ty Tttt
Wilitary X 220,998.56 | 247,946.16
TOTAL [ $522,314.51 T $589,864 .65

L. PROGRESS: 97 projects are reported, of which 23 have been termi-
nated, 17 completed, and 57 ongoing. There have been 31 publications,
15 resulting from research projects, and 23 presentations at naticna.
and regional scientific meetings, 13 resulting from research projects.
The detail sheets should be examined for specific information on the
individual projects.

The number of publications has climbed steadily since the start
of the DL1 at TAMC in 1971. As a baseline from 1968 to 1970, there
were nine publications per year. From 1971 to 1980 the average was
17.4 + 4.9 per year. Even before DCI had any facilities at all in
1971, there was a sharp increase. This suggests that simply the
idea of research encouraged by the command is valuable in stimulating
cffort (Fig. 1). Since 1979, DCI has taken responsibility for prep-
aration of manuscripts throughout TAMC. The number of manuscripts
prepared by DCI has increased during these past three years compared
to the previous five years for which data is available. The number of
publications prepared includes major rewrites. On the other hand,
the number of manuscripts submitted for publication clearance has
renained constant. This manuscript preparation service is believed to

iti
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te the single most important thing in increasing the publication rate,
not any wramatic increase in research, money, or personnel,

If the weasure of success i< publication, then UCI does well. ire
following table conpares the past three years. There has been ar
increase in the number of publications resuiting from pretocols. Lhat
is disturbing is that the same authors’ nanes arc repeated cver cgain,
These publications do not represent a cross-section of the hospital, but
rather the efforts of & limited number of individuals. Considering the
nurber of protocols which are not puolishec each year, it is possitle
for TAC to have 50 manuscripts per year cutput. Hhumbers of publica-
tions do not necessarily reflect qualily of worl or conpletion ¢f ihe
nissijon. tut what cther reasure is there?

T T TNo. of T T T T T T N of Tublicadiors ] T el of U
o _Publications _ ____ _from Protocols ' iublications
1979, 14 | ¢ 1
{93500 73 4 3
iedl 31 : 1% L

L» - it vt v = e ——— e —— 1 e = e et = - —‘- .- [

I'. PROBLEMS: The main problems are delay and lack of interest, tiie,
and nioney. C[Luring the past two years, & months have Leen required on
ibe average for resolution of a protocol submitted to the LSPRL. i
runths is the shortest interval, and one year t¢ final anproval nas
cccurred.  The delay involves the consultant revieeerse Lo the PSERD L
alwavs find imperfections in the protoccis. The resolution of this
prablen is to prepare perfect protocols.

The number of protocols reported this year has decreased frem Lo 1o
73 (noncancer) pretocols. The total protocols submitted to the (.inical
Investigation Conmiitee were 38 in 1960 and 17 in 1981. Articles heve
been written on the decrease in physician research. 7There is nc¢ reason
te suspect that military physicians should be any more research-minded
than civilians. Although the reason for the decrease in the civilian
sector is said to be an increased interest in primary care and increased
debts from medical school, TAMC's problem is the limitation on tine of
the physician staff. This is compounded by the aging equiprent in (.
The x-ray equipmerit, sterilizers, anesthesia machines., and surgical
tools are 10 years old. Since research is the rew and the advanced, our
cquipnient sinply is not adequale to meet tine demands of 'wocern surgicel
technique and posteperative care.  The velerinary section 1s truogiina
to maintain a basic animal colony, and major surgery and postoperative
care are marginal. As the surqgical procedures cecrease, the veterinary
personnel hecome less experienced.

£ chronic problern continues to be that protocels have Leen cor-
pleted and reached the preliminary publicetion stage when they are
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abandoned because of PCS of the investigator. Previously, one-half of
a1l completed protocols were left unpublished. This haes bLeen reduced to
one-quarter.

Luring the past year we lost our full AAALAC accrecitation. The
1SC Inspector General's inspection team found the (€1 ceficient in the
animal colony as well. Remarkable effort has Leen made to correct the
ceficiencies and accreditation is expected to be reinstated,

RESOLUTION OF PROBLEMS: A short-term soluticn of the problews of physi-
cian time and improvenment of the quality of protocols is the preparaticrn
¢f protocols by more senior staff physicians with longer tours at TANC,
and the incorporation of the house steff into ongoing established
programs. This is the classical mentor systewm. It may d scourage novei
efforts by the house staff but novel efforts by house staff have not
really succeeded.

The quality of the surgical support in OCI wust be improved to make
experimental surgery successful. This involves improving the maintenarnce
of our equipment and improving our MEDCASLC. /1though we have bLeen
awarded $85,000 in MEDCASE funds in FY 81, not cne iter: fron these fords
has arrived in Hawaii as of the submission of this report. ULD(ASE
support must be found to rcplace the X-ray system, sirce the rvaciuvlc-
ists cannot be expected to do advanced procedures with cauifrent fro
the 1960's.

The DCI of TAMC is ten years old. It has continued to have the
support of an involved commander, MG Edward kuyke. and our former LSO
proararr director, COL Norman Fean.

The DCT is reorienting its administrative and research prograns tc
rieet new requirements.
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IALLE_(F_CONTEKTS

i'rotocol
Number
Foreword . . . . . . . . . . o e e e e e 1
1 Unit Summary . . . . « o . . o o0 o e e e il
¥ Publications . . . . . . . L . L. :
h Presentations . . . . . . . . . . . . . . ... 4
? VEPARTMENT OF CLINTICAL TNVESTIGATICN
i 138/75 Bryant, G. H. Evaluation of the Cardicesophageal t
i Sphincter Competence by Comparison of Intralumiral
Lsophageal Sphincter and Gastric Pressure with
Thoracic, Hiatal, and Abdominal Pressure. (0) (P)
\ 34/79 Eryant, G. }. Fabrication ¢f a Catheter for the 7

pDetermination of Liver Blood Flow in Dog and Man.
(0) (PR) (P)

5761 Bryant, G. H. Fabrication of a Nonperfused Gastric &
Motility Catheter. (0)

Claybaugh, J. F. Further Studies on the Site of
fction of Circulating Angiotensin 11 on Plasra /Dh
Concentration. (0)

{laytaugh, J. R. The Effect of Sodium Ealance on
the Vasopressin Response to Blood Volume Reduction.
(0) (PR) (P)

Claybaugh, J. R. tnzyme Inmunoassay of Arginire
Vasopressin. (0)

Claybaugh, J. R. Comparison of Control of Vasopressin
Release from Isolated Hypothalamcneurohypophyseal

%xp]ants Obtained from Normal and Hypertensive Rats.
0)

Claybaugh, J. R. Urinary Metabolites of Vasopressin:
Consequences in Radioimmunoassay. (O0)

(laybaugh, J. R. The Role of Dopamine in Angio-
tensin Il Stimulated Antidiuretic Hormone Balance.
{0) (PR) (")

Coussens, w, +, . stpartum Psychological Reactions to
Childbirth rreparation and Experience. (T)

vii




Protocol
Humber

L/74

£6/79

8/21
17/79
17/61

46/78

v9/79
L6

’ 1/8]

y 1y/¢1

7/81

Cucinell, S. A. (linicel Significance ot Abh Levels
in Disorders of Fluid and bLlectrolyte Netatolisi..

(T)

Cucinell, S. A. Letermination of Liver Llocd Flow
and Irmproved Technique for Sampling Hepatic Vein
Llood. (0) (PR) (P)

Cucinell, S. A. lechanism of Action and Ffrnitidote
for Tricyclic Antidepressants. (1)

Cucinell, S. A. Fansidar Prophylaxis in New Guinea.
(€)

Hadick, C. L. Biodetermination of Scombroid Toxin.
(T)

Hadick, C. L. Intraocular Prosthesis in a Cynomolo-
gous Monkey (Macaca Fascicularis). (C) (FJ)

C'Brien, J. C. Lactic Metabolism in Isolated Liver
Cells with Regard to Anoxia, Acidosis, Alkalosis,
and Temperature. (C) (PR) (P)

DLPARTMENT OF FAMILY TRACTICE

foki, J. t. Behavioral Effects of Antihypertensive
Therapy in the tiderly. (0)

VLPARTMINT OF MEDICINE

Lbert, H. L. Lvaluation of PUVA in the Treatient
of Pesistant Psoriasis. (0)

tlighfill, W. T. A Prospective Trial of Propraroclol
in Patients with Diffuse Toxic Goiter for Subgroup
Determination. (T)

Highfill, V'. T. Coronary Arteriography in the Army.
(C)

Miller, C. F. Dexamethasone Antiemetic Study for
Chemotherapy Patients. (C)

Myers, R. L. Evaluation of Lower Gastrointestinal
Bleeding: Colonoscopy Alone vs Colonoscopy as an
Adjunct to Barium Enema and Proctoscopy. (T)

bage

o
i<

ek

30

31




Frotuco
\ Lunber

11/

SIS0

| /79

3779

13,81

18/ 74

S/ 7

RYWANY]

13760

0778

1¢/G1

/]

c6/80

Faulson, %W. L. Infiuence of ph anc Serue brooteirn
Loncentration un the fnion Gap. (0]

Rodgers, P. F. Pulmonary Function in laticnts with
Gastroesophageal heflux. (T)

Shen, S. W. CGlucose lModulatior ¢f irnsulin Linding,
(03

Shen, S. V. Free and Total-Insulin tevels in
Insulin-Treated Diabetics. () (PR)

Siddoway, R. L. Lvaluation of heparitn ir fericardial
Effusion. (1)

Thomas, . M. beta Dlocker Heart Attack Triai. (7,

Thores, . M. [valuation of Ariodercne for the
Therapy o1 Cardiac frrhythnias. ()

Thomas, . It Trproved Pecord Keepire in SICL/GLL
ty Means of Tatle Model Computers. /0

Undervocc, O, . Cuoparison of Daily Yuersus Hlternate
Fredniscre Therapy in Pulmonery Zarcoidosis. ()

CLPARTMENT CF CoSTUIRICS AN CYNECCLLLY

Lurke, T. PAntibiotic Frophylaxis in Vaginal btyster-
ectomy. (0)

Matthews, M. . Animal Surgery as an Adjunct to
Gynecology Residency Program. (0)

Osterholzer, H. 0. Microsurgical Pnastomosis cf the
Rabbit Gviduct. ()

Osterholzer, H. Q. Cold Pressor Test as a Fredictor
of Pregnancy-Induced bypertension. (0)

Read, J. A. Randomized Trial of Ambulation vs Oxytocin

for Various Stages of Dysplasia. (0)

Rudd, L. G. A comparison Study of Uifferent Concen-
trations of Cefamandole Nafate [uring Cesarean
Section. (T)
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"rotocol
Humber

Y

/77

c2; 80

1</79

SWOG 7612

SHOG

SWGG

LGG

CHOG

SKOG

SHOG

SKHOG

/6

76

76

17

Zi

23

766U

77

77

76

12

21

10

Shaw, (. 1. FRetruspective Study of (onizaticr
Followed Ly Hysterectory for Various Staces ui
Dysplasia. ()

LEPARTMINT OF PATHCLCCY
Angritt, D. Development of Clinical Assays. ()
DEPARTMENT OF PLDIATKICS

Bollerup, b. J. Antidiuretic Hormone Secretion
in the Asphyxiated lieonate. (C)

Garcia, J. Intubation and Chest Tube Placenent
in Small laboratory Animals. (0)

tiaybee, D. A. Comparison of Involved Field (IF)
Fadiotherapy and MOPP + Low Bleomycin with IF Radio-
therapy and A-COPP in Stage III Hodgkin's Gisease.

(0)

Maybee L. /. Combination Chenotherapy with Vintlaes-
tine Sulfate and Bleomycin Infusion in Childrer
with Metastatic Solid Tumors {(Phase 11). (1)

Haybee, D. A. MOPP versus CGPP in the Treatument of
Children vitn Recurrent Brain Tumors (Phase 1110,
(T)

Maybee, . A. Lvaluation of Systemic Kegirens irn
the Treatrient of Acute Leukemia of Childhood,
hase I11. (()

laybee, ['. A. Comparison of Involved Field Radio-
therapy with Adjuvant MOPP Chemotherapy in the
Treatment of Stage 1 and II Hodgkin's Disease,
Phase II1. (C)

Maybee, D. A. Comparison of Treatment Regimens
for First CNS Relapse in Childhood Acute Lympho-
blastic Leukemia (CNS Leukemia Study #6).

Phase I1I. {(0)

Maybee, D. A. Evaluation of Induction, Maintenance
with and without Periodic Reinforcement, and CNS
Prophylaxis in Acute Non-lymphocytic Leukemia. (C)

Maybee, D. A. Evaluation of Anguidine in Children
with Acute Leukemia in Relapse Phase II. (T)

e,
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frotocol
fHumber

SWCG 7812

SHOG 7618

SHCG 7829

LHOG 7834

SLOG 7837

SWOG /a4]

SKOG 7305

SWOG 7906

SHOG 7919

SHOG 7994

YOG 8000
SWUG(POG)
&016

SWOG(POG)
8018

Maybee, D. A. tLvaluation of Anguidine in the Treat-
ment of Central Nervous System Tumor (Phase I1). (C)

Maybee, D. A. Evaluation of Rubidazone in Children
with Acute Leukemia in Relapse Phase II. (G)

Maybee, U. A. Comparison of Two Dose Regimens of
Intrathecal Methotirexate for CKS Leukemia, Phase 11.

(7)

Maybee, U. A. Second Induction and Maintenance in
Rcute Lymphocytic Leukemia (Phase 111). (()

Maybee, J. A. [valuation of Systumic Therapy for
Children with 7 Cell Acute lLymphatic Leukenia,
Fhase Til. (G)

Maybee, L. . PRescue Therapy for lon-CNS Extra-
redullary Disease in Children with Acute Lympho-
tlastic leukemia, Ihase 1II. (G)

Maylbee, 0. A. A-COP Flus for ton-riodgkin's Lymphoia
in Children, ihase I1I. (C)

Haybee, D. A. Multidrug Adjuvant Chemolherapy in
Non~metastatic Osteosarcoma Comparison of CONFADRI-I
with COMPACRI-V (Phase II1). (T)

Maybee, D. A. Evaluation of m-AMSA in Children with
Acute Leukemia and Mon-Hodgkin's Lymphoma in Relapse,
Phase 11. {0)

Maybee, D. A. Therapy for Extraocular Retinoblastoma
with Cyclophosphamide, Vincristine, Adriamycin, and
Irradiation. (T)

?aybee, D. K. The National Wilms® Tumor Study I171.
0)

Maybee, D. A. PCHU in Recurrent Childhood Medulic-
blastona and Ependymoma, Fhase TI. (Q)

Maybee, D. A. Evaluation of m-AMSA in Children
with Solid Tumors, Phase I1I. (0Q)

xi
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Protocol
Number

SWOG 8022

SWOG 607¢

SHOC bU95

20781

4/61

£3/81

14/76

31/76

19/80

20/E0

14/81

15/60

Faye

Maybee, D. A. Evaluation of Vindesine Twice Weekly /3
Plus Prednisone and a Cross-nver Study of Vindenine-
Prednisone vs Vincristine Prednisone in Children

with Acute Lymphoblastic Leukemia, hodgkin's Disease,

and Non-Hodgkin's Lymphomua, Phase I1-1IT1. (()

Maybee, D. A. A Study of the Association of HLA 74
Antigen Fhenotype Susceptibility to Malignant
Diseases and Subsequent Survival Duration. (0)

llaybee, D. A. Multimodal Therapy of !'etastatic 74

twing's Sarcoma with Chemotherapy, plus Irradiaticn

and Surgery (IF Feasible), Intergroup, Phase II11. (0)
DEFARTMENT OF PSYCHTIATRY

Chemtob, C. Interaction of Depressed Mood and 7t
Cognition as a Function of Age. (0)

Schilt, S. N. The Nilitary Child Psychiatric 77
Fopulation: A Study of Demographics, Referral
Patterns and Diagnoses. (C)

lieiss, . S. Adolescent Cbesity: A Dehavioral /¢
Treatment Program Lmphasizing Exercise. (0)

VEPARTMENT OF RADICLOGY

Chacko, A. K. Clinical Evaluation of Cisternography 74
Utilizing Indium-111 DTPA. (0)

Chacko, A. K. Clinical Evaluation of Fluorescent £0
Scanning of the Thyroid with Americium-241. (C)

Chacko, A. K. Study of Internal Mammary Lymph lLodes ol
in Patients with Inner Quadrant Breast Cancer. (()

Chacko, A. K. 1In Vivo Evaluation of Hepatcbiliary 3¢
System with Tc¢99m HIDA. (0)

Embry, R, L. Study of the Size of Thoracic Acrta &3
with Computerized Tomography. (0)

tagen, R. 0. The National Study of Contrast Media &
Reactions. (T)

Xii
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DEPARTMENT OF SURCERY
39770 Andersen, C. A, Value of Gallium Scans in Deter- c

rining Prosthetic Aortic Graft Infections in
Canines. (0)

11,/€0 Andersen, C. A. Audiovisual Counseling of Post- Ll
. operative Patients. (C)

6/77 Barcia, P. J. Regrowth of Small Intestiral Fucosal &7
} Surface Area. (0) (PR)
? 25776 Dees, S. H. Microvascular Training Protocol. (C) 30
; 27780 Greenfieid, G. ¢. Fatterns of Injury in lMotorcycle &Y

hccidents.  {(C) (PR)

| 33780 Greenfield, (. Q. Evaluation of Quipatients with 90
Low Back Pain. (C} (PR)

18/81 Greenfield, G. 0. Effect of Vastus Medialis Q]
Obliquus Strength on Chondromalacia Patella. (0)

17,78 Kearney, J. J. Human Implantation of Intraocular Y.
Lenses. (C)

29/3C lLandry, £. C. Radioisctope Scanning in Diagnesis g3
of Bone and Joint Infections. (T)

31780 Landry, t. C. Diacnosis and Treatment of Septic G4
Arthritis. (7)

14/&0 wgatt, . C. Partial Cystectomy and Augmertction e
Cystoplasty with the Gallbladder. (T)

3/81 Rainey, R. K. Compariment Syndromes of the Lower 13

Leg. () (P)
14774 Reinker, K. A. Retropatellar Pain Syndrome. (C) (PR) 97

21/80 Reinker, K. A. International Study on Lateral Elec- 98
trical Stimulation for Treatment of Scoliosis. (0)

30/80 Re;nker, K. A. Upper Extremity Fractures in Children. 100
(e

36/78 Rutledge, K. A. T-Cell Antigenicity of Canine Tunica 10]
Albuginea. (T)




Protocol
MNumber

11/79

e/ 77
16/¢&1

13760

9N 770
(_] / 7&,»

/31

Shetler, P. |. lIndocardial Oxygen Supply-Uemand
Ratio: The Reliability of Clinical Approximations
in Prediction of Subendocardial Ischemia. (1)

Van Sant, 1. L. Teflon Injection Indications. (7)

Van Sant, T. t. ([xternal (Combination) Rhincplasty
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Vetarl Sunmary Sheet

[TEL: Evaluation of the Cardioesophageal Sphincter (ompetence Ly
Comparison of Intraluminal Esophageal Sphincter and Gastric
Pressure with Thoracic, itiatal, and Abdominal Pressure

ate: © Jan 82 C T "Prot No: 13v/75 T " Siatus: Ungoing
1

Stavt late: Sep 74 ]ESt Comp Date: Sep & .
Principal Investigator: Facility:

Gordon H. Bryant _______ _ [Iripler Amy Vedical Center
Uept/Sec: Assoctlate Investigators:

Dept of Clinical Investigation | Tom R. Le Meester, M.b.

Ley Words: B

{ardioesophageal sphincter ’

PccumuTative NEDCASE ! Est Accumulative | Periodic
Cost: | OMA Cost: $3300. |Review kesults: Continue

OBJECTIVES: To obtain comparative gastric and cardicesophageal sphincter
pressures during 24-hour ph testing for nocturrnal reflux.

TECHNICAL AFPROACH: For more exact analysis of causative factors of
rnocturnal reflux and its surgical correction, the direct measurement of
gastric and cardioesophageal pressures are to be made simultancousty
with pt 1n 24-hour studies. Reduction of errors due to perfused side-
hole catheter pressure measurements in the cardicesophageal sphincter
are to be made by utilizing a three-channel, semiconducter, gastro-
esophageal probe presently available. This device is to be rodified sc
as to incorporate both a Dent sleeve system in the center section and a
1h prote.

PROGRESS: The Dent sleeve catheter has not proved to be of acvantage ir
24-hour ph/esophageal pressure studies. In comsion with all water
perfused side-hold catheter systems for intraesophageal pressure mea-
surement, hydrostatic artifacts due to patient movement introduce
uncertainties in recording interpretation. An additional research stucy
for fabrication of a nonperfused catheter system is being instituted so
as to eliminate this problem. Nonavailability of a suitable catheter
system for these measurements has necessitated the suspension of this
project for six months.

DeMeester, TR, Wernly, JA, Bryant, GH, Little, AG, Skinner, DB: Clinical
and In Vitro Analysis of Determinants of Gastroesophageal Competence: A
Study of the Principles of Antireflux Surgery. Am J Surg 137:39-45, Jan
1979.

kernly, JA, DeMeester, TR, Bryant, GH, Wang, C-I, Smith, RB and Skinner,
DB: Intra-Abdominal Pressure and Manometric Data of the Distal Lsopha-
geal Sphincter. Arch Surg 115:534-539, April 1980.
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Detail Sumnary Sheet

Date: % Jan 82

T Prot Now 34779 T TStatus: Orgoing

TITLL: Tfabrication of a Cathcter for the Letermination of Liver Llood

Flow in Dog and Man

Start Date: Oct 79
Principal Investigator:
Gordon H. Bryant

—————— - —

[Est Comp Date: Sep oz _.
Facility:
Tripler Army Medical (enter

Dept/Sec:

Dept of Clinical Investigation
Key lords:

Liver blood flow

Associate Investigators:
CoL Samuel A. Cucinell, MC

| CPT Clayton L. hadick, VC

Accumulative MEDCASE [ Est Accumulative
Cost: OMA Cost: $2500.

Periodic

Review Results: Continue

OBJECTIVES: Development of a thermodilution catheter which will easily
and repeatedly give an accurate measure of hepatic vein blood flow in

larger animals.

TECHNICAL APPROACH: Technique for fabrication of catheters for bLlood
flow measurement is now a routine procedure in the Department of Clinical
Investigation at TAMC. Results to date have demonstrated a degree of
variability, particularly in the case of small flows, i.e., less than

250 ml/minute. Cause and cure of such deficiencies have therefore Leen
undertaken using an in vitro nodel of the IVC.

PRQGRESS: It has been found, using a more carefully designed in vitro

model, that factors such as distance between thermistor and injecticn

site, volume and velocity of injectate,

and geometry of injection syster.

all have considerable influence on accuracy of flow measurement.
Reasons for these phenomena and their elucidation should leac to the
desired improvement in accuracy of results in the near future.

Hepatic Blood Flow Measurement and Blood Sampling Techniques in the Dog.
Presented at the 31st Annual Session of the American Association for
Laboratory Animal Science, Indianapolis, IN, October 1980.

Hepatic Venous Blood Flow in Shock by Thermal Dilution Technique.

Presented at the Annual Meeting of the

Federation of American Societies

for Experimental Biology, Atlanta, GA, April 1981.

Bryant, G. H., Cucinell, S. A., Goodwin, B. S.: Measurement of Hepatic
Venous Blood Flow in Shock by Thermal Dilution. Proc West Pharmacol Soc

24:23-25, 1981.
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Cate: 1l Jan 82~ Frot No: b/Bl  Status: Uncoing T ’
TITLE: Fabrication of a honperfused Gastric Motility Catheter
Slart Date: _ . Mé}_gcu_ﬂ_a_te L
Principal Investigator: Facility:
LmqlgULiL Bryant . __tlripler fimy liedical Center
Dept/Sec: T7?30c1a ¢ Invesiigators:
Lept of Clinical Investigatior - |
Yoy Yords: !

Fast:vc rotility ¢ theter
t

i
:

fccunuiative TERCASE T st A
Cost: LOMA C

ccunulative 1Teriodic ~
ast:$500. . Review Pesults: Continie

bJLCT‘VL. To make possilie sinultaneous Jistal CSCprdnrg] sphincter
7D S) pressure tonitoritg with zé-hour ph studies in patients suffering
from nocturnal gastric refius.

TECHRICAL APPROACH: Proposal is to utilize jieze electric or therricicr
techriques for pressure measurement within tne DLy and fiaccid, weter-
filled talloons cennectea to conventional pressure transducers for
castric and csojhageal pressure.  Small barium titamate strip. vitn
central pivot point can be used in conjuncticn with field eftect tie- -
istors for required pressure weasurements within the CES. Alterna-
tively, paired spaced thermistors could be used where one unit acts as a
heat source and the other a heat unit. Esophageal "squeeze' would very
the separating cistance between the two thermistors in this case.

PROGRESS:  Problems of time limitation, location and availability of
suitable mater1a1s have stultified progress in this stucy. It nas
accordiraly been suspended until other work of higher priority is

completed.
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tetail Sunimary Sheet

Date: 14 Jan 82 Prot Mo: "38/7¢ §“§}y§_7>‘_brq01nv
TITLL: Further Studies on the Site ¢f Action of Circulating Angiotencin
11 on T'lasma ADH Concentration
Start Tate: Jul 76 77 st Lap Late: fep L
Principal Investigator: Facility:
John E Cla/bauqh, ph.O.. +Tnp_]er Friy Mecical Center
rept/Sec ' Associate Investigators:
(JlDJPQJ_:Qy}§L1Jdt1kH/IIy51ﬂ]OQ1. o JPT Clayton 1. tadick, C
bey Words: |
rrcliotensin ‘
frtidiuretic hornone
oy

Accurulative . reriodic

fccumulative MEDCAST t
Wi Lost: t30C0. ;Review lesults: (entirue

l
|
Lest: . I

T Est
MA -

OBJECTIVES: To determine if angiotensin 1l auguents osnotic stiaulatiorn
of AGH mwediated via hepatic osmoreceptors.

TECHNICAL APPROACH: Following a report in which hepatic csmoreceptor
control of vasopressin release was suggested, we conducted two pilot
experinents in an attempt to verify the existence of hepatic osmore-
ceptor vasopressin control, and secondly, whether these osmoreceptors
are also augmented by angiotensin Il as are the central osmoreceptors.
Chronic indwelling cannulae were surgically placed in the portal vein
via the splenic vein. There were two ports allowing upstrearm infusion
of hypertonic solutinns, and downstream sanpling for osmolality deter-
minations. After the cannula was put in place the dogs were allowed to
recover and subsequently used for experiments in the conscicus state.
Our intention was to conduct at least three experimental runs on each
dng, one comparing peripheral venous hypertonic Nall vs ~urtal venous
infusions, another comparing portal venous infusions of hypertonic Na(l
with and wicthout simultaneous infusions of angiotensin via a peripheral
vein, and third peripheral intravenous infusions of hypertonic NaCl with
angiotensin infused either peripherally or via the porial vein.

PROGRESS:  Preliminary experirents (¢) suggest the existence of hejatic
osmoreceptor stimulation of vasopressin and also sucgest the possibiiity
of angiotensin 1l augnmentation of the response, but continuation ot the
experiment has been delayed due to changes in veterinary officers ara
subsequent delays imposed by manpower shortages.




Start Date: Sep /6~ 7" 1bst Comp date:  Sep Lo
Principal Investigator: Facility:

John . Claybaugh, Fh.D. | Tripler Arny Medicai (enter
Cept/Sec: "Fssociate Investigators:
Clinical Investigation/Physioloqy - 1 CPT Clayton L. kadick, VC

hey woras: COL Peter J. Barcia, MC

DCdTT Lo 4 St

[fiect of Sodiuw balance on the Vasopressin festonse to
Lltoed Volune Reducling

gar vl 7 Prot No: 9/77 Stetus:  Ongding
e

Conscious ('01;S
tLlcod volume reduction
‘odiun balance

AccumuTative MEDUASE [Est Accumulative |Perivdic
tost: L OMA Cost: $1600. |Review Results: Continue

Qggtkifjh§: i¢ cetermine whether negative sodium balance increases
pressin response to hemorrhage.

FLUHEICAL APPROACH: Consc1ou< dogs will be reiorrhaged 107 of the
eotinated ETood volume after two weeks of low, nornal, or high soagium
intaxes. Lblocd samples will be ocbtained prior tc and five ninutes
atter hemnrrinace, and cne hour after the return of hemorrhaged blood.
Cix cons will be prepared with esxteriorized carotid loops and wiun
chrenic incweliing left atriai cannulae. The doygs will be hirorrnaged
at a rate of 0.4 wi/kg/uiin with blood samples taken at tine G, 1o, 2.
arc 30 minutes, correspending to 5, 10, and 1L percent hemorrhages.
This regimen w111 be conducted feur times con different sodiur diets.

FROGRESS:  To date we have shown that low sodium diet crhances the ACH
response to equal volume hemorrhages in the same animal. This occurs
despite simiiar initial values of plssma ADH concentration in the two
states. Pesearch by other laboratories has demonstrated a possicle
change in sensitivity of baroreceptor control of renin velease, which
may also be influencing the ALH response in a similar fashion. Inhi-
bition of the renin-angiotensin system does not alter the ADH response
to hemorrhage significantly; however, we would Tike to investigate this
point a little further before final publication. In addition, the
sensitivity of baroreceptor stimulation of ADH release in different

sodium balances shculd be further investigated.

Claybaugh, J.R., kWade, C.L., Goodwin, B.S., and Barcia, P.Jd. AUH,
renin, and cardiovascular resporses to slow continuous hermorrhage in
conscious dogs on low Na diet with inhibition of converting enzyre.
Fed. Proc., 3&€:967, Abstract 389G, 1979.




Detail Sunmary Sheet

Date: 5Jan 80— "Prot No: 11/77 ~ Status: Ongoing
TITLE: Fnzyme lmmunoassay of Arginine Vasopressin

Start Date: Apr 77 Est Comp Date: Apr €5

Principal Investigator: Facility:

John R. Claybaugh, Ph.D. | Tripler Army Medical Center
Dept/Sec: Associate Investigators:
Clinical Investigation/Physiology

Key VWords:

Enzyme immunoassay

Accumulative I'EDCASE [Est Accunulative | Periodic
Cost: | OMA Cost: $2500. |Review Results: Continue

CBJECTIVES: (a) To develop the technology for and essess the clinical
end research efficacy of enzyme immuncassay methods for arginine vaso-
pressin (AV) measurements in biological fluids in comparison with starcg-
ard radioimmunoassays; and (b) to partially automate enzyme imiuncassay
techniques to allow for greater productivity in hormone measurenent by
routine laboratory personnel.

TECHNICAL APPROACH: This study consists of two phases: (1) the valida-
tion of enzyme immunoassay for AV using hormone coupled B-galactosidase,
comparing results to currently available radioimmunoassays; and ()
partial automation of the enzyme immuncassay for B-galactosidase.

PROGRESS: Preliminary experiments were initiated in developing the
enzyme assay for B-galactosidase. Work stopped, however, due to per-
sonnel shortages. All supplies are on hand and work should resume in
January 19§2.




Letail Sumary “heot

Date: 5 Jan 82 " Prot lo: 2¢/79 __ Status: Gngeing T
TITLE: Comparison of Control of Vasopressin kelease fror Tsolated liypo-
thalamoneurohypophyseal (HNS) Explants Obtaired from lormal and

hypertensive Rats

Start Uate: Apr 79 T TTEst Lonp Date: Sep vn 0T
Principal Investigator: Facility: T
John R. Claybaugh, Ph.D. Tripler Army ledical lenter
Lept/Sec: Associate Investigators:
(linical Investigation/Physiology - i Kuuleialoha Cornette

Key Words:
tlypothalamcneurchypophyseal explants
tivpertension

Accumulative HMEDCASE | Est Accumulative | Periodic
Cost: ] OMA Cost: $4,500.{Review Results: Continue

COJLCTIVES: Certain rat models of hypertension have elevated pituitary
content, plasma concentration, and urinary excretion rates of vaso-
npressin,  The mechanism for this increased release of vasopressirn is not
clear and may be due to an alteration in the sensitivity of the hyro-
thalamus to varicus known stimuli. By removing the hypothalarus with
the stalk connection to the neurciypophyvsis still intact, we can eliuin-
ate many uncontrollable inputs to vascpressin release anc test the
sensitivity to acetyicholine, angiotensin, and osrctic stinuli, and
rossibly others, in order to test the hypotnesis.

TECHNICAL APPROACH: Five-week-old, male, spontanecusly hypertensive
rats will be selected fron the colony at the Department of Clinical
investigation, Tripler Army Medical Center, Okamcto-Aoki strain. Age-
r.atched normotensive male control rats will te of the WKY strain. The
rats will be surgically prepared with indwelling carotid arterial
cannulae and placed individually into metabolism cages. Two days after
surgery, daily collections of urine will be started for analysis of flow
rate, urine concentrations of MNat+, K+ and antidiuretic horrone (ADH),
and urine osmolality. Daily measurements of systolic and diastolic
.1ood pressure will be made via the carotid arterial cannulae. After b
days of measurements and urine collections, the rats will be sacrificed
by guillotine and trunk blood collected for analysis of plasma osrio-
lality, Nat+, K+ and vascpressin concentration, and plasma renin activity.
The HNS will be dissected and prepared for incubation. Osnmolality will
te determined by vapor pressure method, Na+ and K+ by fiame photometry.
Vasopressin will be assayed by radioimmunoassay and plasma renin activity
'y the New England Nuclear radioimmunoassay kit. A1l methods are on-
going in our laboratory.




Comparison of Control of Vasopressin Release from Isolated hypothalaro-
neurohypophyseal (HNS) Explants Obtained from MNorkel and hypertensive
lats

FROGRESS: The surgical shills necessary for successful dissection of
the HNS preparation and the procedures involved in organ culture have
Leen routinely perforiied during the first 1% years. We were able to
demonstrate an osmotic stimulation of vasopressin from the HNS prepara-
tion in a 1-hour exposure period. Control experiments indicated a
steady vasopressin production could be achieved during the necessary
Y-hour block of tire on the fourth day of organ culture. C(hanging tre
osmolality of the incubation medium from 290 to 315 mCsm/kg results in «
significant increase in vasopressin release. Angiotensin at 10-> I
concentration also stimulated vasopressin release in this preparatiorn.
Having established these "standard" responses, we had confidence that
the preparation was responding to normal physiological stimuli. Unfor-
tunately, during the past year, inexplicably, we have been unsuccessful
at reproducing these expected and necessary responses. ULecause the
primary investigator on this project is a graduate student, it was felt
that one year investment was all that could be afforded at this time and
that a reassignment to a different thesis project was essential to her
progress. Hopefully, this project will resume within one year.
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Letail Summary Sheet

Late: 14 Jan 82 Prot No: 25/80 — ~ Status: Ongoing

TITLE: Urinary Metabolites of Vasopressin: Consequences in Radio-
immunoassay

Start Date: Aug 80 "‘ Est Comp Date: Sep 8¢ L

Principal Investigator: Facility:

John R. Claybaugh, Ph.D. Tripler Army Medical Center

Dept/Sec: Associate Investigators:

Clinical lInvestigation/Physiology - | Aileen Sato

Key Words: Kuuleialoha Cornette

Vasopressin

AccunwuTative MEDCASE | Est Accumulative | Periodic
Cost: OMA Cost: $200. |Review Results: Continue

OBJECTIVES: To determine if a tiologically inactive but innurologicaliy
detectable metabolite constitutes a significant amount of the vaso-
pressin molecule excreted in the urine.

TLCHNICAL APPROACH: Vasopressin has been shown to be netabolized in tre
renal nerhron of some animals. Also, the values reported for the

armount of vasopressin excreted in normal man varies greatly from one
laboratory to the other. We have addressed the question as to whether
the former results in the latter. Therefore, we have analyzed identical
urine speciniens from humans, dogs, rats, and pigs with two antisera
which we have characterized as being specific to the "tail” or "ring'
portion of the vasopressin molecule. If an immunological difference

is determined, we will proceed in order to find out if a chemical dif-
ference is detectable. Thus, urine will be fractionated by various
wethods, including sephadex, electrophoresis, high pressure liquid
chromatography (HPLC), ion exchange, ultrafiltration, and others. If twc
chemical identities can be shown that have immunological activity with
one antibody but not the other, our results would clarify the need to
use a specific type of vasopressin. OQur hypothesis is that this is the
case, and that a "ring" directed antibody detects more of the filtered
vasporessin than a "tail” directed antibody and is therefore essential
for the most accurate assessment of urinary vasopressin in excretion.

PROGRESS: Human, pig, rat, and dog urine contain immunologically
detectable vasopressin that can be measured by both "“tail" and "ring"
directed antibodies, although in all species except the dog the amount
measured by the "ring" directed antisera is about twofold greater than
that detected by the "tail" directed antibodies. Although sephadex,




Urinary betabolites of Vasopressin:  Consequences in NadigirawncaSsay

ion exchange, ultrafiltration, and proper c¢lectrophorcsis have prouucec
fractions of vasopressin that still yield inmunologically different
amounts of vasopressin, we have obtained only suggestive dats that
there are indeed two difterent chemical entities (possitly wore) Ly
electrophoresis. lie have conducted a recent series of experiments on
.PLC in which the "ring" directed antisera detects two peaks of ac-
tivity, corresponding to arginine vasopressin. The "iail" directed
antisera detects only the arginine vasopressin. The peak that we
propose is a metabolitle of vasopressin thal has not been identified as
yet, although pressinoic acid and deso-Gly {NH2) arginine vasopressin
have been ruled out, leaving des-Gly (NHp)", des-Aru®, arginine vaso-
pressin as the probable metabolite. Proof will require the purchase of
k this synthetic analog and subsequent comparisons on HPLC.
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Detail Sumtiary Sheet

“Status:  Completed

1. Status: _Completed
n

IT Stirulated Antidiuretic

bate: b Jan &7 "~ " "7 " Prot Fo: 15/t

It
TTTIT: Tne Role of [upanine in Angiotensi
Forvone Felease

tart Date: Mar @1 " "7 " TEst Comp Late:r
Pr1nc1pa1 Tnvesticator: 'ch111ty

John_f.. Claybaugh, Ih.D. .  Tripler [rmy Medical Centcr
Dept/Sec: i Fssociate Investigators:
ﬁ]lﬂl&pl_AIVUStIﬂatloh/l’U510]OJy 7;’|Dav1u F. brooks, Ph.D.

Key Words !

atidiuretic horrone ||

Accunulative MLDCASE TEst Accumulative | Periodic
Cost: | OMA Cost: $2500.|Review esults.

QUJ ECTIVES: To determine whether Jopamine is a neurotransmitter mecdi-
ating angiotensin Il stimulated ADH release.

TECHNICAL APPROACH: Angiotensin Il was infused intravenously into con-
scious dehydrated dogs (n=6) at a rate of 10 ng/kg/min once by itself and
once with a concurrent intravenous infusion of haloperidol (mg/kg/min),

a dopamine antagonist. FPlasma vasopressin, renin activity, and arterial
Llood pressure responses were compared between the two situations.
Appropriate vehicle controls were also run on the same dogs.

PROGRESS: Angiotensin alone caused a tw -fold increase in plasma vaso-
pressin concentration (P<0.05), a 25 mmHg increase in mean arterial Llood
pressure (P<0.01), and a 70% decrease in plasma renin activity (P<0.01).
When haloperidol was simultaneously infused with angiotensin, plasma
vasopressin concentration decreased about 20% (N.S.), while the changes
in mean arterial tlood pressure, +25 mmtlg (P<G.01), and plasma rerin
acitivity, decrease of €5% (P<0.01), were similar to those observed
with only angiotensin infused. The results suggest that a dopaminercic
rechanism may be involved in the Angiotensin II-induced vdsopressin
release, but not its pressor actions or the negative feedpack effects

cn renin release.

brooks DP. Claybaugh JR: The Role of Dopamine in the Angiotensin II-
Induced Vasopressin Release in the Conscious Dehydrated Dog. J
Endocrinol (submitted).

Claybaugh JR and Crooks DP: The Role of Dopamine in the Angiotensin 1]-
Induced Vasopressin Release in the Conscious Dehydrated Dog. Fed Proc
(in press).
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Detail Summary Sheet

bater 5 van 82~ " Prot No: Zl/¢l __ _ Status: Terwdnated
TITLE: Postpartum I'sychological Reactions to ChildLirth Preparation

and Lxperiences

oo yESt Tomp Date: T

Start Date:

Principal Investigator: Facility:

(FT Wayne R. Coussens, I'SC _ __ ____ [Tripler Arny liedicol Center
bepl/Sec: Associate Investicators:

Gept of Clinical Investigation - MAJ Clayton Shaw, I

Key Words: o

rostpartun psychological reactions

Accumulative MEDCASE | kst Accumulative [ Periodic
Cost: LOMA Cost: $300. |Review Results: Terrinate

CBJECTIVE: To assess the psychological effects of childbirth prep-
aration on mothers who "lose control” during labor and those who have
cesarean births.

TECHNICAL APPRUACH: Two hundred nuiliparous expectant mothers will
complete questionnaires at 37 weeks, 34 weeks, confirmed tabor, 24 hours
postpartum, and 6 weeks postpartum. Questionnaires will assess changes
in relevant psychological and demographic characteristics. Mother,
physician, and nurse ratings will be used to classify mothers on level of
emotional control during labor and delivery. Classifications will also
te made or reported levels of preparation for childbirth (psychopro-
phylaxis). Post hoc comparisons will be made between classifications
across repeated measures to determine changes in relevant variablies in
relation to level of preparation for and level of emotional control in
childbirth.

PROGRESS: The project is terminated due to the inability of the Depari-
ment of Nursing to support it. The protocol will be revised and resub-
nitted.

17




Detarl Suimdry Sheetl

j[,_j‘lEd'?"_:ﬁl‘:‘: N ‘}'.('VL;.A‘]V_V?‘.(“MV'V T 'vi(!.'u‘?j e {[ ],(([( (J
[TTLE: (Yinical Significance of fnt]u}ure ic hornone Lovels iy Liscreeve
of Fluid and flectrelyte Hetabelish

Start Dates” lun b0 7 THlsU Lonp wate: T )

Frincipal Investigator: Facitity: !
ﬁ}@_:ghygl_ﬁL_Luc1nellur "_7>"(_'_‘__11r1plor frny Pedical center é
Lept/Sec: rssociate Inves;1gators :
Clinical liivestigation _______]John P. (Qlaybaugh, Fh.u ;
Key Hords:

Antidiuretic hormone

ficcumuTative MEDCASE [ Lst Accumulative | Periodic
Cost: | OMA Cost: $4000. |Review Results: Terminate

CBJECTIVES: As a continuing part of our investigation into the influence
of the antidiuretic hormone (ADH) in human metabolisr, we wishec¢ to
vetermine what influence this hormone has in a variety of clinical
states.

TECHNICAL APPROACH: Tihis study was designed to Le a survey of occasional
FDH Tevels in various clinical situations. Samples have been obtained

in cirrhosis of the liver, nephrotic syndrome, renal failure, hiyperten-
sjon, congestive heart failure, pneumonia (particularly lLegionnaires
disease), and cardiac resusitation.

PROGRESS: This study is being terminated because it has yielded tlie
raximal amount of information possible for the nature of the study. lhe
clinical states have shown that ADh is elevated to varying degrees in
tegionnaires disease, cirrhosis of the liver, congestive heart faijure,
and nephrotic syndrome. ADH has proven to be low in cardiac resusitatiorn
and gastrointestinal bleeding. The study suffers from lack of specific
definition of the syndromes and incomplete design and accumulation of
data. Ltach syndrome must be followed carefully in the clinical context
for any clear-cut data to evelve, It is not surprising that ADL is
e¢levated in pneumonia, cirrhosis, and heart failure. This data contri-
butes little either to patient care or theory of practice. A systematic
correlation of ADH with severity of these diseases may yield valuable
information. The low ADH syndrome is more interesting. Fatients who
survive cardiac arrest, but with severe neurological deficit, seem to
have depressed ADH, and one patient had diabetes insipidus. This has
previously been reported, but not with ADH levels. All of these patients
died eventually. The low ADH in gastrointestinal bleeding is artifact

in that the sampies were taken during treatment and suggest that ADH is \
an inconsistent hormone during this situation. Although this study is i
terminated because of poor design and incomplete data, it does provide
suggestions for more valuable approaches.

13




Petail Summary Sheet

Date: 147 Jan 62~ "Frot No: 26/79 Status: Gngoing

TILE: Deterrination of Liver Plood [low and irproved Technique for
Sanpling hepatic Vein Llood

Start bate: Jul 79 77 0 T Lst Comp Late: Sep t2 T
Principal Investigator: Facility:

0L ngggl,A. Cucinell, »c t]ijjlf];l]ﬁwvtﬁﬂngjm}ﬁy}f[_»__
Depi/.e Aosoctete Investicatore.
L]\ﬂ\fg]_anegttiap1nn o fGordon H. tryant

hey Words:

Liver tloo. flow

Accurulative ME{CASE TEst Accumulative |Periodic
Cost: _LOMA Cost: $2500. {Review Results. (ontinue

(BJECTIV_ To determine liver blood flow and to develop an inproved
technique for sampling hepatic vein blood.

TECHNICAL APPROACH: Methods now available for the determination cf
nepatic blocd flow are either invasive or based on indirect chemical
clearances. Hone of these methods is satisfactory for the accurate
noninvasive quantitation of liver blood flow necessary for our continued
studies into the lactic acid metabolism by the liver. It should te
possible to place a thermistor catheter in the vena cava (VC) at the
level of the renal and hepatic veins. Blood flow at these points might
Le cdetermined by thermodilution. Hepatic vein blood flow could be
estimated ty subtraction of the blood flow in the vena cava et the leve!l
¢f the renal veins from the vena cava blood flow at the level of the
diaphragm. This should be liver blood flow. It should be possible :c
sample pure hepatic vein blood by inflation of a balloon-equipped,
double Tumen catheter at the level just above the renal veins. This
sheuld cut off blood coming from the renal veins and telow from entering
the: vena cava in the area of the hepatic veins. Blood sarples from jus*
above the bailoon should be hepatic vein blood.

PRUGRESS:  The liver blood flow systerm has Leen reported in a prelii-
1narj manrer in the Froceedings of the Western Pharmacoloq; Society.
¢4:£3-25, 1981, fdditional work is being done comparing blood flow in
the porta] vein to hepatic vein before final publication. Details of
engineering design are to be considered. The hepatic blood sanipiing
device has been finalized and describtied in Proceedings of the Society
for i xperimental Iiology and Medicine, 168:222-227, 1981.
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Uetail Sunmary Sheet ]

Late: & Jan 82 7 " TFrot No: /7% Status: derninated

FTTLL:  Mechanism ot /ction and Antidote for Iricyciic /nticepressatts

CErt Tate JWTTe T Lot fonp Totes Sep &0

Frincipal Investigator: Fecility:

COL Sanmuel A. Jlucinedld, BC | Jripler Arry ledical Center
iept/Secc: [ 7sunciate Tnvesticators:
(linical Investigation - 117C tarry !, Tnoras, 1'C

Key btords: Bert Lum, Pn.bl.

Tricyc]ic antidepressants

hiccunuTative TELCASE [ st Accumuletive |Periodic
Cost: _ | OMA_Cost: 5200. |Review Fesults: Jcrrinate

GBJECTIVES: To try to define more precisely the cardicvascular toxicity

of the tricyclic antidepressants and to suggest the nost raticnal anti-
dote for the cardiotoxicity.

TECHIICAL APPROACH:  An animal model of cardiotoxicity of the 1CA will
be developed in the dog and rabbit. The animal will be sedated with the
TCA itself. Recordings of the EKG, electrolytes, and blood gases wil}
te made. Doses of TCA will be given to produce £KG toxicity. In sone
animals it will be necessary to allow the complete cardiotoxicity to
evolve in order to determine the pattern of conduction abnormality
leading to cardiac arrest. Once this pattern is defined, antidotes and
mechanisms of altering the EKG pattern will be made. It is anticipated
that a drug so rich in autonomic actions would have a cardiac effect
which would operate through the autonomic nervous system. Blockade of
this system at known points, i.e., ganglionic blockade, cholinergic
receptor blockade, adrenergic transmitter and receptors blockade, as
well as autonomic stimulants at tiie same levels, should alter the
pharmacological pattern of TCA. If the TCA proves resistant to these
manipulations, a direct quinidine-Tike action may exist and direct
pacing may be of value.

PROGRESS: The project is terminated. The University of Hawaii group
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TTILE: Fansiaar Prophylaxis in New Guinea

!

Start Date:  Sep 80 T ,Est_}iq}gjggg;____*v_‘ii___~__f; g
Frincipal Investigator: "Fac1lity: !
vOL Samuel A. Cucinell, MC e ITCJHEZLAIEW Hedical (enter i
Cept/Sec: | Associate Investigators:

tept of Clinical Investigation o

Kev Vords: -—'_'-'

calaria ,

i
/"\ccumu] ative MLDCASE ! l‘g t /\c’ch?:ﬁﬁé’ﬁve 1 T’:ﬁ &J’i'é""” T T
Cost:. i OMA Cost: $300. |Review Results:

OBJECTIVE: This is a pre]1m1nary study to design the most reasonable
prophylaxis for malaria in individuals who will be exposed to both high
altitude and malaria sequentially or simultaneously.

CLCHNICAL APPROACH: A qroup of seven active frmy personnel explored thc
rountainous areas of New Guinea for location of downecd aircraft sites at
altitudes up to «000 feet. With regard specifically to malaria they
viere given Fansidar to be taken before leaving for tiew Guinea and at
monthly intervals thereafter. The following iaboratory tests were dorne
before and after their tour in New Guinea: CBC, urinalysis, SMA-cU,
glucose-6 phosphate dehydroyenase determination, and sickle cell pre-

paration. lalaria smcars were done upon return.

PROGRESS:  The 9-week mission was completed with one member remcved to
Fawaii because of leg trauma. (ne man who was allergic to sulfa drugs
took CP tablets, one per week. There were no illnesses or fever. It

was noted that the local inhabitants took CP tablets rather than Fansidar
when they entered malaria regions of New Guinea. Although malaria was
present in the area, the members of this team had no direct contact with :
known cases. The preliminary studies done at Tripler Army Medical i
Center showed all men had normal renal, hepatic, and hematologic func-
tion. A1l of the laboratory tests were repeated upon return to Hawaii
and were found to be normal. Thick smears were done on all memt s and
no malaria was seen. Under the conditions used, Fansidar caused no
toxicity or complication in wen operating at high altitude for short
reriods of time. Mo toxicity was noted.
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Detail Suerary Sheet

bate: € dan82 ______ Prot Mo 17/7d4  Status: Servirated
TITLC: Llodefg?m1nat1on of Scombroid Toxin

Ctart cave: L Jud 7o T e Giotwtes
frincipal Investigator: TTacitity:
CPT_Clayton 1. kRadich, M\C | iripler friy fecieel Center
Tept/Sec: "frscciate investicators:
(Tinical Investigation/Veteriter, :ve

hey Hords

Sconbrota toxan

Eccunulative FEDCASLT Cst Accunulative |Teriodic

CBJLCTIVES:  To design @ bicassay to determine presence of unknownh toxin
in fish responsible for clinical scombroid p01son1ng This will be
attempted by correlating known patients, fish, specimens, and suspected
outbreaks.

TECENICAL APPROACH: A Lioassay will be developed which may utilize
radioative tagged human serum used in rabbits. Intradermal injections
of the fish extract gives a "wheal and flare" which can be measured bty
amount of radioactivity in the area. This is most tentative. Gther
possibilities would include oral ingestion in laboratory animals with
nodified guts to watch for histamine-type response. Whatever test we
develop will be correlated with retrospective analysis of the 30 to 50
cases seen in Hawaii in the last two years. The fish specirens cone
from these suspected cases. In addition, the investigetor has rade
arrangements to be notified as soon as possible abcut any new suspectec

CASeS.

PRPOGRESS: 1L has been found that it is not practical to do this study 1

at TAMC and it is therefore terminated.
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}g;t;»:_: 23 Dec 61 ""Prot No: 17/&1__;’?_5_@&_5_;' Conpletes

TITL Intraocular Frosthesis in a Lynorolgcus Fonkey, (lacaca [asCi-
cularis)

start Tate: Mor bl 70 T TESE Tonp Tarer T

Princinal Investivator: ) ‘ucl;‘tV' h o

LF*_(leyi}y1_>:_ Bedick, vO o 71 Iripler Arey  cdicedl Corta

Depi/Sec: ASSGCiate Tnvestitators:

(linical AnyEE}jgggququrgp”:nygjyc'ki

Hx'\nxu,: :

Lynemolgous morkey |
intraecular prosthesis

E
fecunulative l'[{)(ASt_ir'z's—t"l’"m"rulat‘i’v’e’]F’e’r’iod_ic“ """ T
Cest: [ OMA Cost: $1000. [Review Results:
CBJLCTIVE:  To determine long-term toxicity and accepterce of an intra-

ccular prosthesis in a prirate. Also, to determine aesthretic presetita-
tility of such a device.

TECHNICAL APPROACH:  To publish cata on intraocular prosthesis in

rrinates. A human prosthesis was used to cetermine the efficacy of
this procedure in primates and the long-term toxic effects.

FROGRESS:  This project was presented at the anrual meeting of the
Aerican Association of Laboratory Animal Science, Salt lake City, Utah,
in September 19¢1. A manuscript is in preparation.
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Start Late:  Tov 7o

Frincipal Investigator: Fac111tj

CrT John C. C'Brien, MSC | 3ripler Froy Medical Center
Tept/Sec: Associate Investigetors:
Clinical Investigetion/Biocheristry = [CGL Saiuel /. Cucinell, 1

hey Words: )
Lactic metabolisn

Accumulative MEDCAST TEst Accumu]at1ve TTeriodic
Cost: LOMA Cost: 52000 | Peview Results:
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ceare tu L

COJLCTIVES: To study lactate metabolism in prinery; cultures of ra

hepatocytes.

.

CEAICAL APPROGALE:  Larlier in the stucy ve characterized lactate
NG Geternineo
fcr 1he apparent prciuction of

""" fom i ncnoleyor cultures of rat b
that neithor anoxie nor pbowould account
actete seen by Tiver qurine hernurrhacic

Study Tiver cortobvdrate netaloiion under

PROGREES:  While anoxia and acidesis inhibit

hepatocyte cultures, endotoxin vas found

added to the med1um. Cells prepared from endotoxic shocked rats, hovever,

wpatoryie cells

sheck. Ve wign
cornditiae of
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Teclate consuipion in

to have no direct effect vher

vere unable to metabolize lactate. It appears the effect of endotoxin
¢ Tiver carbohydrate metabeliise: cannot be explained by & divect effect

on the hepatocyte cell. These results are being

"tffect of pli, PU; and PCOz on Lactate Consumption by hepatocytes,”
presented at the 64th Annual Meeting of the Federation of Arerican
Secieties for Experimental Biology, Anaheim, California,

G'Drien, J. (. and Cucinell, S. A.: Effects of Anoxia,
Lrdotoxin on Glucose, Lactate, and Indocyanine (reen !'etatolism in
Privary Hepatocyte Culture. Proc West Pharmacol Soc 24:123-30%, 1081,

N'brien, J. €. Jr. and Cucinell, S. A.

cytes in Fonolayer Culture. Proc Soc Exp Biol Med 1€6:413-417,

"Indotoxin Lffects of Rat Fepatocytes in Menolayer (ulture,"

Lcidosis,

April 1680
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Lactate Consunipticn bty L&patc-
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presented

at the ¢4th Annual Peeting of the Federation of frervicar Societiecs for
frperivental Biology, fraheim, LA, April

16e0.
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preparec¢ for publicatio!.
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TITLEL: The Behaviorai Lffects of Antihyperten<ive inervary ir the
Flderly

L R T T T T (g Tt e B

A “Facility:
Tripler Ariy Medicad Center

frincipal Tnvestigator:
L1C Jdohn L. Acki, 1C
{

fept/Sec: fesociate Investiaater:
cept of Fawily Practice. - Marvelu Peterson, P.N.
Ley Words: CCOL Samuel AL Cucineld, 14

srcihypertensive therapy

|
Accumulative MEDUAST st Accumulative | Feriodic
Cat: LU Cost: SSU. [Review Froults: Continue

GICECTIVES:  To determine if treatment willk artihypertensive nedications
in c1derTy hypertersive subjects produces changes in reasurehle areas of
tefavioral performance.  1F behavioral changes occur. does the directic:
Lt change reflect irproved or dimpaired function?

CLUHNICAL APPRCAGH:  Llderly hypertensive patients will ve placec o ar
alternating regimer of active antihypertensive wedicaticns and placebcs.
Fata on tlood pressure response to the two different treatnents ar-
tehavioral tests and outcomes will be collected at the end ot each fcur-
wech period. The two groups of subjects wili be ratchea os civnely oo
possible and differ only in the order in which the treatment, active
redications, or placebos are giveri. The behavioral outcomes arc cot.-
ceptualized as being divectly influenced by the independent variatle of
iredication status and indirectly by the intermediate variable, blood
wressure. Llood pressure is directly influenced Ly the incependent
variable, medication status.

PROGRESS:  The study protoco’ has now been completed or a total of 1%
patients, utilizing two study groups over an 8-week study interval.
Tarce patients were withdrawn from the study. One vas diagnosed as
having 8 celon carcinoma and subsequently underwent a partial cclectony.
“he second patient's blood pressure reached the study limit and she was
placed on her active antihypertensive medication with no complications
as her blood pressure stabilized. The third patient had chest pain
suspicicus for engina. Subsequent follow-up and evaluaticn proved tc be
norimal and she resuned her vigorous exercise program. The investicaters
are planning two more aroups of 16 patients each, which will tring the
tetal number to over 50 patients. This will allow valid statistical
analyses te be perfornmed.




The Behavioral t(ffects of Antihypertensive Therapy in the @iderly

The primary problenis encountered in the study have been lack of clerical
and administrative assistance. Pharmacy and clinical latoratory support
have thus far been excellent.

Because one of the investigators will be leaving the Arny. (F1 Charles
L. Henley has volunteered to assume responsibility for the medical care
of the study patients. A Family Practice third-year resident has also
expressed interest in the study and he has been given time to partici-
pate in this research. As more interest in research is being generated
within the Department of Family Practice, it is hoped that this will be
an ongoing departmental undertaking.




Detail Summary Sheet

Date I DU BT T ot Tior 4740 T st Cnigotiy
FITLT . Lvaluation of PUVA in the Treatment of Tesistant Feoriasis

Principal anest1aator
(CL Harold I. Altert, MC

Facility:

Start Tate:  Aug @0 T TESE Conp Pate: Indefinitc
l
| Tripler Arny Medical (erter

Cept/Sec: T TTRssociate Investigators:
ISLF of _591c1ne/bermatoloqy ¥JLTC Philip Chan, MC
Fev hWords TMAJ Pichard Gentry, !

Fgwriasis

Pccumuiative TTUCASE T Lst Arcumulative  Periodic

Cest: o TOMA Cest: S500.  Peview Pesults:  fontinuc

f, }gj‘y}- To determine the petertial boretits of PIVE i tre tresnont
Fpsoriasis resistive te otner forms of thirapv.

TECHLTICAL APPROE In Auonst 10060 a clinical pnvestigetion of Tre

cfiicacy of psorc]tn plus lono wave ultra-violet light in Lhe itreatrent
¢f wevere psoriasis was approved, The project vas included arder INC
12,941 with approval of COL Charles Lewis, EAMC, princijal investicetor.
The protoced is cssentially the same as that being used by several majnr
5tudy <roups.

(POGRESS:  Two patients have been enrolled in the study. [eath have nec
cssentially complete clearing of psoriasis and now are on iaintenance
therapy with FUVE.
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Late: 23 Dec 81~ Prot lio: 1/81 " Status: lerminated

TITLE: A Prospective Trial of Propranalol in Patients with Diffuse
Toxic Goiter for Subgroup Determination

start Date: - TEst Comp Gate: T U7
Principal Investigator: Facility:
CPT William T. Highfill, MC_ hw____m__‘Tr1lﬂsg;1jgy_[ggl§gj_Lentcr )

Jept/Sec: : [ Ascociate Investinators:
fept cof Hedicine/Endocrine
Ley lords:

Gtoiter, toxic

} e e e e e e e il 4 e

Accunulative MEDCASE] Est Accumulative | Periodic
Cust: 1 OMA Cost: $300. |[Review Results: Terminate

3 e e

CBJECTIVES: To dctermine if there is a predictable subgroup of poL1euLv
viith diffuse toxic qoiter whose disease undergces rerission during arnc
tollowing treatment with propranolol.

TLCHNICAL APPROACH: Patients with diffuse toxic goiter will Le givern
propranclol, 80 g orally 3 times a day for € ronths, after which the
nedication will be discontinued and the patient followed for 3 months or
until clinical symptoms and/or laboratory evidence of thyrotoxicosis
recur. At the end of the trial, the data of all patients whc renain
clinically and chemically euthyroid will be compared to that of the rest
of the trial group to determine if there are any characteristics or
responses to propranclol which might distinguish this subgroup.

FROGRESS: This project has been terminated as it has not been approved
by 0TSG.
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TITLE: Coronary Avtericgrephy in the Ay

Start Date.  Dec § o Lst Comp bate: bec 01—
Frincipal 1nvestigator: o Facility: T
CPT William T. Highfill, MC -‘__m>v__rTv1pler Army ledical (cnter
Dept/iec: lAssociate Jnvestigators:

'ijwpf Medicine/Cardioleay -1 LTC Harry [, Thonas, I'C

ey Lords:

Coronary arterioaraphy

Accumulative MEDCASE | Est Accumylative | Periodic
Cost: OMA Cost: $300. |Review Results:

_.JE(TIV : To explore the use of coronary arteriography in fruy meci-
cine, to evaluaLe certain technical aspects of the procedure, and tu
tetter define the nature of coronary artery disease in the active duty

population,

TECENICAL APPROACH: This is a collaborative Army study coordinated ty
P*Ad Johin Tl Harris, MC, of Madigan Arny Medical Center, consisting of e
cne-year prospective chart review cf the catheterization data at each

center.

PROGRESS:  The study has been completed with approximetely 200-700

ratients in the study. Data is currently bLeing analyzed.
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Cate: & Jan 0 “Prot Lo: 19761 7 T Ytatus. Grguing
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TTILLY “Texamethasone Antiemetic Study for Chemolherapy Fatierts

NER] forp Tale. .
i Facility:
Tripler Aviy VYedical Coniter

Msociate Investicators:

tat bate:
rincipal Investioator:
LTC Charles F. iller, N0
Dept/Sec: T )
vept of Pedicine
Key Vords:

f,

O
Eccunulative MEDCASE [ Est Accunulative | Periodic Ewaiting
(ost: | OMA Cost: $300. |Review Results: 07SG approval

UBJECTIVES: To determine the effectiveness of Dexamethasone in prevent-

ing or alleviating nausea and vomiting in cancer patients receiving
cherictherapeutic agents.

TLCHNICAL APPRGACH: A double-Llind study of each participating paticnt
vill Le performed. Fatients will be obtained from aduit oncology clinic.
Lo minors will be included in the study. tbtach patient will receive an
cnvelope from the pharmacy containing three tabilets of either placebo or
Lecadron, 4 mq. The tablets are to be taken at lunch the day before
therapy, ot bedtime the day before therapy, and the morning of therapy.
f11 additional standard antiemetics will be continued since neither the
patient nor the invetigator has any way of knowing if the active Decadron
vas taken. The patients will be asked to score their nausea anc other
symptoms and the vomiting will be objectively followed by the clinic
staff.

e

PROGRESS: Awaiting OTSG approval.
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Lotail Sumiary Sheet i

Later ;.xd:{'a;"" S Frottol /w7 statun. Ten

erid

T valuation of lower tastraintestinral Gleedine  (ularo
Aone vs Colanoscopy ds an Adiunct Lo Bariu e onc
nI(LU)(Lulj

‘Vt"a—l_t\[ ctes THot Conp lete
= e e - _—— B sy P —— .*.__.. . e - - —_— - -
DYincival lTevestigator: P Facility
L0 7( lert L Myers, MO . Iriylfq;‘qu fecicel Lenter
’opr/ U LAssoCiate Investisators:
seaicingfestroenterclony ~j GOL (harles L. copes, 00

by Lords
cstrointestinei Lleeding

AccuruTative FLDUASL T Let Accumulative | vericdic
Cost: . OMA Cost: $300. |Review Results: Terminate

CLJECTIVE:  This stucy will compare colonoscopy with a wultitocality

evaluation of occult and overt rectal bleeding.

TECHNICAL APPROACH: A~11 patients presenting to the Gastroenterology
f11n1c i Froctoscopy Llinic with a complairt cf overt or occult rectei
tieceding will be eligible for this study. Patients nust reet the follow-
ing criteria: (a) have a history of bright red recta?l Lleeding or the
uviscovery of occult rectal bleeding in the previous six wecks: (b) te 40

vears of age or older: (<) be capable of informed censent; (d) wust not

have had proctoscopic or barium enema in the precedine six weeks. [fter
inciusion in the study aroups, all patients will be iuterviewed Ly one
¢f the principal ivnestigateors. Demegraphic and historical data vwili t¢
coliected. /£ CBC, clotting profile, and hemoccult screen will Le coi-
tected on each patient. [atients will Le randomizec. (ne droup will
nave colonoscopy alene.  The other group will have proctescepic esarina-
tior, air conlrast tarium enema, and coloroscepy. #11 recative color -
uscopins vill be compared as to patient comfert, diaynestic rates,
corplications. end time of workup.

FRRCRESS: nis project ic terminated due te lack of time on tae part of

the dnvestigators.

3




Peteil Sumrary Cheot

ate: b oan 8 U TTrot tos 110l T Status: »xoy;A(Le

TTLEY The influence of pli and “erun Protein Loncentraticn on the
Anion Cep

—atr =

Start Uate: c‘li_i_] . o Lst Cor p Lete:
frincipal Investigater: Tacility:

tfj:\jj]ldﬂ 0. Paulson, MC_________ITripler frny lMedical Center
copt/Sect Tfssoc1atc Investigators:
““ﬂﬁ of Fedicine -

Key Words:

fnion gap

TEst pecumative TFeriodie ~ 7T T
_LOMA Cost: S:00U. {Review Fesults:

tost:

CLJECTIVES.  To deternine how the acidity and alkalinity of bLlcocd and

ite pretein concentration 1nf]uence the relaticnship of the serun
cheristrics (o, ¢.o he, K, Cl, H(Q,) to each cother.

TOCHLICPL APPRGALE: Fourteen dogs weve studicd for Chenges tn e
in vivo ionization of plasia protein during respiratory acidcsis and
respiratory alkalosis. No effort was vade to chance tne scrun eiburirn

concentration,

PROGRESS:  The undeternined anion gap was unchanged at the extreine of
aciaosis and alkalosis suggesting that the ionization of plasia proteir
does not chance ionizatior with pt. A manuscript is in preparaticn

Lo d— - - "
F OGN Y WY A P SO T -




Detail Summary Sheet

gﬂgﬂ_ TﬁfTﬁE"?ﬂ"'w”°‘—__’P}GEUNdi “Zh/80 T T Status: Terminated
TITLE: Pulmonary Function in Patients with Gastroesophageal Peflux

start Dave: T T Thst tomp bate: o T
Principal Investigator: ) Facility: B
MAJ Rosemary F. Rodgers, MC _|Tripier Friy ledical Center
Lept/Sec: fscociate Investigators:
Dept of hedicine/Pulmonary {\OL Charles 7. Jones, 1°C
Fey vords: IFAJ A b Chacko, PO
sophageal reflua l[TL Guorge b, inderancd. i

- < - e e e
nccumulative MEDCASE | Est Accumulative jleriodic
Cust: $20UG. ~ JOMA Cost: $300. |Review Fesults: — Terningte

JECTIVE:  To determine whether there are significant abnorralities in
Lne " pultionary function studies of nonsmoking patients diagnosed to have
~asiroesophageal reflux.

. TLCERICAL APPROACH:  Diagnosis ot gastroesophageal reflux in wensuohine
aduTts will be established by (1) clinical history (with particular
attention to symptons of reflux and pulmonary disease) and physical
examination, (2) Larium esophagram, and (3) gastroesophageal scintiscan.
Incidence of pulionary disease in these individuals will te deterninec

by (1) PA and lateral chest roentgenogram, (2) spirometry with and
without bronchodilator (0.5 cc Isuprel in 2 cc MS), (3) gas dilution

lung volume studies, (4) DLCOSB, and (5) body plethysniographic deter-
mination of FRC, RAW, lung cormpliance, and pulmonary elastic recoil. /it
conclusion of the clinical studies, results will be examined to deteruine
the extent of cause and effect reiationship between gastroesophageal
reflux and pulmonary disability. i

“PUGPE‘S This project is terminated due to ceparture of principal
investigator,
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Letail Surary Shect

late: 1% Jan 627 "Prot "’\11]9“__f-_i:;}é}p};:'ﬁqip]pv

VITUE: Glucose Modulation of Tnsulin Binding

Start bate: Jan 79~ T T CTbst Lonp late: lep {F

Principal ITnvestigator: o ﬁfdmhty o

"Ad Shiao W. Shen, MC . _yIripler Arwy tegical Center

Lept/Sec: Associate Investinators: H
ggpt of FMedicine/Endecrine 2
Key Words: ;
tnsulin tinding ?
fedalative MIDOAST JEet FecamuTative (Teriodic 777777 o

Cost: SI5UG. CUMA Cost: o S1000. jheview Pesulte: continue

COCECTIVES D Fo dnvestigate the effect of flucese cencrritration o1
insulin binding: to investicate the effect of gluccse preincubaivic: ¢
insylin llndlng and Lo study ygiucose transport under verying jnsulin

ari clucose concentreiions.

~'?¥‘:LLL~fF*D(’\*3 Epididyral fat pads are reroved froi nelc Spracue-
tavley rets. Isulated fat cells are rrepared by shakinc at 37¢ ¢ for
COoinntes do o brebe-Ringer bicarbonate tuffer containing coilagenace

(3 rg/ri) and altunin (40 mo/ml) by the methcd of Rodbell. I<glated fat
Lel1< are then susnended in a buffer containing 35 m¥ Tris., 10 nt naCl,
Cod ek Mg SO, Eu5 Rl KCY, 10 bovine serum albumin, ph 7.6, and varying i
concentrations of alucose in a Cubnoff metabolic shaker at 376 C for 4t :
iinutes. At thc ~na of incubation, cells are washed and ready to be

used for either '« I-insulin or glucose transport studies. “T-insulin

tinding is carr1ed out with '<*I-insulin prepared at a specific activity

ct 100-150 wi/ug according to the Freycht et al. rodification of tre

methed of Hunter and Greenwood. Glucose transport studies are carried

out by incubating cells with 2-deoxy-11-1“C-D-glucose (specific activity

> m(i/nt) in Krebs-Pinger bicarlonate, pH 7.4, containing Lovine serum

alburiin (10 wg/m1) at 249 C. This assay measures the total uptake of

the radio-labeled 2-deoxy-glucose and is based on the principle that

while 2-deoxy-qlucose is transported and phosphorylated Ly the same

process as D-glucose, it cannot be further metabolized. Calculation ct

nlucose transport is based on the method of Olefskey.

PROGRESS:  After nany attempts, the cultured fibreoblasts fron the
foreskin obtained during circumsicn has proved to be an appropriate
system to use. however, since the departure of MAJ CO'Brien, the

! investigation has been tompurar1]y suspended until ancther Ph.D. Lio-
cherist arvivern since there is the ”o;swb1l1ty of wveraronth of virvus in
the culture nndiun.,




Petai!l tonrary Saect

Lete: 30 Dec 81~ Frot Nex  3/iv Status: (uryleted
. €

TITULY  Free and iotal Tnsulin Tevels in Tnsulin-Treated el etics

STt Tates TRl 7T T T e et T LT
Peincipal Investigator: fFacility:

PAJ Ghiao W, Shen, BC -r»i drapler frmy Dedicel Lenter
vai/ka- jhesceiat ‘xvn"lv(*n,&t

sept «4 Lkl\l!L,lHUUCFiHU -

T T e e 1

SR A I

Soin ‘. i'u‘}"!‘:f

|
|
|
]
uiletive T

accurulative PG LT TSt Pec T£r3}'1f B

I opyber :
COSTI o0 Cest S hane. TRevie el .
CECTOTIVES . 1o recure free ond total inauiin Tewel 0 Sell v Ll e
cianetrci, 16 characterize the inse’in-bined o ant it ecles 9n othe patic
and Lo ccr“clate tie free insulin devels an tie Cherar oriatics of the

I
insulin-ringing cntitedies to cortral of dictores.

TEOHRICAL ATFROACE:  Fatients were classificd with recdre o ihedr

4

v1ul(11c contrel en the basic of personal krewledoo, (xinipet ion o
clirical rotes, and J4-br urine glucose.  iepavinized Bleca, Vo od,
was drawn from suliects after an overnicht fast and acain &t 4 pan for
rlasna ylucose, insulin determinations, and chaeracterization of inculin
antibodies. Free insulin and total insulin were extractec by 4 nooifiec
rethod of fakagawa ¢t al. PRadioirmmuncassay for free insulin and iuai
insuiin were done Ly dextran-coated charcoal method. Deinsuiinizetion
vas accomplished by combining one part plasma with 1.2% (V/V) G120 V0L
end 0.5 parts dextran-coated suspension. The mixture was Vortex-rixec
vefore adding 1.25 parts (.12 N haoH and centrifuging twice at 2500 rr.
tor 3u ninutes at 4°C to completely remove the charcoel perticles w:th
the adsorbed insulin. The supernatant was oisc used for {incing ascay
to characterize the insulin antibcdies.

-

PROGRESS: It was found that (1) there is no relationship between
adw’n1qtered insuiin dosage and free insulin levels in diebetic paticnie.
(¢} insulin binding to monocytes is not correlated with bound insuiin or
insulin cosage, but is inversely correlated to free insulin level. an

(3] the meximum binding sites of insulin antibody are inversely propor-
tiunal to the ratic of free/bound insulin.

Tids study is to be presented at the annual recting of Military tncocri-
nologists in June 1982 in conjurction with the annual reeting of the
fndocrine Society and American [Hiabetic Association.

P
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TIL: veluation of beparin in fericardici tttusion

Cart Date: st cop beter

TTacility.

Feincipal Tnvesticator:

Cid Reoer . tiddeway, ' ldripler Arty ledicsl Lenter
Fept,/Sec: "Rssociate Investicators:
ceptoof Necicine/Cordiotoay 0 LTC Barvy TLodhorés, HC
Coroaords: OO Semuel FL Cucinell, °C

Tepricardial ofrusion

fccuiuTative FELCASE | Est Pccunuiative [ Periodic
Lust: Ui Lost: S300.  (Review Fesults: Tiriirate
LTIVl To detertine the incications for continuec aniicCaguistion
Suorovicarditic inoyocardial infarction.
T A_"»A’(:‘L !;"[‘(/f'(_l ! (l\:] “dlif,‘Hl(.‘\ )'iit.il €S L(‘X(.iii.:'.(_(} i_;"C(.L.YA\-';;] i! '!’L}"Ct{'»/' .
et pericerdial fedctice s vt be elidile oy it e
Sryvand irforred consent, the padient viall e entereu o & ratdor el
cutTe bidnded swud, . The phorracy will send (0 mrne Triticed Lere Dris
cppropriate Intravencus o lution containing Leparin o et ful dereded
o Caeparin study--contact pharracy.'  Tie phyciciens caving for the
catient wind nou te blinded and will contrel the 1,000 cecorsine o
current stancards if the patient does ael hieparin (or viicse heparin ds
centinued).  Arocchocarciogram and a phonocardiograr will be taker cat .|
croall patients in the study (Ly the irvestigators who wiil be Llineer.
Tne attending physicians will be advised daily of the fluid cantent of
the pericardial sac. A decision to preak the code and tertninate the
study will be made by a consultant cardiologist norinvestigator.
"ressler syndroie is an indication to stop heparin. Anticoaqulatior
with couadin will te instituted or continued according to current
oractice and the heparin will be discontinued at the appropriate tine in
the group continued on anticoaaulation. A placebo will be started in
renaniicodgulated patients at the appropriate timc.

FRUGRLSS: Decause of delay in approval, this rrotocol has been ter-
rinated.
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Date: 3 Dec 81 Prot lw: _19/7¢ _Stetus:  Teriinates
: TILE:  bBeta Dlocker bieart fttack Trial
| start Date: 77 TEst Comp Later T TN
3 frincipal Investigator: tfacility:
] \neip gator : oo
1 LTC Harry M. Thomas, MC _____ _  Tripler Ariy Dedicel Center
cept/Sec: Associate ltwvestigators:
i Pept of Medicine/Cardiology - .
‘ Key Words:
f “eta btlocker
fropranolol
' Feart attack
{
Focumulative FLECAST Y Tst Accurwulative (1horicdic ' a
Cost: 1Ot Cost: $300. [keview Fesults: .criirite
CLIECTIVES:  Te determine the c¢fficacy of propranclol in cecicocing the
incidence of sudder, veath end/or recurrent myocardial infarcticr.
! TECELICAL APPRCACH: Mncomplicated postinferciion patierts arc troeted
3 irospectively with rlacebo or Inderal to see 17 surviva: it tles:
patients is proionced by, prophylactic therepy with & bete-Liccher.
PROGRESS:  The national study of which this was to te a jart ras Leen
Lerminated.
‘
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Tetail “wrd ary Sheot

[ate: 3 bec vl Prot Tgﬁ' 33775 Status:  Grgoine
TITLE: Lvaluation of Aricdirone Tierapy of fardiac Frrhytiias

Ctart Late: 0T T T T Thet Lowp bater oo
rincipal Investigator: facility:

e Ha[li_r Thomas, MC— [Tripier fowy Medical (enter
y(nr/ tC fKS'(!dtk Investicatery:

\cy ”D}Z?T ''''''' T
friodivene |
crnythinie |

“ccurulative FTDUASE Tt Teew ulative TPtY1l(1C
Lest: ‘(WA Cost: IA00. jReview vesuil.. — continue

CBILCTIVES: "o control syrptomatic cardizc arrhyihrias whn t Fave nee
Teen esponsive {0 the converiicnol and accepicC Tovis of fyeciient or
eheoe conirgl i Cevendent on Lthe Lo of & drue which nes enr shoo v

v hers tul to or io olner vaye not iclerated by the Draivicust,

FCLNICAL wPPICACH:  Apicdirone, en investicaticonal drua, is utiiizeo i
Lreat Supravcnt¥;(u]ar and ventiicular arrhythmies which are rcfracier:
tu othee drugs. A1) resulls are pocled with othe fony installations
Ltilizing Ariiodirone therapy. he collecting facility for this deta ic¢
{ettermen Ay Nedical (enter.

FROGRFSS: At TAMC. two paticents are currently on /fiicdirone. G
ratient had 2 breakthrough of her recurrent ventricular tachycardia wier
<he personally reduced her dosage of medication to 400 rig daily. Incre

cas
in /miodirone to £00 mg daily has prevented recurrence of her errh)turie.
L

Tne second patient has complete control of his arrhythiia. Lotk ratiern

have developed minimal side effects in the form of correal wicro deposits

vihich do not interfere with vision. lieither patient has deve]opLd
sianificant complicatiens with the medicaticn. In the overail Arny
series, several patient have had to discontinue the drug becausc of
reversible peripheral neurcpathy and reversibtle pulmonary fibresis.

5




Detail Sumiary “heet

Date: 2 Jap 8. . . ____Prot ho: _35LBQ.:>‘: Status. (g ‘olug_,»ﬂ.v‘p

TITLE: Tmproved Pecord r(ep1nu in the tCU/CCL fy Means of Tatle
lodel Computers

start bater Sep b -_-’§§§‘gogp bate: wep or
Principal Investigator: | TaciTity:
ut.f_'«_.t.w PLoThomav, Too | Tripler frwy Pedical Lenter
lept,/le Associate Investigators:

Sept uf {gdl&jgg[(ﬂrﬂialggiA__'._ PR Klaus Cierke, '

Loy ords: 0L Sermue) L Lucirelll

Tecerd heeping

Ol ative TETTAAL [Tst AccunuTative |Feriedic
tost: ~ TUMA Cost: 4000, !Review kesultt: Continue

CLJiCTIVE:  To dncrease diagnostic sensitivity Ly modern craphic ‘
display of clinical data. ]

TECHNICAL APPROACH: The Lewlett Packard 9835A computer will be pro- l
crarmed to display quantitative data generated ty selected patients. !
Tue displays will be graphic and organized similar to date in clinical
Journals aund textbooks. The graphic displays will include all of the
(uanb1tat1ve clinical data generated on the patients together with tirec
notations of the c¢linical progress of the patient {including drug
therapy, invasive procedures, new diagnoses, etc.) After sufficient
nunber of patients have been studied, a quasi-objective evaluation wiil
te performed in which a physician not associated with the patient will
review the patient's chart in the classic manner compared to review cf
the patient's chart in addition to the graphic displays. The physiciars
711 Jist the diagnosis for each day of ICU hospitalization. Statis-
tical analysis will be by diagnosis made by physicians doing alternate
type of chart review by x7.

PRUGRESS: Additional memory and software have been obtaiued and initial
rrograms are to be undertaken.

3)




cetail swooary Thedt

Leter 7 an Oc ) et o Bul f““"‘t,u.'\': o U' “ 5

T Tonparizaon oF PEily viesus Eternate ! rednico. o Gherar T
Pedrerary forceidosis

‘Ia,L fater lar L Pot toop o
frincipel Tnvestigator . Cociiiy
PR Ceerge L Pedevwend e, O T der ey Tl et
e Srnedto e Towe s tors s
VLL of Lecicing/ ! olronery Disecsue
eV ot

\

ldiatary o sarco baes s
7

TZLMEHZGVFTWFUET"TFFKEiMﬁﬂﬁﬁVFhﬁéﬁbHﬁf T
Cost: __OMA Cost: $300. Review Resuits: Continue

CHRAIECTIVES:  To compare tne relalive efficacy of equivalent dose dai.y
ve ¢liernate-day lredn1sone therapy in stage 1l sarcoidosis patients
v::n functional inpairment. Techniques of evaluation nust be practicas

rel widely applicable in clinical use.

corpiications of alternate day Prednisone to daily Fredniscre in patients
vith sarceid, a six-wonth cooperative, aliernate allecaticon, unblinded
stucy hos been adoptea. Both methods of Predniscne dosing are used
Slinicelly, but with only anecdotal and personal experience iype deata o
eveitate, 1t is dwpossible ta select the best treaiment for this discase.

TOCAL _APFRGACH:  In order to compare the therapeutic effects arc
1

‘ Y
l
nl

FOORESE: he multicentric study on pultonary sarceirosis rerfoined
wder the cuspices of principal invesiigaters ol WOANC continues. T
cate Tripler has cniered seven patients in fne study. Folicw-un con-
DIntes on lhie o cagerity of these pelients, altncugh several are toine
fobirvee ot coon Ay institutions Lecause of PCS. The oriteria for

cevection and actuel perforsence of the study racain unclanced,
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Detadl Samary Sheet

T Lhen B0/ CLietner lnrciie

R i

TLE: Artibicti “rv[h)luy1s in V=<|r“] P toreciony s S LGaariaer O
Gifferent gegivensy Sl ((v, 'L][f‘fit cod Tl e gt
drrigation with Cefarendr o Lat.

Start fute: ’t',n Corp Dot

-+ -

Frincipal Investiyaicr: PEadility:
1 Thotias M. lulke,_lgL'--“"*__’______ljrlplff_ij" Pegicel Center
f\" t/lec: Cfascciate lrvesticatiors
Loyt of Clstetrics and Cynecology -
Fev dords:
satiival hysterectowy ‘

i

i

|
Accunwletive TRLCASE T Est Accumulative | Periodic — Ffawaiting
Lost: 1 OMA Cost: $300. Keview Pesults:  opprovel

QLJLCTIVE:  To deterwine the efticacy of different pavenierval antitictic
reqgimens conpared with intraoperative antibiotic irrication ir decrestine
the febrile rortidity and the sequelae seconaary to pelvic ceilulitis
folloving vaginal hysterectoiy.

TECHICAL APPROALE:  Study proposed is a prospective blinccd study
cesigred to compared antilictic prophylaxis, swng]e— Gose jarcrieral,

anc rultidose parenteral in decrecsing the incicence of infections ror-
iidity following vaginal hysterectony.

FROGRESS:  Awaiting 177G approvel.
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Detaill Summary Stoeet

n_ b2 _obrot sl T Mu/iu Sietus: T ungeing

vate: IR, )

Y
TiTLE: “nlnll Surgery a< Adjunct 1o Cynecolody IR R TR TR RUTIr o Th

Start 1_a_tf*.'"‘. J_t.g_gh PV S :I‘t umj len
lY?hL]“d]—Lﬂ\C5t1Uut0r ar111ty

COL_Parshell L. Fatthews, i'C_ 'Tripler Fauy iedical Center
cert/Sec: "Rescciate Investicetors:

bepd wf o tLetij}L< and {ynecoloyy - (PT Clayton L. badick, VO

tey Vords:
Lol 1(1_)
Lviecological suruvery

fecunmletive NEDCASE st Accumulative | Feriodic
Vest: o OMA Cos*: $3,500. Peviev Frouity: Lortinue

CLotLTIVEL:  To perfect skills ano increese exposure aive preficiency

1f:t ointes t.nb1, genitourinary and vascular procedures

PLCHLICAL APPREACE: Degs have end-tu end enastorosia. Lide-16-710
anastomosis, diverting colostomies, end-te-end uretera’ eleSienosis, oo
vireteral inptantation as well as retropelvic vessel cicsection and nude

dissection.

FROGRLSL D The progect continues os a training protocor.  Lurgery was
cone on Lo and 29 residents were trained in the procedure.
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bate:  2C Jan &2 Prot ho: 40774 L tatus. Lngoing
TITLL: Ticrosurgical fnastorosis of the Rebbit Gviduct

rart fate 1T Gt 76 77 7T TG Cong bete )
Pr1rc11a1 investicator: Facility:

LIC toing 9. Osterholzer, ®C___[Tripler frwy ledical Center
Cept/Sec: - Associate Investicators:

tept of Obstetrics and Gynecology -

key hords: :

Training
Ficrosurgery

Pccunulative | LLCASE T Est Accunulative ,Per?BHTET__"
gost: _ OMA COSt'SZOOO. RPV 3w Resu]ts COﬂt'lnue

CLOLCTIVES: To perfect skilis and increase preficy.oncy in nicro-
curcical techniques.

TLCHIICAL APPEOLCH:  Lilateral ligation of the fallopian tubes with

ricrosurcical reconstruction is performed in rabbits. The reconstruc-
tion is either bilateral or urnilateral.

FEGIRESS:  The project continues as a training protoce.. Surcery

vics dorie on eicght rabbits and ten residents were trained in the
1 rocedure.
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FCamuiative TTITALL TTsT Accummulative 1Teriodic -

fetail T\IA;HI::'IY.‘,’ LYhoot

Cate: 16 Jan 82777 Trot Ho. 12/Ll Status:  uncoing

TT7T1Y 7 1o (61d Fressor Test as a Tredictor of Proguancy- 1neucec
Hypertension

tart tate: June 31 T ‘_-_-[ t Comp bate: June 7
“}1nc1pdl [nvestigator: Facility:
L7C lgglgL*iiggrholzer, MC '__‘_mwﬁvdh_J1IJPU§U:!@11LJAp91Lg] _lerter
tepi/Sec: Associate Investigators:
Cbstetrics and Gynecoloyy ______|Florentinu V. fcakenza, 1.0
Yoy Words: TTTTTTUTTTITTOLTC John f bead, O
fold pressor test
fypertension

lost: 1OMA Cost: $300. [Review results: Lontiauc

CBJLECTIVE:  To develop a convenient reans ¢of detecting the patient

cestined to develo; prennancy-induced hypertension (FIh).

attenuing the Thstetrics (linic, TAMC, wili te asked tc participate i:
this stugy. Those women with ¢ past history of chronic hypertensicr .,
renal disease., and cold allergy will be excluded fror the investivation.
buring each visit, each subject will be evaluated for hyperreflexia,
ccema, proteinuria, and weignt gain.  tach subject will te testes wtn
the ¢old nressor test in accordance with tho protocol of pines and Lrowr
as described atove, with the follewing modifications. The supine
pesition will Le evoided; the subject will rest in bed irn a seri-reciin-
ing position (30°) with a slight left lateral tilt. /n electronic feta:
ronitoring unit wili be used continuously during the entire test perice
Lo externally nonitor the fetal heart rate and the uterine activity. A
reactive fetal heart rate pattern and absence of uterine contracticns
will be a prercquisite for proceeding to the cold pressor test. The
subject's pulse rate will also be continuously monitored. Urinalysis
for proteinuria will be done before and after the cold pressor test.
Lach subject will initially le tested at 28 to 30 wecks' gestation and
anain at 34 weeks' gestation. The subjects will then be followed agair
raoutinely in the (bstetrics Clinic and eventually in Labor and Deiivery,
and the presence or absence of PIH will be noted. Hypcireactors will e
retestec 3 months after delivery.

THCERTUAL APPROACH: A1) healthy, norrotensive, nullipercus women '

FRCORESS:  Only one patient has been entered in the study thus far.
froiblems have been encountered with recruiting of volunteers cue o 1
of support Ly residents. The principal investigator plars to persona
recriuit volunteers in the future.

ack
1
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Cote: 16 Jan G2 ~__Prot Lo: 9/81 ~ <tatus: (nguing
T Pandomized Trial of Ambulation vs Uxytocin for 1 -hor
t nhancement
U Tt T T T o fate
Principal Investigator: |ia(111ty
CTC wehn AL wead, MG i TeipTer frwy Cedioa] Len
.L.t’%e Fesoctate lnves 71L8L(Y).
totetrics and Gynecoloay/Olstetrics
H Lords:
n!ur enhancement
|
|
iccunulative MEDCASE [Est Rccumulative |Feriodic Tttt T
tost: OMA Cost: $300. [Review Results: Continue

(BJLCTIVE: To compare the efficacy of ambulation vs oxytocin in cases

of dysfunctional labor, so-called dystocia.

TLCHNICAL APPROACH: 100 patients will be studied. All patients with
uemonstrated failure to progress in labor for one hour, are at least 4

. dilated, and who are felt to require augmentation of labor are ¢linitie
for the study. Patients will be randomized into two groups, one utiliz-
ing anbulation and the other utilizing oxytocin. Lxaminations will te
conducted at the end of one and two hours and uterire activity will lLe
cuantified. If after two hours no progress has occurred, patients on
aiibulation will be returned to bed and oxytocin utilizeu; patients or
oxytocin will be given the option to ambulate. Length of labor, tinme
from study entry to delivery, type of delivery, 1 and 5 minute Apgar
scores, cord blood gases, maternal pain perception, newborn weight and
neonatal problems will be noted.

PROGRESS: No subjects have been entered into this protocol as yet due
to lack of time. Study will be started as soon as time permits.




R

- P e S Citnd BTN

g letail taanary
Date: 30 Dec 1 " "Trot No: ¢6/%
VITLE: ﬁ Conparison Study of Differcnt
lhaefate Lurinn Cesarean Section
3
7 Clart Date: T T ;
1 Principal Investigator:
' (P (uwcnc 0. Fudd, ®C h_‘4
3 Lnnt/
Dept of ! stetrics and fyveecology
] xev Words:

Crfarandole nafate

e

i Accuruiative T'ECCASE TEst Accunulative |F
1 (_t,_»_s;_._,_“_____, _1OMA Cost: 13GO.
r

CBSTCTIVE: To corpare the etficacy of i
1 cefarendole nafate versus psrenterally a
i curing cesarean section in reducing the
f incidence of endonvonetritis ard its res
3 cesarear rection,

i

.

TECHAICAL AFEPRCALL -

LUHIICA This stuay was desi
entitiotics to Mntrauterine irrication w
€ ,‘\,llnl.

Chnkhd Terwinated due to departure o

1Reviey

Sheut

i

Foatuss Ton T

(onc(ntrntlor] of (cfarane e

Ler.

<t Cur, 4[‘ Tate

Facility:

Tripler [rmy Fedical Center
fssociate

I

InVLst1ca'orf'

Feriodic
Fusuits:

wereinete
ntrauterire irrication wi'h
dministered cefarancele nefoe
febrile morbidity ard the
ultina coeplications fellosane

A%

tned o corfore intravencos
ith antitiotic posi-cecarcar.

f principal investicatlor
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z Gate: 1§ Jan U2 Protho: 10761 Statust Goipleted |
’ TTTUL: "Tetrospective Study of Conization Followed by 1ysterecton,
g for Voricus Stages of Dysplasia
R T S T T G e T
' Principal ‘nvost1gator: Facility:
) Pag Llayton L. Shav, 16, LSAF - lripler /rny ledical Center

tpt/‘o : Associate Investigators:
i *lj}ptr1cs and Gynecology/Gynecology - {LTC Heinz 0. Osterholzer, 1€

sey Words: COL Kunio !liyazawa, 1.C i
4 bysplazia i
f L
) JecunuTative MEDCASE Itéf—ACCUHGTEERVE-ﬂ?5?76&?E__“” o !
} {ost ___i(MA Cost: $500. |Review Results: ;

CLuLLIIVE: (1) To clarif, the need for reporting rarain involverent i
conization specimens and for follow-up nistolocical crarirations &t e
tire of hysterectorv; ana (¢) to determine the ircidence of persistern:

wrspiaosia in cones with negative and cones with positive ndrains.

o PRILAL APPROACH: 7 review was nade of the paticits whe underver:
coiization for U":]JSIa and ClS from danuary 1974 to July 1uil,
folloved witn o hysterectomy.  This aroup of patients vere studied |

e tellowing criteria:

CONI FYSTERECTORY
Ll fige
Late of surgery Date of surgery
Lepth of cone Type of hysterectony
indication for cone If BSO done
fathology of cone Cuff comments
Lwnber of slides Preoperative indications
(CC at surgery Specimen gross description 1
Marains Specimen pathology (residual tumor)

Cepending on the size of the specimen, a minimum of 10 slides per
specimen were reviewed.

- ‘POGRISS:  Charts and slides of 77 patients have been reviewed. £ faper

15 1n preparation.
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TITIE: Leveloprent of (liuical Assays o

Lo buter fep bi f"'_'fﬁ"I,Z,ﬁfﬁi4‘_’i»'t;'\‘ el o

Deincipal Tnvestigator. Facility: N !
V10 Peter fngritt, NC lTr1p1(x Friy Dedical Center 3
Sept/sec: Fssociatle inves'iyators:

tept of Fathology CJEPT Willie Frazier, 1180

Pe,ourds dehn Lo Lieylaugh, Hill

Ciipical ossays (0L Semuel &L Lacinell, 1€

lLuL James L. hastinas, 10
g

FccuiuTative TTOCFSE ] Tst Fccumu”ative |TPeriodic

Losti oo oo LU Cost: SIS0U. JReview fesulte: tentinue
CLJEUTIVES:  This study 10 designed to (a) famiiiarize the clinical
[(Y}~TBH recident with the field of new and developing assay hits:

(L) give nin oan opportunity to evaluate the various assey #its for oot
cffectiveness, and techmique; end (c) determine which of the nits woulc

e o1 qregtest service o L.

TROrhIVAE APPRGAGE T o) vew daboratory tests which Lecole ovi
(([nc1t3hil ‘“gij',ﬁ evalurted by sending for inforreticn froo th
tacturer. 1 nunber of Rits will be purchased tror. verious :ar
Clintcal spccitens will be obteined from petients with t‘InI}i,
diagnoses as well as from appropriate controls. tbtech kit wili
pares for accuracy, sensitivity, case of performance, cost, she
cte.,  The investicator vill estivate, based on current end future
nospital requirenents, which test (if any) is best.

HUSKESS:  The Abtott Latovatories tBeAg kit will be evaluated next. s
con as eva]uatlon is completed, a comprehensive serodiagrostic panel
viil te tested and corpared to the current process to discnese hepatitis
!, tepatitis b and posttransfusional hepatitis (nonA-nonb). This panel
.i11 test for L:Bsfq, AntitiBc, Anti-HAV IgM, tiBef.g, Antilibe, and Antitbs.
focroup of patients will be used to compare both methods of diagncsis
and to establish which one is (a) faster, (b) rore cost-effective (full
pancl vs. sequential ordering), and (c) nore informative for follow-up
}UrPOSes.

('»!"‘
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eleo T dan te C o frob I‘S'L;st/n('. I S S T | NP
TITUL 0T 0ee Lic 1 Crmane Cocretion in the fepbyxieto ¢ Ghicle
Cart bate: wg U T T T g e T G
Jrincival Tnvest 1uxtor o o RNRR RS

f(\_{- [(1\ H' ‘»0”6’ Y, o o o, T J'A(r ﬂ.lif S fl_ff Cal ol er
cept, e D tOctale Drvisticatone
U «t}'wdl_!»].(,‘ﬁ_/ l ona \\ ]‘\ L o ;\”x i k.lﬂ_‘f'{- I U

S » VUL
JrLtieiace i hornone
stinyXicied neenate

g e

fecuruiative FELLASE TEst Secunulative [ fericdic
test: OMA Cost 1000, Teview Fesuit . (ontitoe

CEJICTINL: 7o evaluate and deternine the physiolodic re poine of
artidiuretic hernone (ADH) secretion in cerebrospinal fluic {(LSF) anc
Prasma in the newborn infant who has experienced central rervous syste

((LS) dndury. hypoxewia end esphyxia, i.e., is there evicence for

Ticependent contrei of release of ABH into the (SF and plaste. 1 7sG, v

intend Lo lest the dppethesis that hypoexemia will drcrcease the releese
¢t SUH i1nto the ©SF and consequently lead to increases pressure it the
i SF ur other evidence of cerebral codera.

TECHEICAL APPROACH: Subjects used for this study will be neonates
admitted to the Special Care fursery for evaluation ot sepsis or
possible sepsis. In addition, all newborn infants wit! intracranial
hemorrhage, CHS injuries from birth trauma, and neonates experiencing
severe asphyxia with hyroxemia, increased intracranial pressure, an.
cerchral cdema.  Psphyxia will be defined as follows: »~ L wnin fpgar
score <6 and/or arterial blood pH <7.25 on admission to Lpecial Cere
l.ursery. On admission, each patient's APGAR scores, terperature, heart
rate, blood pressure, and weignt are recorded. /Ffrtevial {lood cises cre
required for evaluation of ecidosis, hypoxenia, and oxyyenh roquired ont,
Fram cach neonate, when posctibie, CSF opening pressure wili Le recoruiu,

then 2 wl of spinai fluid wiid be collected and wired vith C.) +1 of 1.C

WoRCT D of CSF and dumediately frozen for fUH assay.  in adertion. @ v
of bloew will be placed in a heparinized tube and plasma presurves with
L0l of 1.0 R B/t and frozen for ADE assay.  Plasee and £8F il
civo be evaluated for Lat ard b+ concentration and osmuiality. The vata
coilected will be assessed to deterwmine the correlation of (07 AL




2 1n e e—r—
P desid o cree the covvelesicr s vt Lo o e U IR l
! crirulotors of Tol o vedeaso, VLo, et ci0ie L oy |
; cody terperature, o artertal leoe rrecsure ond oo o i
chese ddata will be analyzed Ly sullipie vogression cnoiysis © Sotentrine
which factors nost influence the independent release jetler s of /AL |
cnto either the plaska or (SFL 11 computerizec exial to ocrajpl /o <cane
] are poerformed, an attempt vill be rade Lo coriclate cersira? ccera witl
{ rich CSF ALH levels. Tt dis anticipated that about 100 jeticnis woule
e ;rovide sufficient information recarding the above-rentioned worre-
‘ Tations.
1 .o
d FIOGRESS: Project s onvcany and #1311 active; initiai data countinues

i te Le collected. lata to the present tire is now beine ahelyzed. o
ddate, 2 neanates heve been assessed for (L) ALl concentration, ot

: these, 20 have hed sufficient blood gas analysis for jretiiiva .y ote-
] tistical work-ups. lone of the following results ere as et <tatie-
Licaily significant, although expected tendencics are evident.

Slope v

o d i S N . -12.483 K
Increased e C }LAbh] 12.¢6 G2l
ncreased ARGAL & -0 pn ‘ CSFL,'i‘ -7 .l
prereasee TUCAE G T0 min 8 WS e o S L.

Lot
frireased oo 0 G0h -uL bl Can
Increased L0 - 4 LSFL L -6, cLLb
[ R

faditionally, 13 neonates have been assessed for vis <-nouwr weouentivg
urine samnles postpartun, sone of whom also haa (SF ALK deter: inatione.
Carreletions Letween COF and/or urinary ADL with val o, bell-, pi, Lore
¢xcess, body temperature, systolic blood pressure, andg /i scores, arc
iresently undervay. We have had difficulty getting the enihusiastic
support thet we need from the Department of Fediatrics in créer Lo
continue this project. We would like to enphasize the neasurcient of
piaswa  [ALK) along with CSF [AUH] in future observations. It is ex-
pected that 4G te 0C ture patients would Le sufficient to corglete this
ctudy.
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" Prot Tio: 1(//; o Lot
i ntubd110n and Chest Tulle vlacerert in © o)

W’ﬂ

Plert taten ol ' T Lot
Trivciyal Tnvestic ter ) F ciliy S
CHT doge Garcia, 0°C 0 cdripter e s e T
f‘fr.,'_(,/i((‘: o Forociote T 0oy
ceptoof vecietricssteonats ey N
o Wores: )

doetracheo D intubaticn ‘ ..
Pecimeiative MUTUASE T Dot Accumulative Cericaic
festo __ijjﬂ}j}xﬁi_§j§5g§_ifeyjpy.jgpdt};; IR RRNHE

CLOLCTIVES: o provide o teaching mocel for medical trairess i tes
proper tecihiiques of endotracheal intubatior and chest tute i

FEFCUTIR SR PR
LECr Lo

LCRNICAL APPROGACE:  Youna kitters and reblits housed ¢t <te "0 3 ler

vy earveal Center Anteal Tacility will serve as anmired wcdein. T
ahhtong of the thorax and airway closely appresiretes that ¢f the jre-
iature human infant.  standard dntubation end thoracoiory cquipnernt wi
le set up on a weekly basis at a time preavranged vith Clindcal Trvesti -
tion Service and the Newborn Medicine Service. une of the alove-nare .
investigators will cccompany 1-2 junior house staff officers we the
facility and provide instruction in proper techrique. Lach house staff
officer will then use the animal mocdels te refine his owr ebilitics

}jf{jf“ Training program continues uncharged. ine clove jregrar

vas used in instructing all pediatric interns and sore olstetricel
interns during JMune and July 191,
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Tate: 16 dan B2 77T Prot For SWOL Uy stats Ungoine T T
= TITLF Comparisor of Involved Field (IF) Radiotherapy and FOPP + Low !
] Bleomycin with If Radiotherapy and /-COFP in Stace 111 tocghin'e '

Uisease L

g Start bate: fya o1 . .. . Lst Comp Date: o
4 IFrincipal Investmatov Facility:

Cpk_pgglgyﬁ__m@yboe e Tripler Prmy Pecical tenter i
l Dept/Sec: Associate lrvestigators: i
‘ iod1atr1cs/hemato]u‘1_(mgtnoqy | CCt Constanice 'L dlactings, i i
f Key Words: é

Fodehin's disease, stage 111 j

|

3 t
4 S SO S S
| ‘ “ecuulative PEUCASE (st Accumulative ! Feriodic =

test: . _1OUA Cost: $300. ;Review Fesults: (ertinue
g CEcbCTIVE:  To deterwine the ceffectiveness of a five chcrotherapy cru

ond radiation thrdp\ treatment 01 stage 11l Hodgkin®s dicease end te

deterrine vhich of the tive chenotherar 7 ¢ aa conlinalione qives U
. Lest results with the Jeast vide eifecte,

n[' i ..I(rkf_’ r}',(i\il Chiidren 1":7,‘]! user T.Ef‘.’il.fj Ctaee 111 G irt

ciseast are eligitle.
Trectnent will be as outlinee it ihe siudy protocot,

FRCCRESS: Ho nativcnte dave Leon ond vod s tqje o eq. ) as vet
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Late: 15 Jdan 62 Prot Ho: SWOG 7C17  Status: Terrivuted

ST Combivation Cherotherapy with Vinblastine Sulfate and Llcomycin
Infusion in Chilaren with Metastatic Solid Tumors (Phese 1)

start bate:r ,ug ol T T st lomp bate: 0 © T ¢

Principal Investicatlor: Facility:
Lol David A, hayLeL, FC o _lTripler Army Medical Center
rDt/>EL Associate Investigatars:

‘thld<F1C /Hematology-~Cricology - ¢ (0L lonstance V. Hasting:, e
,‘J/ WO r(,x_» :

f?uuilh" cisease

sert cell carcinona

ristioceytosis

Fecunulative TEDCASE [ Tst Accumulative | Pericdic
Cost: __iOMA Cost: 33C0. j Review hesults: Tev 1vocs

CEJECTIVE S To detevmine tiwe etfects of inie conbination of cnewctherap:

on yecurrent or netastatic solia tumors.

TLo WICAL APPRUACE:  ratient eligil il will be Tindlec to patient. witn

Sodabin' dlease, dern coll carcinea, and B ticey Losi

crestrent bl ove o outlbined an tre study provocol.

PEGCelss s T ety res dstep o, T nrat o0 s nak L aset to

new registranis,
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} Date: b Jan vz~ Prot lo: SWUG 76} Status: Terninated
TITLL MOPP versus OPP in the Treatment of Children with Recurrent
Brain Tumors (Phase 111)

AT Dates w7 T T s e Pater T

: Principal Investxgator Facility:

3 901 David A. Maybee, MC ___|Iripler frmy Medical Center

Lept/Sec: [ Associate Ihvest1gators

1 Ied1atr1r</ncmato]_gy Cncology - |COL Constance i. Hastings, MC

. Key lords:

? Brain tumor, recurrent

i |
FecuriuTative MEDOASE [Est Accunulative |Feriodic T
Cost: ____LQMA_CQEL-_:EOO- | Review tesults: 7o taen

A OBJLCTIVE: G0 deterwine the effect of the conbination cherctierapy o
Lrain turor and fto deternine vhether eliminating the ustleroon fra the
PObk cembination will te as effcctive as the MCHE Conbinatsorn but with
josaibly less side effects.
TECHNICAL_APPRUACH:  Cnildren with brain tumor rot respording to standara

treatnent will be eligible. {

irecatment will te as outlined in the study protccol.

F UGHESS: o patients have heen reqistered.  Frotncsl -2 clused to
ient entry on 2 Oct 31.




Letail Sunmary Shect

‘eriocic
[4

I

|
Alcwtative FEHAST TEst ccwwTative o

. lleview lesults .

{ont: | OMA Cest: $300,

3 vate: 15 Jan 82 " Prot No: SWOG JuZi Status:i Conjleted
TITIT:  tvaluation of Systemic Regimens in the Treatnert of Acute
{ cukensio of Childhood, Phase I11
T Uter T Fug DT T TS G Bater T T
‘ vrincipal Investigater: flac111tJ
) (OL Devid A. Maybee, C JTr_pler _Aruy tedical Center
. Cept/Sec: tAssociate Investigators:
j Pediatrics/tlematology-Oncology - COL Constance . lastings, RC
3 Key Hords: .
F feuternia, acute. childheeo

9 CEPECTTY s Te deternine the effect of dintercive, vulfderug e Mo,
- o coate hyrphocyLic Teukemio ane to ceternine vie jar Lieat ine viig,
3 !!;!iw[i_ colled Dodimethepr o osuita (hacyv eptvay toat o prove
. shecivor anring trectrent ten conte oophocylic Teuborae,
TECHDILIL APFTOACH:  Tatients under 21 years of ogu atl fine of diaorost.
1 cf AbL. Fely or ALL, with ne previous therapy except for one veeh or lers
4 Af cortreosieronds prior to ednission, faliioo into ¢ ¢.0d er poo
k- rrocnosis catecory end heving either 10 perkers or T-ceil rarkers. & e
N e1inilic
,
- Treatment will Le ¢s outlined in the study protocot.
’v, :fj”ﬁj“: Hine petients have teen registercd. This protocs! is new
N rioted to new entrants due to sufficient patient accruai.
.
S
t
M .-
hi
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celatl buary Cheet

Late: 15 Jan 8¢~ Prot No: SWUG 7660 Status: Toiplzied — 0
- TITLL:  (omparison of Involved iicld Radiotherapy with idjuvent HOFF

1 Chemotherapy in the Treatment of Stage | and 1l hodgkin's
disease, Phase 111

Start later pyc ol ~ . JTst Comp Date: ~—~ ~— ~
rincipal Investigator: Facility:
LOL David A. taybee, M. ___|lripler frmy Medical Center
\ Dept/Sec:

[ Acsociate [nvestigetors:
_ Pediatrics/iematology-Cncology - JCOL Conslance . Hastings, Ii(
] hey bHords:

Fedghin's disease, Stace T and 11

3
% Accuwulattve tUCASE TEst Accumulative | Periodic = = 777
Lost: _ i OMA Cost:. $3UU.  1Review Feeults:
3

+

CECLCTIVE:  To compare two ferms of treatment for <ilage 1 oand L lace 1
becgkin's disease.

CSonNICAL APPECALE:  Children 18 and under with untreated stace [ arc il
Fodakin's disease are eligikle. Tatients with rassive wociactinegl siscant
vegiiring focal vaaiotherapy on an urgent tasic for twcor shvinbage v
te lyrmphography and administraticon of anesthecia for stegirg celicteny

are ¢ligible.

Treatrent will be as outlined in the study protocol.

FEOGRESS: Two patients have been rejistered in this protocol. The
protocol is now closed to new entrants due to sufficient natient accrual,

v e N O
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95 Dan 82 77 Prot No: —SWT)—G—_7‘7-TE" “Status: Unaoing

e

LU Comparison of Treatment Regimens for Tirst CHS Relapsc in
Childhood Acute Lymphoblastic Leukemia (CNS LeuPem1a $tudy

~_#t), Phase 11D

SLart Date: fug o)

Principal Investicator: Facility:

COL_David A, Maybee, MC _fTripler fruy tedical Center

DeptySec: Associate Tnvestigators:

Fediatrics/Lematoloyy-Cncology - [ COL Constance Po tastinas, it

ey hords:

Leukenda, tyisphoblestic, acute |

l

’

!

3
i

._,;,.
\

st Conp Date:

- MEDCASE | Tst Accumud h?ﬁ’é’ﬁ‘}_fr Jodic ,
LUMA Cost: $30N. | Review Mesults: foiln

D'
(‘
.'._.
:.v
-
<
I

res cfﬁrotherapy drugs aiven into the spinal fluid, radieasion tu the
read ond spinal colurin followed by no further treatmeri is Letter thar
vediation to the head alone followed by continuing courses ¢f the three
arucs into the spinal fluid.

GOJULTIVE:  To deternine whether, efter & cource of six treetients oi

TLCHNICAL _APPRCet}: Children with acute lynphoblastic leukemia which

has re<urroo 11 *the central nervous system ar¢ eligible.

Treatment will be as outlined in the study protocol.

TROGRESS: 0 patients have peen entered into tnis protocol as yet.
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Dater 15 Jan b2 Trot No: SWOG 7721 Status: Corpleted

ITiLL Lvaluation of Tnduction. Faintenance with and without Pertodic
Peinforcement, and (NS Frophylaris in [cute lion-lymprocytic
o leukeedia

Start liate: Puy ol

L S_Jiﬂy Date:

Frincipal Investigator: acility:
(CL_David A. Maybee, MC _ _lliripler hrny Fedicel Certer
Topt/Sec: ssGCiate fvesTinators

L
Fac
1
Rey
Fediatrics/Lematoloyy-Cnecolocy (Ol Censtance Foobestinee, '(
biy bords:
Vetherie, nonlysphocytic, acute

!"'.CCU:.‘.U.TTJ{].V(_’ ! Ti EV T_L—I"f—':,vi IS CUI‘“J]EHJV& 1 T'Ve?—io?'i’c' T T
(

{cst: A Cost. $30C. [Peview reouit

CBJLCTIVE: G0 try to cause a remission, to Llry 1o preverl neiastasel ic
the central nervous system, and to try to prelonc the roadssicn as icr
as possible.

TCCHLTCAL APPROACH:  TPatients under (1 years of ace vith dlacra iy of

élhiF':inBE}iTE'1cu}om1a or acute nyelomonocytic leukenia are ciicit ic.
Fatients with ¢ diagnesis of chroric granulocytic ieukenio in @lestic
crises, ervthroleukemia, or other rarve forns of myelocytic Teukeraas a
elicible, tut will not be randomized. Fatients riust have hac no previous
therapy except one week or less of corticosteroids prior 1o admissiorn.

Patients must be available for periodic follow-up.
Treatment will be as outlined in the study protocol.

PROGRESS:  Three patients have Leen registered. The protccol i3 now
ciosed to patient entry due to sufficient patient accrual.

by
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Ve, 190 ~ & ln .tpd
TITLE: Tvaluation of Anguidine in Children with Fcutle Le k enia ir.
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Treatment will be as outiined in the study protocol.

PROGRESS: 0 patients have been registered. This studv is now closed
to slow accrual of patients.
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