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REPORT DATE: 08/10/92 WORK UNIT # 1400-88
DETAIL SUMMARY SHEET

TITLE: A Pilot Study Evaluating Intestinal and Serum Immunoglobulin Levels in
Patients with Acquired Hypogammaglobulinemia and Recurrent/Chronic
Diarrhea of Undefined Etiology

KEYWORDS: immunoglobulin, hypogammaglobulinemia, diarrhea

PRINCIPAL INVESTIGATOR: Engler, Renata LTC(P) MC
ASSOCIATES: Kikendall, James COL MC; Martinez, Miguel MAJ MC

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Feb 1988

FUNDING: Current FY: § 0 Previous FYs: § 2,658 Total: § 2,658

STUDY OBJECTIVE

To develop an IgG-subclass specific ELISA for measurement of G1/G2/G3 and G4
levels in intestinal secretions, and to measure quantitative immunoglobulin
levels, particularly IgG subclasses, in the intestina. secretions of patients
with common variable hypogammaglobulinemia and compare these with normal
levels.

TECHNICAL APPROACH

Secretions previously collected under protocol #1453 (normals) and those stored
from medically indicated evaluations (hypogammaglobulinemic patients with
diarrhea) will be utilized for study. An ELISA utilizing highly specific
monoclonal antibodies to human G subclasses will be developed. Results are to
be standardized to a uniform reference and quantitated in nanograms per mL.

PRIOR AND CURRENT PROGRESS

The intestinal samples in eight normals and two common variable
hypogammaglobulinemic patients have been collected. One patient has been
followed long term by our service and will be seen in September 1992 for
follow-up. This patient is unique in that she has reproducible reversible
diarrhea which resolves with adequate intravenous gammaglobulin (IVIG) dosing.
The in vitro studies of this patient’s secretions before and after IVIG and in
comparison with the normals will be worthy of publication. At this point no
additional samples will be collected under this protocol.

CONCLUSIONS

Technical difficulties in the G subclass ELISA appear to have been overcome by
the availability of purified subclass reagents (previously only in ascites).
This accomplishment, with recent improvement in technical support, should allow
this work to progress.




REPORT DATE: 08/24/92 WORK UNIT # 3221
DETAIL SUMMARY SHEET

TITLE: The Role of IgG Subclasses in Hymenoptera Hypersensitivity and
Immunotherapy

KEYWORDS: IgG subclasses, hymenoptera, immunotherapy

PRINCIPAL INVESTIGATOR: Engler, Renata MAJ MC
ASSOCIATES: Squire, Edward LTC MC; Salata, Kalman PhD

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Aug 1984

FUNDING: Current FY: $ 0 Previous FYs: $ 21,527 Total: $§ 21,527

STUDY OBJECTIVE

To develop a hymenoptera venom specific ELISA assay for the measurement of IgG
(1gGl/2/3/4 subclasses to honey bee, wasp, yellow jacket, yellow hornet, white
faced hornet); to compare the ELISA assay with the radioimmunoassay; to compare
venom-specific IgG and IgG-subclass levels in patients on immunotherapy versus
untreated patients with a history of anaphylaxis; and to follow patients on
immunotherapy with serial venom specific G measurements.

TECHNICAL APPROACH

Patients will be enrolled during the clinic’s routine bee allergy evaluation
days. The parameters evaluated in each patient include: a) skin test
titration with specific venoms; b) RIA testing for venom specific IgG (VS-G)
and IgE; and c) ELISA assays for venom-specific G, G4 and Gl. VS-G and G4
levels will be followed sequentially in patients on venom immunotherapy (VIT)
and compared to untreated patients. VS-G and G4 levels will be correlated to
protection from natural sting reactions and level of severity of previous sting
reactions.

PRIOR AND CURRENT PROGRESS

To date, 300 patients have been enrolled. A sensitive and specific ELISA assay
for measurement of VS-Gl, G4 and total G has been developed; voth VS-G and G4
correlate well with a reputable commercial radioimmunoassay. A computerized
data base has been utilized to track patients in follow-up and correlate
clinical responses to venom and VS-G/G4. Patients on VIT for more than 5 years
are being offered the option to stop therapy while they continue to be followed
for VS-G/G4 levels and monitored for natural sting rates and responses. Those
patients who want to continue VIT, but at increased intervals, are maintaining
protective VS-G levels. Twenty patients are being followed after stopping VIT.

CONCLUSIONS

VS-G levels correlate to protection against anaphylaxis in first 3-4 years of
VIT; levels decrease after 5 years of VIT, but G4 levels appear to remain
elevated. VS-G4 may be a better parameter of protection even after VIT is
stopped. Significant levels of VS-G are found in a subset of patients with a
history of anaphylaxis and no prior VIT. Some patients have increased VS-Gl,
particularly with serum sickness. One patient evaluated during rush VIT also

had a G4 response.
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REPORT DATE: 03/05/92 WORK UNIT # 3336
DETAIL SUMMARY SHEET

TITLE: The Effect of Human Breast Milk Cell Supernatants on In Vitro
Immunoglobulin Secretion

KEYWORDS: breast milk, immunoglobulin

PRINCIPAL INVESTIGATOR: Engler, Renata LTC(P), MC
ASSOCIATES: Carregal, Valerie CPT MC; McCormack, Emma CPT MC

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Nov 1987

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To evaluate the ability of human breast milk cells in culture to continue to
secrete human immunoglobulin (Ig) of all isotypes. To evaluate human breast
milk cells (HBMC) supernatants (derived from cultured HBMC) in their ability to
stimulate Ig secretion by peripheral blood lymphocytes (PBL).

TECHNICAL APPROACH

Human breast milk (HBM) is collected with a breast pump at 48 hours and 2-3
weeks after delivery. HMBC are separated and placed in culture for 7 days.
Supernatants are harvested and assayed by isotype specific ELISA for
quantitative Ig. HBMC supernatants are co-cultured with peripheral blood
lymphocytes from normal donors for 8 days, and supernatants are again assayed
for Ig production.

PRIOR AND CURRENT PROGRESS

Ten subjects have been enrolled in this study. The study has attempted to
define optimum conditions for the assays, as well as adequate internal
controls. Due to increased clinical demands and decreased technician support
available, the project will be continued by Dr. Emma McCormack, an
Allergy-Immunology fellow.

CONCLUSIONS

Cells derived from HBM (colostrum) continue to release IgA over 7 days of
culture even in the absence of any non-specific stimulation. Although IgA
levels increase significantly in the first 24 hours, the HBM cells continue to
secrete variable amounts of IgA over 7 days, even in serum free media. The
role of lymphokines remains to be elucidated in this system.




REPORT DATE: 08/18/92 WORK UNIT # 3339
DETAIL SUMMARY SHEET

TITLE: Comparison of House Dust Mite Educational Programs on Selected Outcome
Variables

KEYWORDS: house dust mites, D.farinae, D.pteronyssinus

PRINCIPAL INVESTIGATOR: Squire, Edward LTC MC
ASSOCIATES: Huss, Karen DNSc; Salata, Kalman PhD

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Jul 1988

FUNDING: Current FY: § 253 Previous FYs: § 3,794 Total: § 4,047

STUDY OBJECTIVE

To determine if a computerized education program about avoidance measures for
house dust mite antigen leads to reduced exposure in patients with asthma.
Also, und:r an addendum, to determine whether benzyl benzoate, when applied to
carpeting in those homes in which there remained a substantial residual mite
allergen burden, will actually kill mites and thereby lower the mite allergen
content of these same carpets.

TECHNICAL APPROACH

This is a randomized trial. Fifty-two patients were followed with symptom
diaries and home visits to determine to what extent environmental measures were
taken in response to physician’ recommendation. Dust was collected from each
home and assayed for relevant dust mite allergens, both before and after
instruction. Under an addendum, benzyl benzoate, a putative mite-killing
agent, and baking soda, the control agent, will be randomly applied to home
carpeting of 12 mite-allergic asthmatics. Six asthmatics will apply benzyl
benzoate; six will apply baking soda. All will follow manufacturer’s
instructions.

PRIOR AND CURRENT PROGRESS

Twenty-six mite-allergic asthmatics received conventional instruction
(counseling and written instruction), and 26 others received this instruction
plus 22 minutes of interactive, computer-assisted instruction. The later group
implemented significantly more mite avoidance measures (p=.0023) and achieved
significantly lower levels of mite allergen in bedroom carpets [allergen levels
there fell from 6.5 +/- 7.6 to 2.2 +/- 4.3 mcg/per gram of dust (p=.004)].
Corresponding measures for the conventional instruction group did not change
significantly. Also, asthmatics in the computer-assisted group became less
symptomatic. Benzyl benzoate use did not lower ailergen levels further or lead
to more symptomatic benefit. The study is closed to patient accrual but
remains open for data analysis.

CONCLUSIONS
Conventional instruction on avoidance of mite allergen supplemented with
computer instruction led to better mite control, less allergen exposure, and
improved asthma. Later use of benzyl benzoate added nothing. Manufacturer’s
recommendation may be inadequate, or its use may be too complex.
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REPORT DATE: 08/07/92 WORK UNIT # 3340
DETAIL SUMMARY SHEET

TITLE: Analysis of Carbohydrate Epitopes on Food Allergen Proteins: A Pilot
Study

KEYWORDS: carbohydrate, epitopes, allergens

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Birx, Deborah MAJ MC; Engler, Renata LTC MC

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Aug 1988

FUNDING: Current FY: § 0 Previous FYs: § 7,478 Total: $ 7,478
STUDY OBJECTIVE

To identify and characterize carbohydrate epitopes on food allergens which
react with specific IgE of patients with food allergy.

TECHNICAL APPROACH

Fluorescent enzyme linked immunosorbent assays (FELISA), sodium dodecylsulfate
polyacrylamide gel electrophoresis (SDS-PAGE), isoelectric focusing (IEF), and
immunoblotting are used to examine the role of carbohydrate epitopes in food
allergy. Glycosidases, lectins, and purified saccharides are used to identify
carbohydrate epitopes recognized by specific IgE from patients with food
allergy.

PRIOR AND CURRENT PROGRESS

IgE to foods was detected in one subject who was very sensitive to foods. This
phenomenon may occur because the IgE is sequestered on mast cells and is not
circulating, the food specific IgE is blocking the binding of IgE, or the assay
is simply not sensitive enough. Very little can be done about the first
possibility. The second possibility is being addressed by selective removal of
IgE using protein-A affinity columns. The third possibility is being addressed
using a monoclonal anti-human IgE antibody which is being produced in the
laboratory in bulk at the moment. Nine subjects have been enrolled; none this
year. There have been no adverse reactions, and no one has withdrawn from the
protocol.

CONCLUSIONS

So far, food specific IgE antibodies have been detected in one subject with an
exquisite sensitivity to foods. IgE has not been detected in other food
sensitive subjects. More sensitive assays are being brought on-line to measure
the food specific IgE levels in samples from these subjects.
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REPORT DATE: 07/29/92 WORK UNIT # 3341
DETAIL SUMMARY SHEET

TITLE: Occurrence of Laryngeal Dysfunction Among Patients Initially Diagnosed
as Having Bronchial Asthma

KEYWORDS: asthma, laryngeal dysfunction, laryngeal dyskinesis

PRINCIPAL INVESTIGATOR: Squire, Edward LTC MC
ASSOCIATES: Moyer, Joseph MAJ MC

SERVICE: Allergy-Immunology Service STATUS: Completed
APPROVAL DATE: Aug 1988

FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

a) Define a standard approach to the evaluation of patients with suspected
laryngeal dysfunction. b) Define the frequency of laryngeal dysfunction
occurring with and without bronchial asthma among acti--e duty military.

TECHNICAL APPROACH

a) Evaluate patients specifically identified as probably having laryngeal
dysfunction. b) Comprehensively evaluate active duty soldiers at Walter Reed
who have a profile or seek medical attention for exercise-related lung
symptoms.

PRIOR AND CURRENT PROGRESS

This study was designed to define a standardized, multi-option treatment
approach, with criteria for success or failure. Since Dr. Moyer's graduation
and departure for Womack Army Medical Center, Fr. Bragg, North Carolina, there
has not been another allergy-immunology fellow who has chosen to pursue this
question. Thus, no progress has occurred, and for this reason the protocol
should be closed.

CONCLUSIONS
None.




REPORT DATE: 01/31/92 WORK UNIT # 3343
DETAIL SUMMARY SHEET

TITLE: Standardized Vs. Nonstandardized Allergen Products Containing Dust Mite
Antigens

KEYWORDS: dust mite, potency, allergens

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Berger, Teresa BSc(MT); Hershey, Joyce BA

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Oct 1988

FUNDING: Current FY: § 0 Previous F¥s: § 737 Total: § 737
STUDY OBJECTIVE

To compare standardized and nonstandardized house dust mite allergen extracts
for potency and allergen content.

TECHNICAL APPROACH

Fluorescent enzyme linked immunosorbent assay (FELISA) inhibition tests, sodium
dodecylsulfate polyacrylamide gel electrophoresis (SDS-PAGE), isoelectric
focusing (IEF), immunoblotting, and titrated skin prick testing are used to
compare commercial allergen extracts prepared from Dermatophagoides farinae and
Dermatophagoides pteronyssinus for potency and allergen content.

PRIOR AND CURRENT PROGRESS

Methods have been developed to analyze house dust mite allergens using
SDS-PAGE, IEF, immunoblotting, FELISA, FELISA inhibition, and titrated house
skin prick testing. A total of 14 subjects have been enrolled; 5 mite allergic
subjects and 9 normal subjects, with 1 new patient since the last APR. There
were no adverse reactions, no patients withdrew, and there were no benefits to
the patients. None of the serum samples collected so far contain measurable
IgE against mite proteins. To improve sensitivity, new monoclonal antibody
reagents are being prepared. sall of the products appeared in initial studies
to have the same potency in skin tests.

CONCLUSIONS

A number of in vitro and in vivo methods are being used to measure specific IgE
to mite allergens. Initial results indicate that substantial differences exist
between extracts from different companies. There are differences in protein
content, potency, and spectrum of extract proteins, yet the skin test activity
is similar. Few patients have measurable serum anti-mite IgE.




REPORT DATE: 03/10/92 WORK UNIT # 3344
DETAIL SUMMARY SHEET

TITLE: The Effect of UVB (Ultraviolet-B) Light on Immediate, Late and Delayed
Hypersensitivity

KEYWORDS: ultraviolet light, skin test, allergy
PRINCIPAL INVESTIGATOR: Carpenter, Gary COL MC

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Dec 1988

FUNDING: Current FY: $ 0 Previous FY¥s: § 5 Total: $ 5

STUDY OBJECTIVE

To assess the effects of ultraviolet light on immediate, late, and delayed
allergen skin tests. Ultraviolet-B (UVB) has been investigated as therapy of
atopic dermatitis and solar urticaria and cutaneous mastocytosis. This study
may help elucidate the mechanisms in which UVB is helpful in these conditions.

TECHNICAL APPROACH

Minimal erythema dose will first be determined. The patient will then receive
1 and 2 MED and O MED applied to different randomized areas of the back. The
patient is then skin tested at 15 minutes, 24 hours, or 72 hours, and the skin
tests are read.

PRIOR AND CURRENT PROGRESS

A total of 12 patients have been studied. Due to the War in the Mideast and
increased demands on our service during and following the War, research
momentum was lost. At least five more patients need to be recruited for Group
1 of the study. With 16 patients, adequate statistical power to demonstrate
clinically and statistically significant effects of UV light on cutaneous
reactions to antigen is expected. Groups 2 and 3, who are skin tested 24 or 48
hours after UV radiation, experience too much discomfort with skin testing.

The use of topical anesthesia would introduce a new variable, so the study will
be closed after finishing Group 1.

CONCLUSIONS
None, so far.




REPORT DATE: 07/16/92 WORK UNIT # 3345
DETAIL SUMMARY SHEET

TITLE: Cross Allergenicity of Pollen Allergens from American Linden and
Europen Linden

KEYWORDS: linden, pollen, cross reactivity

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Jun 1989

FUNDING: Current FY: $ 0 Previous FYs: $ 330 Total: § 330
STUDY OBJECTIVE

To compare the cross allogenicity of pollen from American linden and European
linden trees.

TECHNICAL APPROACH

Fluorescent enzyme linked immunosorbent inhibition assays (FELISA), sodium
dodecylsulfate polyacrylamide gel electrophoresis (SDS-PAGE), isoelectric
focusing (IEF), and immunoblotting are used to compare cross allergenicity
between American linden and European linden pollen.

PRIOR AND CURRENT PROGRESS

Methods have been developed to measure linden pollen protein in immunoassay
techniques and in polyacrylamide gels. One- and two-dimensional techniques use
extracts and pollen. Little or no IgE directed against linden protein has been
uncovered. Four subjects have been enrolled; none this year. No one has
withdrawn, and there have been no adverse reactions.

CONCLUSIONS

Several methods have been devised to analyze linden proteins. Little
physiochemical difference was found between pollen proteins from the two
species. There are substantial df€ferences between the proteins in commercial
extracts and those in whole po.len. Little anti-linden IgE was found in
allergic’s serum. A monoclonal anti-human IgE may improve sensitivity of the
immunoassay; this reagent is being prepared in bulk. IgE may be mostly
sequestered on mast cells.




REPORT DATE: 07/17/92 WORK UNIT # 3346
DETAIL SUMMARY SHEET

TITLE: Comparison of Three Methods of Assessing Induction of Mitogen and
Allergen Specific Lymphocyte Proliferation

KEYWORDS: lymphocyte, proliferation, fluorescence

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Jun 1989

FUNDING: Current FY: $ 97 Previous FYs: § 1,541 Total: $ 1,638
STUDY OBJECTIVE

To compare three methods of measuring lymphocyte proliferation induced by dust
mite allergens and lymphocyte mitogens.

TECHNICAL APPROACH

Cell counting with a Coulter counter, fluorescein release and 3H-thymidine
incorporation are used to measure lymphocyte proliferation in response to
allergens and mitogens. The methods are compared for sensitivity; 3H-thymidine
acts as the gold standard.

PRIOR AND CURRENT PROGRESS

A method was developed to quantitate cells in culture which is based on
fluorescein diacetate. This assay can be performed directly on cell cultures
and requires no cell washing. The color of the plate used in the assay is
important; white plates perform about 32 times better than black or clear
plastic plates. One subject has been enrolled; none this year. No one has
withdrawn, and there have been no adverse reactions.

CONCLUSIONS

In preliminary studies, 3H-thymidine is probably the best method for measuring
lymphocyte proliferation. A simple fluorescent assay for quantitating cultured
cells was established. A way of greatly increasing the sensitivity of 96 well
plate assays was shown.
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REPORT DATE: 08/25/92 WORK UNIT # 3347
DETAIL SUMMARY SHEET
TITLE: A Simple Prick Puncture End Point Titration Procedure to Evaluate the
Safety of Switching from Nonstandardized to Standardized Allergen
Extracts for Use in Immunotherapy

KEYWORDS: skin test, allergens, immunotherapy

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Aug 1989

FUNDING: Current FY: $ 0 Previous FYs: § 40 Total: § 40

STUDY OBJECTIVE

To evaluate safety and validity of a simplified skin prick puncture end-point
procedure for switching between non-standardized and standardized mite
extracts.

TECHNICAL APPROACH
Titrated end-point skin prick puncture tests with mite extracts will be
employed.

PRIOR AND CURRENT PROGRESS

Six subjects have been enrolled and tested, and the results have been submitted
to Dr. Seltzer who is compiling the data. An additional six subjects will be
enrolled and tested in the next week. No subjects have been enrolled this
year; a total of nine subjects have been enrolled in the study to date. No one
has withdrawn, and there have been no adverse reactions.

CONCLUSIONS
The test seems simple enough, but the final results have not been analyzed, so
final conclusions cannot be drawn yet.
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REPORT DATE: 03/05/92 WORK UNIT # 3348
DETAIL SUMMARY SHEET

TITLE: Immunotherapy Reactions

KEYWORDS: allergy immunotherapy, venom immunotherapy, adverse reactions

PRINCIPAL INVESTIGATOR: Engler, Renata LTC(P) MC
ASSOCIATES: McCormack, Emma CPT MC; Smith, Laurie MD

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Nov 1989

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To maintain a data base of the results of an ongoing chart audit of all
patients receiving immunotherapy (IT) at Walter Reed Army Medical Center since
1986; and to establish the incidence of different types of adverse reactions in
relation to the following parameters: number of injections received of
increasing or maintenance IT, specific extract contents, nature of all
reactions, and underlying patient factors (e.g. beta blockers).

TECHNICAL APPROACH

A weekly chart review will be conducted of all patients having received IT at
WRAMC Allergy Clinic. Reactions are categorized into three levels of local
reactions, as well as cutaneous/systemic anaphylaxis. Data is entered into a
computer data base for analysis.

PRIOR AND CURRENT PROGRESS

Chart review and data tabulation for 1989-present is ongoing. Due to less
supportive nursing staff and clinic shortages, progress in updating data base
has been "slowed."

CONCLUSIONS

Increasing IT had significantly more systemic reactions than maintenance IT for
both inhalant allergens and venom. Specific aeroallergen (AA) IT reactions
were not correlated to extract type/content. Venom IT had a significantly
lower rate of reaction for all three categories of local reactions (compared to
AA IT, p</=0.001) but was not statistically different for systemic reactions.
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REPORT DATE: 04/02/92 WORK UNIT # 3349
DETAIL SUMMARY SHEET

TITLE: Mitogen-Inducible T Suppressor Cell Assay by Flow Cytometry

KEYWORDS: activation, flow cytometry, suppressor

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA, Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Dec 1989

FUNDING: Current FY: § 0] Previous F¥s: § 2,763 Total: $ 2,763

STUDY OBJECTIVE

To measure T cell suppression using a lymphocyte activation marker. To measure
the suppression of mitogen stimulated lymphocytes of concaaavalin A induced
lymphocyte proliferation by two color flow cytometry.

TECHNICAL APPROACH

Suppression will be measured by culturing activated suppressor lymphocytes
(effectors) with target lymphocytes and then measuring a parameter of
activation of the targets. Lymphocyte activation will be assessed by measuring
CD69 expression on the lymphocyte membrane using a monoclonal antibody. Target
cells will be stained with a fluorescent vita stain, DIO, to identify them.
CD69 expression will be used to assess suppression of lymphocyte activation
caused by mitogen induced suppressor cells. Flow cytometry will be used to
make these measurements.

PRIOR AND CURRENT PROGRESS

A two color flow cytometric method was developed to measure mitogen induced
suppressor cell function. DIO is a useful reagent for use in assays which
involve mixes of more than one group of cells which must be monitored
individually. CD69 in lymphocyte expression begins to appear within hours of
stimulation, peaks at 18 hours, and remains elevated. Suppressor cell function
was measured in a number of normal subjects. Seventeen subjects have been
enrolled since this study began; no adverse reactions. No new subjects have
been enrolled since the last progress report. An additional three subjects
need to be recruited to complete accrual. Hopefully these subjects will be
entered in the upcoming year.

CONCLUSIONS

This assay greatly improves and expands activated suppressor cell function
compared to older methods. Harsh treatments of effectors and radioactive
materials are avoided. The cells are allowed to function in a more natural
way. This method will allow other parameters of the lymphocytes to be measured
simultaneously.
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REPORT DATE: 04,/02/92 WORK UNIT # 3350
DETAIL SUMMARY SHEET

TITLE: Flow Cytometric Analysis of Natural Killer Cell Activity and
Antibody-Dependent Cell-Mediated Cytotoxicity

KEYWORDS: flow cytometry, natural killer cells, cytotoxicity

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Jan 1990

FUNDING: Current FY: § 8 Previous FYs: § 40 Total: § 48

STUDY OBJECTIVE

To measure in vitro natural killer (NK) cell activity and antibody-dependent
cell cytotoxicity (ADCC) against cultured tumor cell lines using a two-color
flow cytometric assay.

TECHNICAL APPROACH

The assay uses peripheral blood mononuclear cells from normal subjects as
effector cells and tumor cells as target cells. Target cells are stained with
a fluorescent dye, 3,3'-dioctadecyloxacarbocyanine perchlorate, to distinguish
them from effector cells. Killed cells are identified using propidium iodide
which stains dead cells. ADCC is measured using antibody coated cells, and NK
activity is measured using uncoated cells. Measurements are performed with a
flow cytometeer; forward light scatter, side scatter, and two colors of
fluorescent light are measured.

PRIOR AND CURRENT PROGRESS

Natural killer and ADCC assays have been devised. Some variability was seen in
the ADCC assay that is probably due to the length of the incubation period. 1In
the natural killer cell assay, a 30 minute incubation of the effector and
target cells was all that was required. It was possible to measure dead target
cells and residual intact target cells. With a 4 hour incubatio.. period, it
appeared that the targets were not just dead but disintegrated. A shorter
incubation period has worked out well. In addition, performing the assay is
much shorter than the traditional method. There have been four new subjects
enrolled since the last progress report for a total of seven subjects. There
have been no adverse reactions, and no one has withdrawn from the study.

CONCLUSIONS

A killer cell assay has been developed which is faster than the traditional
51Cr method. This method avoids radioactive materials and allows the quality
of the cells to be assessed. The flow cytometer gives much more information
than older methods of measuring killer cell activity.
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REPORT DATE: 04/15/92 WORK UNIT # 3351
DETAIL SUMMARY SHEET

TITLE: In Vitro House Dust Mite Allergy Assays: Comparison of a Monoclonal
Antibody/Allergen Capture Method with a Fluorescent Allergosorbant Test

KEYWORDS: allergy, IgE, monoclonal

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Jan 1990

FUNDING: Current FY: § 60 Previous F¥Ys: $ 271 Total: $§ 331

STUDY OBJECTIVE

To compare two in vitro methods of detecting house dust mite allergy in normal
and proven allergic subjects; and to measure IgE directed against D. farinae F1
and D. pteronyssinus Pl proteins by monoclonal antibody/allergen capture and
mite specific IgE by a FAST method.

TECHNICAL APPROACH

The FAST assay uses antigen coated plates in a fluorescent enzyme-linked
immunosorbent assay. The capture assay employs monoclonal antibodies directed
against allergen proteins. These monoclonal antibodies are used to capture
allergens from a complex extract. Serum from volunteers is exposed to these
immobilized allergens to detect the presence of anti-house dust mite IgE.

PRIOR AND CURRENT PROGRESS

Methods have been developed to analyze IgE directed against house dust mite
allergens Fl1 and Pl using a fluorescent enzyme-linked immunosorbent assay and a
monoclonal antibody capture method. None of the serum samples collected so far
contained measurable IgE against mite proteins. To improve sensitivity, new
monoclonal antibody reagents are being prepared at present. A total of 19
subjects have been enrolled; 10 mite allergic subjects and 9 normal subjects.
There were no adverse reactions, no patients withdrew, no new subjects were
enrolled in the last reporting period, and there were no benefits to the
patients.

CONCLUSIONS

Two in vitro methods were used to measure IgE specific to mite allergens. 1In
initial studies, none of the mite sensitive patients had measurable serum
anti-mite IgE. Whether this is due to the -=nsitivity of the test or because
the IgE is sequestered on mast cells is unclear. A hybridoma cell line which
produces anti-human IgE is being investigated. A new, more sensitive
fluorimeter is being procured to improve the sensitivity of the tests.

15




REPORT DATE: 04/30/92 WORK UNIT # 3352
DETAIL SUMMARY SHEET

TITLE: Use of Steroid Sparing Agents Among Asthmatics Doing Poorly on
Corticosteroids: A Pilot Study

KEYWORDS: asthma, methotrexate

PRINCIPAL INVESTIGATOR: Squire, Edward LTC MC
ASSOCIATES: Lombardo, Fredric MAJ MS

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Jan 1990

FUNDING: Current FY: § 918 Previous FYs: $ 1,439 Total: $ 2,357
STUDY OBJECTIVE

To establish a consensus as to rational treatment approach for severe,
steroid-dependent asthma at Walter Reed Army Medical Center.

TECHNICAL APPROACH

The definition of success/failure of asthma control will be based upon seven
indicators: symptoms; mini-peak flows; PRN use of bronchodilators; lung
function; asthma admissions; quality of life; and willingness of
physician/patient to continue treatment. This definition will be used to
prospectively judge the outcome of 42 open-treatment trials among 19
steroid-dependent asthmatics, all of whom are doing poorly with conventional
management. The three treatment regimens will be: 3 months of weekly MTX,
10-30 mg, im or po; qod maintenance TAO, 250 mg/4 mg po; and up to 6 months of
daily Gold 3 mg po bid.

PRIOR AND CURRENT PROGRESS

Rx: # Trials Successes Failures
MTX 26 14 12
TAO 12 4 8
Gold 4 1 3

Four of the TAO failures did respond to MTX successfully. One MTX failure also
treated with TAO was also a TAO failure.

CONCLUSIONS

Overall, we remain encouraged by the response to MIX. However, in view of the
12 failures experienced with it, an evaluation of alternatives is ongoing,
since improved therapy for asthmatics doing poorly on adrenal corticosteroids
continues to be sorely and urgently needed.
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REPORT DATE: 04/27/92 WORK UNIT # 3353
DETAIL SUMMARY SHEET

TITLE: Contrasuppressor Cells in Allergy Immunotherapy

KEYWORDS: flow cytometry, contrasuppressor, immunotherapy

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Mar 1990

FUNDING: Current FY: $ 0 Previous FYs: §$ 530 Total: $ 530

STUDY OBJECTIVE

To measure contrasuppressor T cells in individuals with multiple allergies who
are on high and low dose immunotherapy with allergen extracts. Measurements
will also be performed on cells from normal and untreated allergic subjects.

TECHNICAL APPROACH
Flow cytometry will be used to measure fluorescently labeled V. villosa lectin
to lymphocytes.

PRIOR AND CURRENT PROGRESS

In preliminary studies using cells on hand, lectin bound to all lymphocytes.
No subjects have been enrolled, and no adverse reactions have occurred. No
subjects have withdrawn.

CONCLUS IONS

Reports in the literature describe a small population of lymphocyte,
contrasuppressors, which bind V. villosa lectin. In preliminary studies it was
found that FITC-labeled lectin bound to all lymphocytes. The study will be
attempted using a new flow cytometer which has increased resolution.
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REPORT DATE: 06/05/92 WORK UNIT # 3354
DETAIL SUMMARY SHEET

TITLE: Two Way Mixed Lymphocyte Culture: Analysis by Two Color Flow Cytometry

KEYWORDS: MLC, flow cytometry, DIO

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Apr 1990

FUNDING: Current FY: $ 1,059 Previous F¥s: § 3,344 Total: § 4,403

STUDY OBJECTIVE
To devise a two-color, simultaneous, two-way mix lymphocyte culture assay.

TECHNICAL APPROACH

Flow cytometry will be used to measure lymphocyte activation in two-way mixed
lymphocyte cultures. Cell surface expression of CD69 will be used as a measure
of lymphocyte activation. A fluorescent vital stain, 3,3'-dioctadecyloxacarbo-
cyanine perchlorate, will be used to differentiate the cell populations.

PRIOR AND CURRENT PROGRESS

The assay has been established using a purified anti-CD69 antibody and a
PE-labeled second antibody. A total of 17 subjects have been enrolled; 2 this
past year. No adverse reactions have occurred, and no subjects have withdrawn.
The method detects the allogeneic stimulation caused by mixing two individuals’
cells. In most cases, little or no stimulation has been seen. In studies with
other cell surface markers and the 3H-thymidine, no stimulation was seen. This
indicates a problem with the culture conditions. Human serum is being
substituted for fetal calf serum to see if that solves the problem.

CONCLUSIONS

An assay of the mixed lymphocyte reaction base on flow cytometry and a
fluorescent vital stain have been developed. Unlike other methods, both cell
populations may be analyzed simultaneously, and the harsh treatments of current
methods are avoided. The cells are allowed to function in a more natural
fashion, and additional analyses are possible.
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REPORT DATE: 06/18/92 WORK UNIT # 3355
DETAIL SUMMARY SHEET

TITLE: Effect of Methotrexate on Expression of Intercellular Adhesion Molecule
I in Interleukin-1 Stimulated Cultured Human Cells

KEYWORDS: methotrexate, interleukin-1l, ICAM-1

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: May 1990

FUNDING: Current FY: § 450 Previous FYs: §$ 205 Total: § 655
STUDY OBJECTIVE

To measure the effect of methotrexate on interleukin-1 (IL-1) induced ICAM-1
expression in cultured human fibroblasts and adenocarcinoma cells.

TECHNICAL APPROACH
Expression of ICAM-1 is measured using monoclonal antibodies, flow cytometry,
and enzyme-linked immunosorbent assay.

PRIOR AND CURRENT PROGRESS

Cultured cells were incubated with IL-1 to stimulate ICAM-1 expression. In
general, the cells responded well. ICAM-1 was readily detectable with
monoclonal antibodies and flow cytometry. Concurrent incubation of cells with
methotrexate and IL-1 did not affect IL-1 induced ICAM-1 expression.
Additional adhesion markers (e.g., VLA-4) are being examined as well. This
study does not use any human subjects.

CONCLUSIONS

An IL-1 induced ICAM-1 expression assay was established. Methotrexate does not
effect ICAM-1 expression in these cell lines. The anti-inflammatory actions of
methotrexate may not be mediated through another adhesion molecule system, and
this possibility is being examined.
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REPORT DATE: 08/04/92 WORK UNIT # 3356
DETAIL SUMMARY SHEET

TITLE: High Dose Intravenous Immunoglobulin in the Treatment of Chronic
Inflammatory Demyelinating Polyneuropathy

KEYWORDS: intravenous, immunoglobulin, CIDP

PRINCIPAL INVESTIGATOR: Davis, William CPT MC
ASSOCIATES: Braverman, Steven CPT MC

SERVICE: Allergy-Immunology Service STATUS: Completed
APPROVAL DATE: Aug 1990

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $§ 0

STUDY OBJECTIVE

To evaluate the clinical and immunologic benefits of high dose intravenous
immunoglobulin (IVIG) in the treatment of chronic inflammatory demyelinating
polyneuropathy.

TECHNICAL APPROACH

Single arm design with patients receiving placebo, then active treatment with
IVIG. There will be a detailed statistical evaluation of manual muscle
testing, isokinetic muscle testing, functional outcome measures, and nerve
conduction velocities.

PRIOR AND CURRENT PROGRESS

This protocol was never given final approval due to the investigational
medication IVIG being considered a gift from Sandoz rather than an
investigational drug. The request from AR-100 was not completed, and the study
was never begun. The study will be closed and replaced by a retrospective
review of the use of IVIG in patients with CIDP.

CONCLUSIONS
This study is closed.
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REPORT DATE: 09/17/92 WORK UNIT # 3357
DETAIL SUMMARY SHEET

TITLE: Serum and Secretory Immune Status of Patients with Chronic Sinusitis
and Normals

KEYWORDS: sinusitis, immunodeficiency, mucosal immunity

PRINCIPAL INVESTIGATOR: McCormack, Emma MAJ MC
ASSOCIATES: Engler, Renata LTC(P) MC

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Sep 1990

FUNDING: Current FY: § 9,911 Previous FYs: § 3,533 Total: § 13,444
STUDY OBJECTIVE

To evaluate the humoral, cellular, and mucosal immune responses of patients
with chronic sinusitis in comparison with normal controls.

TECHNICAL APPROACH

Functional humoral immunity will be assessed by measuring total and
antigen-specific antibody levels. Pre/post immunization with
tetanus/diphtheria/H influenza type b and Pneumovac will be given. Cellular
immune function will be evaluated using delayed hypersensitivity skin testing,
lymphocyte phenotyping and in vitro lymphocyte functional assays; mucosal
immune function will be measured by collection of nasal secretions in response
to methacholine and histamine; and IgG, IgA, secretory IgA, lactoferrin,
lysozyme and albumin measurements will be analyzed.

PRIOR AND CURRENT PROGRESS

Investigators were trained in techniques of nasal challenge, secretion
collection, and assay performance. Thirty-three patient samples have been
obtained thus far; 15 controls and 18 with sinusitis. ELISA assays for
measurement of nasal secretion components were standardized and performed on 33
patient samples. A data base for study information is being developed.
Twenty-seven patients were enrolled this year. No adverse reactions occurred.
No one withdrew from the project.

CONCLUSIONS
Study is ongoing; insufficent data for definitive conclusions at this time.
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REPORT DATE: 09/15/92 WORK UNIT # 3358
DETAIL SUMMARY SHEET
TITLE: Plasma Level of Mast Cell Tryptase in Patients Undergoing
Immunodiagnostic or Immunotherapy Procedures who Experience Adverse
Reactions

KEYWORDS: tryptase, anaphylaxis, mast cell

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Sep 1990

FUNDING: Current FY: $ 4,265 Previous FY¥s: § 2,097 Total: § 6,362

STUDY OBJECTIVE

To measure tryptase levels in blood samples from patients in the
Allergy/Immunology Clinic who experience local or syste—ic reactions in
response to diagnostic or immunotherapy procedures.

TECHNICAL APPROACH

Immunocassays will be used to measure mast cell tryptase levels in blood samples
from subjects who have experienced a reaction, as well as from subjects who
have not had a reaction. Samples are drawn at the time of the reaction and a
period of days later. The second sample acts as a baseline sample. Control
subjects will have the blood samples drawn in a similar manner with a similar
time period between samples.

PRIOR AND CURRENT PROGRESS

A mast cell tryptase radioimmunoassay has been established in the laboratory.
This assay is very simple and works well with both controls and standards.
Twenty-five subjects have been enrolled this year, for a total of 51. A few
more subjects will be required to round out some of the groups. Subjects with
a wide variety of reactions, as well as control subjects, have been enrolled.
There have been no false positives. There have been no adverse reactions, and
no subjects have withdrawn from the study.

CONCLUSIONS

It appears that only vigorous anaphylactic reactions produce measurable levels
of tryptase in the blood. This test does not appear to be of much utility in
diagnosing the milder systemic allergic reactions. A paper describing these
results is in preparation.
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REPORT DATE: 02/14/92 WORK UNIT # 3359
DETAIL SUMMARY SHEET

TITLE: Leukotriene B4 Receptor Downregulation: Flow Cytometry Analysis

KEYWORDS: leukotriene B4, flow cytometry, down regulation

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa Berger BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Nov 1990

FUNDING: Current FY: § 834 Previous FYs: § 0 Total: § 834

STUDY OBJECTIVE

To measure leukotriene B4 (LTB4) binding and calcium ion (CA++) release after
an initial challenge with LTB4 in granulocytes from normal subjects using a
flow cytometric assay.

TECHNICAL APPROACH

Two-color flow cytometry is used with a flurescein isothiocyanate (FITC)
labeled LTB4 to measure receptor down regulation in granulocytes. A calcium
indicator FLUO-3AM will be used to measure cytosolic calcium levels during
stimulation.

PRIOR AND CURRENT PROGRESS

LTB4-FITC binds to granulocytes. Brief pre-incubation with LTB4 results in
receptor down regulation. LTB4 also competitively inhibits LTB4-FITC binding.
A flow cytometric assay has been developed to measure LTB4-FITC binding to
granulocytes. Two subjects have been enrolled in total; none in the last year.
No subject has withdrawn or had an adverse reaction. There were no benefits to
patients.

CONCLUSIONS

LTB4 receptor down regulation can be measured by flow cytometry using an FITC
labeled LTB4 conjugate. Brief incubation with LTB4 leads to down regulation of
the LTB4 receptor. Further work is required to confirm these results.
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REPORT DATE: 02/14/92 WORK UNIT # 3360
DETAIL SUMMARY SHEET
TITLE: 3,3'-Dioctadecyloxacarbocyanine (Di0O) Induced Immunosuppression:
Inhibition of Mitogen, Antigen and Alloantigen Stimulated CD69
Expression

KEYWORDS: carbocyanine (DIO), CD69, immunosuppression

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Nov 1990

FUNDING: Current FY: $ 632 Previous FYs: § 0 Total: $§ 632

STUDY OBJECTIVE

To measure inhibition by 3,3’-dioctadecyloxacarbocyanine perchlorate (DIO) of
lymphocyte activation in lymphocytes stimulated with mitogens and antigens
using an antibody directed against a lymphocyte activation marker.

TECHNICAL APPROACH
Two-color flow cytometry will be used with activation marker analysis to
measure the immunosuppressive effect of 3,3’-dioctadecyloxacarbocyanine
perchlorate (DIO).

PRIOR AND CURRENT PROGRESS

DIO inhibits mitogen stimulated lymphocyte activation. The assay used is very
simple and rapid; an answer can be obtained in less than 24 hours. Complete
and irreversible inhibition of lymphocyte activation was achieved with brief
exposure to luM DIO. A total of 14 subjects have been enrolled to date. No
subject has withdrawn or had an adverse reaction. There were no benefits to
patients.

CONCLUSIONS
DIO is a lipid soluble vital stain with little or no reported toxicities and is

a potent inhibitor of CD69 expression and lymphocyte activation.
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REPORT DATE: 03/16/92 WORK UNIT # 3361
DETAIL SUMMARY SHEET

TITLE: Pneumococcal Polysaccharide Vaccine: Adverse Reactions to Immunization

KEYWORDS: pneumococcal, polysaccharide, immunization

PRINCIPAL INVESTIGATOR: Polly, Shirley MAJ MC
ASSOCIATES: Engler, Renta LTC(P) MC; Davis, William MAJ MC

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Dec 1990

FUNDING: Current FY: §$ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To determine the incidence and prevalence of adverse reactions to primary
immunization versus booster immunization with the polyvalent pneumococcal
polysaccharide vaccine during the annual influenza vaccination program.

TECHNICAL APPROACH

Charts from patients who have received immunizations in tne
Allergy-Immunization Clinic of WRAMC were reviewed for types of vaccines
received. Patients are called within 6 weeks of vaccination and questioned
regarding side effects, including local and systemic reactions, treatment
received/required, and duration of symptoms. Data will be entered into a data
base for analysis by patient/vaccination characteristics.

PRIOR AND CURRENT PROGRESS

A total of 434 patients were contacted and data collected for the data base
during the first year. Data is in the process of being analyzed using Excel
software. Additional patient calls are required to complete some of the data
base.

CONCLUSIONS
To date, the data analysis suggests no significant increase in side effects
with booster doses of Pneumova...
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REPORT DATE: 04/27/92 WORK UNIT # 3362
DETAIL SUMMARY SHEET

TITLE: Immunologic Evaluation of Acute and Persistent Ectopic Gestation: A
Collaborative Project with Portsmouth Naval Hospital

KEYWORDS: immunologic, ectopic, gestation

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Jan 1991

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To evaluate the immunologic systems of women with normal, acute ectopic, and
persistent ectopic gestations. Lymphocyte subset analysis and HLA typing are
the contributions of the two groups at WRAMC.

TECHNICAL APPROACH

Lymphocyte subset analysis is performed using monoclonal antibodies and
two-color flow cytometry. HLA typing is performed by a cytotoxicity assay with
microscopic examination.

PRIOR AND CURRENT PROGRESS

Lymphocyte subset analysis has been performed on 15 samples. HLA typing has
been performed on 11 samples. Subjects are enrolled at Portsmouth Naval
Hospital, and blood samples are collected there and distributed to the
laboratories conducting tests. Subjects are not enrolled at WRAMC.

CONCLUSTONS
The study is in the data collection stage, and no conclusions have been drawn
yet. Lymphocyte subset analysis and HLA typing methods are working well.
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REPORT DATE: 05/20/92 WORK UNIT # 3363
DETAIL SUMMARY SHEET

TITLE: Stability of Cat and House Dust Mite Allergens in Allergy Immunotherapy
Preparations

KEYWORDS: allergens, stability, ELISA

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Apr 1991

FUNDING: Current FY: § 64 Previous FYs: $ 0 Total: § 64

STUDY OBJECTIVE
To measure at intervals over a year, fel dl, Fl, and Pl in mixtures of cat or
house dust mites with WRAMC grass, tree, weed, and mold groups of antigens.

TECHNICAL APPROACH

House dust mite or cat allergen extracts are combined with various mixtures of
commonly used allergen immunotherapy preparations to test the effect these
preparations have on levels of specific allergen proteins, fel dl, Fl, and Pl.
The specific allergen proteins are measured with monoclonal antibody based
enzyme-linked immunosorbent assays (ELISA).

PRIOR AND CURRENT PROGRESS
Assays for house dust mite allergen, Fl1, Pl and cat fel dl have been
established. There are no human subjects involved in this study.

CONCLUSIONS

Sensitive and specific ELISA assays for specific allergens have been
established and are working well. The mixtures of allergens will be set up.
No conclusions on degradation of specific allergen by proteolytic or physical
processes can be drawn yet.
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REPORT DATE: 06/18/92 WORK UNIT # 3364
DETAIL SUMMARY SHEET

TITLE: Effect of N-(Fluorenyl-9-methoxycarbonyl)-L-Leucine (FMOC-LEU) on
Neutrophil Activation

KEYWORDS: flow cytometry, neutrophil, FMOC-Leu

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: May 1991

FUNDING: Current FY: $ 3,509 Previous FYs: § 0 Total: § 3,509

STUDY OBJECTIVE

To measure the effect of N-(Fluorenyl-9-methoxycarbonyl)-L-leucine (FMOC-Leu)
on CD11lb expression in neutrophils activated with chemotactic agents by flow
cytometr:.

TECHNICAL APPROACH

The assay will use whole blood and isolated granulocytes from normal subjects.
Neutrophils will be activated with chemotactic agents, with and without
FMOC-Leu. Measurements will be performed with a flow cytometer, forward light
scatter, side scatter, and fluorescent light. Changes in chemotactic-induced
CD11b expression caused by FMOC-Leu will be determined.

PRIOR AND CURRENT PROGRESS

Whole blood and isolated granulocyte assays of chemotactic agent-induced CD1l1lb
expression have been established. FMOC-Leu appears to inhibit CD1llb expression
induced by chemotactic agents. Some variability was seen between assays.
Isolated granulocytes were activated by the isolation procedure, while it
appeared that plasma proteins might interfere with the whole blood assay. An
alternative procedure in which the granulocytes are kept at 4 degrees C will be
employed. A total of seven subjects have been enrolled; four in fiscal year
1991 and three in fiscal year 1992. There have been no adverse reactions, and
no subjects have withdrawn from the study.

CONCLUSIONS

Whole blood and isolated granuloctye assays of chemotactic agent-induced CDllb
expression have been established. FMOC-Leu appears to inhibit granulocyte
activation.
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REPORT DATE: 04/15/92 WORK UNIT # 3365
DETAIL SUMMARY SHEET

TITLE: Leucocyte Subset Analysis in Patients Treated with Intravenous
Immunoglobulin (IVIG)

KEYWORDS: IVIG, phenotypic changes, immunological changes

PRINCIPAL INVESTIGATOR: Davis, William CPT MC
ASSOCIATES: Huh, Michael LCDR MC

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Jul 1991

FUNDING: Current FY: $11,276 Previous FYs: § 0 Total: $§ 11,276
STUDY OBJECTIVE

To further define the mechanism of high dose intravenous immunoglobulin (IVIG)
in inflammatory and immunologic disorders.

TECHNICAL APPROACH

Sequentially measure lymphocyte phenotypes in patients treated with high dose
IVIG, observing changes, and correlating these phenotypic changes with clinical
response.

PRIOR AND CURRENT PROGRESS

Three subjects have been enrolled, and there have been no adverse reactions.
Improved clinical response has been observed in all three subjects, both
subjectively and objectively, as measured by manual muscle strength testing and
Biodex. Immunologic changes post-IVIG included increased natural killer cell
numbers.

CONCLUSIONS

Immunologic changes and a favorable clinical response post-IVIG have been
documented. Both parameters were superior with a more rapid IVIG dosing
schedule.
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REPORT DATE: 08,/05/92 WORK UNIT # 3366
DETAIL SUMMARY SHEET

TITLE: Bird Antigen Detection in the Home and IgG and 1gG Subclass Titers in
Healthy Bird Owners Versus Those With Hypersensitivity Pneumonitis

KEYWORDS: hypersensitivity, bird, immunoglobulin

PRINCIPAL INVESTIGATOR: Salata, Kalman PhD
ASSOCIATES: Hershey, Joyce BA; Berger, Teresa BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Aug 1991

FUNDING: Current FY: $ 4,027 Previous FYs: § 0 Total: $§ 4,027

STUDY OBJECTIVE

To measure bird antigen levels in the homes of pet bird owners, and to
determine the persistence of bird antigen after the bird(s) is (are) removed
from the home.

TECHNICAL APPROACH

Enzyme linked immunosorbent inhibition assays are used to measure bird antigen
levels in samples of dust collected from several rooms in the home, including
the room where the bird was kept.

PRIOR AND CURRENT PROGRESS

Methods have been developed to measure bird antigen in immunoassay techniques.
Bird antigen was found to persist for a very long period of time, up to 18
months after pet birds had been removed from the home. There have been 10
subjects enrolled. None have withdrawn, and there were no adverse reactions.

CONCLUSIONS

Methods have been developed to quantitate bird antigen in dust samples
collected in homes. Bird antigen persists for many months after removal of the
bird(s). This may partly explain the persistence of symptoms in patients with
bird fancier’'s hypersensitivit, pneumonitis despite aggressive medical therapy.
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REPORT DATE: 09/17/92 WORK UNIT # 4811
DETAIL SUMMARY SHEET

TITLE: Documentation of Irradiated Lymphocyte Inactivation Using the CD69
Surface Marker and Flow Cytometry

KEYWORDS: flow cytometry, irradiator, CD69

PRINCIPAL INVESTIGATOR: Holmes, Kirby Capt BSC
ASSOCIATES: Salata, Kalman PhD; Billups, Lloyd MSc

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Sep 1991

FUNDING: Current FY: $§ 6,611 Previous FYs: § 0 Total: $ 6,611
STUDY OBJECTIVE

To measure mitogen inducible lymphoctye activation in irradiated whole blood
using lymphocyte cell surface activation markers and flow cytometry.

TECHNICAL APPROACH

The effects of gamma irradiation of whole blood on mitogen stimulated
lymphocyte activation in cultured whole blood or ficoll-hypaque gradient
purified lymphocytes will be measured. Immunostaining with fluorescently
labelled mouse monoclonal antibodies to lymphocyte cell surface activation
markers with two color cytometric analysis, as well as 3 H-thymidine
incorporation, will be used to measure lymphocyte activation.

PRIOR AND CURRENT PROGRESS

Whole blood culture proved to be a poor method. Mitogen activation of
lymphocytes was not vigorous enough. Freshly isolated lymphoctyes worked best
in both thymidine incorporation and flow cytometric methods. CD69 expression
worked well and gave results similar to the thymidine incorporation method
which served as the gold standard. Interestingly, measurement of cell death
worked as well as the other methods. Nineteen subjects have been enrolled this
year, which is also the total number. No subject withdrew, and there were no
adverse reactions.

CONCLUSIONS

Flow cytometric methods were developed to measure lymphocyte activation in post
irradiation whole blood samples using measures of cell death and lymphocyte
cell surface activation markers. These methods have the promise of being
useful in the quality control of irradiators used to inactivate lymphocytes in
units of blood to prevent post transfusio- graft versus host disease.
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REPORT DATE: 09/17/92 WORK UNIT # 4812
DETAIL SUMMARY SHEET

TITLE: Quantitation of Red Cell Phenotypes in a Dual Population by Flow
Cytometry

KEYWORDS: flow cytometry, red cells, phenotype

PRINCIPAL INVESTIGATOR: Bennett, Charles CPT MS
ASSOCIATES: Billups, Lloyd MSc; Salata, Kalman PhD

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Sep 1991

FUNDING: Current FY: $§ 2,623 Previous FYs: § 0 Total: § 2,623
STUDY OBJECTIVE

To develop methods to differentiate and quantitate red cells in a mixed cell
population.

TECHNICAL APPROACH

Immunostaining with standard blood bank serum, Rh immunoglobulin, and
fluorescently labeled anti-human IgG in conjunction with three parameter flow
cytometry will be used to develop these methods. The parameters used will be
forward light scatter (measures size), side light scatter (measures internal
cellular complexity), and green fluorescent light output (measures antibody
binding).

PRIOR AND CURRENT PROGRESS

Methods were developed to phenotype and quantitate red cells in a mixed cell
population. The problem of multicellular aggregates which limit other methods
was investigated, and the points where aggregates form were identified. The
drawbacks of other methods were overcome using F(ab) fragments of anti-human
IgG. In short, quantitative red cell phenotyping methods were developed using
standard blood bank typing and commercially available fluorescein labeled
anti-human IgG. Human subjects are not involved in this project.

CONCLUSIONS

Flow cytometric quantitative red cell phenotyping methods were developed using
standard blood bank typing and commercially available fluorescein labeled
anti-human IgG. This method used steadily available commercial reagents and
should provide a useful tool for blood bank serologists when faced with mixed
red cell populations.
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REPORT DATE: 09/17/92 WORK UNIT # 9272
DETAIL SUMMARY SHEET

TITLE: Relationship of Major Histocompatibility Complex Class II Genes to
Inhibitor Antibody Formation in Hemophilia A

KEYWORDS: inhibitor, hemophilia A, histocompatibility

PRINCIPAL INVESTIGATOR: Lippert, Lloyd LTC MC
ASSOCIATES: Fisher, Lyman MD PhD; Kapur, Janet BSc(MT)

SERVICE: Allergy-Immunology Service STATUS: Ongoing
APPROVAL DATE: Sep 1988

FUNDING: Current FY: § 171 Previous FYs: $§ 35,445 Total: § 35,616

STUDY OBJECTIVE

To identify a marker or trait which will prospectively identify the hemophilia
A subpopulation at risk for developing anti-factor VIII inhibitor antibodies,
and to substantiate a statistical association between the inhibitor phenotype
and the major histocompatibility complex (MHC) using HLA testing.

TECHNICAL APPROACH

The HLA phenotypes of both inhibitor and non-inhibitor hemophilia patients will
be determined by microlymphocytotoxicity. Restriction fragment length
polymorphism (RFLP) analysis will be performed on peripheral blood DNA digested
with a battery of restriction enzymes, Southern blotted, and probed with class
II MHC alpha and beta gene probes.

PRIOR AND CURRENT PROGRESS

This study continues to enroll subjects at the Medical College of Virginia,
Richmond, VA. DNA was extracted on 16 samples for a total of 133 samples.
Complete HLA typing by microlymphocytotoxicity methods was performed on five
samples. Five new subjects were enrolled this past year, for a total of 50
subjects. The study continues to process samples and acquire data and {is
nearing the total of 60 subjects proposed in the protocol. The protocol should
be completed within the next reporting period.

CONCLUSIONS
No conclusions can be drawn until all the samples are collected and analyzed.
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REPORT DATE: 05/12/92 WORK UNIT # 2584
DETAIL SUMMARY SHEET

TITLE: Evaluation of Patients with Obstructive Sleep Apnea Syndrome Following
Uvulopalatopharyngoplasty

KEYWORDS: obstructive sleep apnea, uvulopalatopharyngoplasty, polysomnogre.hy

PRINCIPAL INVESTIGATOR: Derderian, Sarkis LTC MC
ASSOCIATES: Culpepper, William DAC; Rajagopal, Krishnan LTC MC

DEPARTMENT: Department of Clinical Investigation STATUS: Completed
APPROVAL DATE: Feb 1988

FUNDING: Current FY: $ 2,161 Previous FYs: $ 2,858 Total: § 5,019

STUDY OBJECTIVE

To study the perioperative risk following uvulopalatopharyngoplasty (UPPP) for
obstructive sleep apnea patients and how psychological test results are
affected by surgery.

TECHNICAL APPROACH

Patients are selected for surgery based on clinical and polysomnographic
parameters. Patients will be administered polysomnography on the night before
surgery, night of surgery, night after surgery, and 3 months following surgery.
Sleep parameters, disordered breathing, and oxygenation parameters are compared
across studies looking at known perioperative risk factors (i.e., do they
worsen or improve). Clinical response to UPPP and psychological status are
recorded between the first and last night’s assessments.

PRIOR AND CURRENT PROGRESS

The study is closed to enrollment. Twenty-one patients were enrolled and their
clinical course followed as outlined above. One paper has been published, and
a second paper is in preparation.

CONCLUSIONS
Patients with baseline saturations during sleep of greater than 80% do not need
intensive monitoring during the postoperative period.
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REPORT DATE: 08/19/92 WORK UNIT # 4801
DETAIL SUMMARY SHEET

TITLE: Fibrinogen Concentration in Two Methods of Cryoprecipitate Preparation

KEYWORDS: cryoprecipitate, fibrinogen, factor VIII

PRINCIPAL INVESTIGATOR: Lippert, Lloyd LTC MS

DEPARTMENT: Department of Clinical Investigation STATUS: Completed
APPROVAL DATE: Sep 1988

FUNDING: Current FY: § 0 Previous FYs: §$ 0 Total: § 0

STUDY OBJECTIVE

a) To determine if a relationship exists between loss of fibrinogen and factor
VIII and the volume of supernatant plasma removed during the preparation of
cryoprecipitate from fresh frozen plasma; and b) If a relationship exists, what
the relationship is and whether the information could be used to improve yield
of fibrinogen and factor VIII in cryoprecipitate.

TECHNICAL APPROACH

Collect aliquots of supe.ratant plasma at predetermined intervals as the
supernatant plasma is removed. Measure fibrinogen and factor VIII content of
these aliquots and compare to the content in the starting plasma and final
product. Two methuds of cryoprecipitate preparation were studied and compared.
Utilize linear regression to determine if linear relationship exists between
constituent and volume of supernatant plasma.

PRIOR AND CURRENT PROGRESS
This study is being closed due to the transfer of the Principal Investigator
and the non-availability of anyone to continue this project.

CONCLUSIONS

Yields of both factor VIII and fibrinogen were significantly greater, and
volume of final product was significantly lower for the "slow thaw" prepared
product. The original sampling strategy did not, however, allow determination
of the relationship between the final volume and yields of the two analytes in
the "slow thaw" product.
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REPORT DATE: 03,/02/92 WORK UNIT # 4804
DETAIL SUMMARY SHEET

TITLE: Antigen Typing Reticulocytes in Mixed Red Blood Cell Populations by
Flow Cytometry

KEYWORDS: flow cytometry, reticulocyte, red cell antigens
PRINCIPAL INVESTIGATOR: Lippert, Lloyd LTC MS

DEPARTMENT: Department of Clinical Investigation STATUS: Ongoing
APPROVAL DATE: Oct 1989

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To develop a procedure to determine the red cell antigen phenotype of a

recently transfused patient using a sample containing both patient and donor
blood.

TECHNICAL APPROACH

The approach being developed is a dual staining technique followed by analysis
with a flow cytometer. The presence or absence of a particular red cell
antigen is detected using the fluorescent stain phycoerythrin (PE) in an
indirect antiglobulin procedure. Reticulocytes are stained with a second
fluorescent stain, thiazole orange (TO). If you assume that the reticulocytes
are from the patient, then the phenotype of the reticulocyte is the patient’s
phenotype.

PRIOR AND CURRENT PROGRESS

Reticulocyte identification and antigen phenotyping were performed on 319 mixed
red blood cell (MRBC) samples prepared from CPDA-1 anticoagulated donor cells
and untransfused patient cells in all c(hr’) antigen combinations. The flow
cytometry profiles allowed clear differentiation between antigen negative and
positive cells whether they were the major (75%) or the minor (25%) population.
Nearly identical results were obtained in similar experiments with anti-Rho,
-K, -Fya, -Fyb, and -Jka. Nineteen patients were tested with an expanded panel
of nine antisera. Eighty-seven percent of the flow cytometer results agreed
with results from manual testing. Of the 20 inconclusive results, five were in
a patient with a very low reticulocyte count and another five were with anti-S.
No false positive results were recorded.

CONCLUSIONS

A simple dual-color flow cytometry procedure was developed which correctly
determines the red cell antigen phenotype of the transfused patient. It was
successfully applied to patients who received a single unit of antigen
mismatched blood and to patients who were either chronically or massively
transfused.
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REPORT DATE: 02/04/92 WORK UNIT # 6276
DETAIL SUMMARY SHEET

TITLE: In Vivo Persistance of Reticulocyte and Antigen Phenotype in
Post-Transfusion Patients Analyzed by Flow Cytometry

KEYWORDS: reticulocyte, blood transfusion, flow cytometry
PRINCIPAL INVESTIGATOR: Lippert, Lloyd LTC MS

DEPARTMENT: Department of Clinical Investigation STATUS: Ongoing
APPROVAL DATE: Nov 1990

FUNDING: Current FY: $§ 1,29 Previous F¥s: §$ 0 Total: § 1,294
STUDY OBJECTIVE

To determine the in vivo time course of homologous reticulocyte survival of
recently transfused patients.

TECHNICAL APPROACH

Peripheral blood specimens will be collected from patients immediately before
transfusion, immediately after completion of transfusion, and 3, 6, 12, 24, 48,
and 72 hours later. Donor and recipient blood samples will be phenotyped for
12 different red cell antigens. The reticulocyte members for both antigen
positive and antigen negative reticulocytes will be determined using a
two-color flow cytometer procedure developed in our laboratory. The absolute
reticulocyte numbers and relative proportions will be analyzed.

PRIOR AND CURRENT PROGRESS

Specimens were collected and analyzed from 13 hematologically abnormal
patients, all but one of which were pediatric patients. In 50% of the
patients, donor reticulocytes persisted for 48 hours, and in two cases they
were detectable at 72 hours. In two patients with relatively low
pretransfusion reticulocye counts, donor reticulocytes predominated soon after
transfusion. No other patterns were discernable, which is probably related to
the diversity of the patient sample.

CONCLUSIONS

Donor reticulocytes may represent a significant portion of total reticulocytes
in post transfusion samples collected within 72 hours of transfusion and
consequently create potential for misinterpretation of post transfusion
reticulocyte testing.
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REPORT DATE: 06/08/92 WORK UNIT # 9263
DETAIL SUMMARY SHEET

TITLE: Neurchumoral Regulation of Ventilation in Patients with Elevated
Adrenocorticotropic Hormone (ACTH) and Beta Endorphias (BE)

KEYWORDS: beta endorphine, CRH, respiratory control
PRINCIPAL INVESTIGATOR: Derderian, Sarkis LTC MC

DEPARTMENT: Department of Clinical Investigation STATUS: Completed
APPROVAL DATE: Oct 1985

FUNDING: Current FY: § 0 Previous FYs: § 1,446 Total: § 1,446
STUDY OBJECTIVE

To examine the role of B-endorphine and other neuropeptides in the regulation
of respiration.

TECHNICAL APPROACH

To noninvasively assess respiratory function during hypercapnic rebreathing in
patients with Addison’s disease. Assessments will be performed on four
successive days -- a baseline assessment and after administration of naloxone,
placebo, and dexamethasone.

PRIOR AND CURRENT PROGRESS

Data was collected on six subjects. Because of technical difficulties and
manpower shortages, not all procedures were performed on all subjects.
Additionally, after a freezer lost power at WRAIR, many of the early samples
were lost. The plans are to close this study and to redesign the procedures to
fit within current capabilities.

CONCLUSIONS
The available data has not been analyzed.
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REPORT DATE: 10/07/92 WORK UNIT # 9271
DETAIL SUMMARY SHEET

TITLE: The Ventilatory Response to Carbon Dioxide in Compensated Hepatic
Cirrhosis

KEYWORDS: GABA, respiratory control, cirrhosis
PRINCIPAL INVESTIGATOR: Derderian, Sarkis LTC MC

DEPARTMENT: Department of Clinical Investigation STATUS: Ongoing
APPROVAL DATE: Sep 1987

FUNDING: Current FY: § 0 Previous FY¥s: § 13,141 Total: $§ 13,141
STUDY OBJECTIVE

To examine the potential role for gamma-aminobutyric acid {GABA) in the
regulation of respiration.

TECHNICAL APPROACH

Noninvasive assessments of respiratory function and the pattern of breathing
during hypercapnic rebreathing will be performed in subjects with cirrhosis of
the liver and in normal controls.

PRIOR AND CURRENT PROGRESS

To date, 11 subjects have been entered into this study. None were entered
during this past year, and none experienced any untoward or unexpected
problems. The group that has been studied thus far has been very heterogenous,
and this may explain the diverse responses of those individuals. The future
plan is to only enter patients with alcoholic liver disease. Because of the
paucity of liver biopsies done at WRAMC and the exclusionary criteria for this
group, the subject population is limited. The study will remain open until
another five or six patients are enrolled.

CONCLUSIONS
Patients with alcoholic liver disease manifested as cirrhosis have a depressed
ventilatory response to carbon dioxide.
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REPORT DATE: 01/23/92 WORK UNIT # 9275
DETAIL SUMMARY SHEET

TITLE: Quantitation and Characterization of EGF Levels in Rat Milk

KEYWORDS: EGF, milk, rat

PRINCIPAL INVESTIGATOR: Schaudies, Paul CPT MS

DEPARTMENT: Department of Clinical Investigation STATUS: Ongoing
APPROVAL DATE: Oct 1988

FUNDING: Current FY: § 0 Previous FYs: § 16,791 Total: $ 16,791

STUDY OBJECTIVE

To examine the levels of epidermal growth factor (EGF) present in rat milk. To
identify immunoreactive species of EGF and determine relationship to standard
r-EGF. To characterize forms regarding their biological activities in vitro.
To determine the functional roles of the multiple forms of biologically active
EGF present in normal rat milk.

TECHNICAL APPROACH

Radioimmunoassay of diluted whole rat milk. Generation of an affinity resin
against rat EGF. Affinity extraction of immunoreactive material in milk.
Native polyacrylamide gel electrophoresis of affinity purified materials.
Extraction of activity from gels. Assay of activity for receptor binding and
induction of DNA synthesis.

PRIOR AND CURRENT PROGRESS

We have identified three biologically active forms of EGF in rat milk. Two of
these forms are larger than the native form as determined by their
susceptibility to digestion with trypsin. All are immunoreactive and bind the
EGF receptor on cultured cells. We are currently examining the potential
differential functional roles for these species in the developing
gastrointestinal tract. Total number of animals used is unknown. There have
been no unexpected or serious adverse reactions or findings.

CONCLUSIONS
Milk is a significant source for EGF in the rat. The EGF is in a biologically
active form capable of stimulating DNA synthesis.
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REPORT DATE: 05/12/92 WORK UNIT # 9280
DETAIL SUMMARY SHEET

TITLE: Sleep and Respiratory Control in Kyphoscoliosis

KEYWORDS: sleep, kyphoscoliosis, nocturnal oxygenation

PRINCIPAL INVESTIGATOR: Derderian, Sarkis LTC MC
ASSOCIATES: Rajagopal, Krishnan LTC MC; Phillips, Yancy LTC MC

DEPARTMENT: Department of Clinical Investigation STATUS: Ongoing
APPROVAL DATE: Feb 1990

FUNDING: Current FY: § 0 Previous FYs: § 2,535 Total: §$ 2,535

STUDY OBJECTIVE

To describe the hypercapnic and hypoxic rebreathing responses in kyphoscoliosis
and to correlate these respiratory changes with the severity of the spinal
deformity, as well as the frequency and severity of nocturnal oxygen
desaturations as assessed by standard nocturnal polysomnography.

TECHNICAL APPROACH

Patients between 18 and 60 years of age without airflow limitations, or other
disorders affecting respiratory function, will be selected using Cobb’s Angle
to determine the severity of kyphoscoliosis as mild, moderate, or severe. Each
participant will be administered tests ot full pulmonary function, arterial
blood gas analysis, comprehensive rebreathing under hypoxic and hypercapnic
conditions, and nocturnal polysomnography. Results will be compared recording
the severity of the disease.

PRIOR AND CURRENT PROGRESS
One patient with severe scoliosis was entered, and a complete evaluation was
performed.

CONCLUSIONS
None to date.
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REPORT DATE: 05/26/92 WORK UNIT # 9281
DETAIL SUMMARY SHEET

TITLE: Relationship of Aryl Hydrocarbon Hydroxylase Activity to V-Beta T Cell
Receptor Phenotype in Inbred Mouse Strains: A Model for Cancer Risk

KEYWORDS: V-beta T cell receptor, AHH, mls phenotype
PRINCIPAL INVESTIGATOR: Lippert, Lloyd LTC MS

DEPARTMENT: Department of Clinical Investigation STATUS: Completed
APPROVAL DATE: May 1990

FUNDING: Current FY: $ 1,026 Previous FYs: § 2,253 Total: $ 3,279

STUDY OBJECTIVE

To examine the T cell receptor (TCR) V-beta phenotype of inbred mouse strains
and to determine its relationship to inducibility of the P450 enzyme aryl
hydrocarbon hydroxylase (AHH) activity.

TECHNICAL APPROACH

Restriction fragment length polymorphism (RFLP) analysis will be performed on
DNA extracted from inbred mice spleen cells. The DNA will be digested with
several restriction enzymes, Southern blotted, and probed with V-beta 6, 8.1,
and 9 gene probes.

PRIOR AND CURRENT PROGRESS

Spleen cells from 14 different inbred mice strains have been used to extract
DNA. The DNA was digested with five restriction endonucleases; Hind III, Sac
I, Pvu II, Eco RI, and Msp I. The DNA was Southern blotted onto 15 nylon
membranes, and these membranes were probed with three V-beta TCR genes. More
than 300 restriction fragments were generated.

CONCLUSIONS

The comparison of presence or absence of any of the V-beta TCR genes to that
predicted by mls phenotypes of the various mice strains is still to be
analyzed. No unexpected fragments were found that correlaced with mls
phenotypes. The relationship between AHH inducibility and TCR V-beta phenotype
was also analyzed. No relationship between the two was established from this
research.
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REPORT DATE: 03/24/92 WORK UNIT # 9282
DETAIL SUMMARY SHEET

TITLE: Nutrition Knowledge, Dietary Habits, Human Performance and HDL Ratios
of Special Forces Soldiers

KEYWORDS: nutrition, performance, soldiers

PRINCIPAL INVESTIGATOR: Coffey, Lauri MAJ SP
ASSOCIATES: Philopena, Ann MAJ SP

DEPARTMENT: Department of Clinical Investigation STATUS: Completed
APPROVAL DATE: Dec 1990

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0
STUDY OBJECTIVE

To determine the relationship of dietary knowledge and dietary habits to the
performance of soldiers on forced road march and APRT, as well as HDL levels.

TECHNICAL APPROACH

Sixty male soldiers from Special Forces, Ft. Bragg, North Carolina, volunteered
to complete a Nutrition Knowledge Inventory, a Dietary History Inventory, and
to have a venous blood draw to determine HDL. Training scores for APRT and for
a road march were collected. Descriptive and correlational statistics were
used to identify any relationships between nutrition knowledge, dietary habits,
performance, and HDL.

PRIOR AND CURRENT PROGRESS

Fifty-five soldiers completed the study in January 1991. There were no adverse
or unexpected reactions. No benefits were noted from participating in the
study.

CONCLUSIONS

There was no strong relationship between nutrition knowledge, dietary habits,
APRT scores, road march time, and HDL. Descriptive statistics revealed
elevated LDL levels (mean=139), cholesterol (mean=201), and HDL (mean=43).




REPORT DATE: 07/31/92 WORK UNIT # 9283
DETAIL SUMMARY SHEET

TITLE: Circadian Function in Patients with Sleep Apnea: A Pilot Study

KEYWORDS: sleep apnea, circadian function, pilot study

PRINCIPAL INVESTIGATOR: Culpepper, William DAC

DEPARTMENT: Department of Clinical Investigation STATUS: Completed
APPROVAL DATE: Mar 1991

FUNDING: Current FY: § 341 Previous F¥s: § 0 Total: § 341

STUDY OBJECTIVE

To determine whether or not sleep apnea is associated with circadian
abnormalities. A majority of patients with sleep apnea continue to experience
pathological daytime sleepiness even after the apnea has beer successfully
treated. This study is designed to assess what role abnormal circadian
function may play in persistent daytime sleepiness.

TECHNICAL APPROACH

Routine polysomnography (nPSG) will be performed, as well as continuous
temperature monitoring. The nPSG will include 16 AC and DC channels, and the
temperature measurements will be made with the core temp system, which requires
the patient to ingest a temperature sensing capsule.

PRIOR AND CURRENT PROGRESS
Three patients were entered in this study before the PI left WRAMC. No
subjects have been entered since, and the study should be closed.

CONCLUSIONS
None.
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REPORT DATE: 05/14/92 WORK UNIT # 9284
DETAIL SUMMARY SHEET

TITLE: Comparison of the Hela Cell Monolayer Vs. the Toxi-titer System for
Their Respective Ability to Detect Clostridium Difficile Toxin B in
Stool Filtrate

KEYWORDS: C. difficile, toxin B, assay

PRINCIPAL INVESTIGATOR: Dobek, Arthur PhD
ASSOCIATES: Rothman, Sara PhD; McEvoy, Peter MAJ MC

DEPARTMENT: Department of Clinical Investigation STATUS: Ongoing
APPROVAL DATE: Apr 1991

FUNDING: Current FY: $ 1,900 Previous FYs: §$ 0 Total: § 1,900

STUDY OBJECTIVE

To compare two diagnostic tests for reliability detecting Clostridium difficile
toxin B in patient stool filtrates; a commercial human foreskin fibroblast cell
assay (toxi-titer) and a cytotoxicity assay on HelLa cell monolayers cultured at
WRAIR. The latter is a historical standard that can detect as little as 1 pg
of toxin B. Data will be compared with toxin A positive data detected by a
commercial microtiter assay kit using the same stools.

TECHNICAL APPROACH

Stools sent to the Clinical Microbiology Laboratory, WRAIR, for C. difficile
toxin assay are utilized. These stools were originally tested by the clinical
lab for toxin A by a commercial latex bead agglutination test; however, this
test has been discontinued because it does not detect toxin A. To compensate
for this missing information, the DCI laboratory now uses a commercial
microtiter plate assay for toxin A to test all frozen stool aliquots in batches
of 89 specimens. Those found positive, as well as a negative series, will be
tested as a batch by HeLa cell and toxi-titer assays for toxin B.

PRIOR AND CURRENT PROGRESS

The Clinical Microbiology Laboratory estimated that 200 stools per month are
processed for C. difficile toxin assay. However, only 352 stools have been
received in approximately 13 months. Using the commercial microtiter assay, a
batch of 267 stools has been tested, and 27 (approximately 10%) were found
positive for toxin A. This percent of toxin positive stools is typical at this
medical center. An additional 58 toxin positive specimens will be required to
achieve the 85 toxin positive specimens required for statistical analysis.

More than the 100 toxin negative specimens statistically needed for testing by
HeLa cell and toxi-titer assays are available.

CONCLUSIONS

Twenty-seven of 267 stool specimens tested with a commercial microtiter plate
assay are positive for C. difficile toxin A. The low number of stools received
for toxin assay (352) during the past year is likely to cause an extension of
the collection period, assuming that this rate continues.
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REPORT DATE: 04/26/92 WORK UNIT # 9410
DETAIL SUMMARY SHEET

TITLE: Comparison of the Bacterial Flora in Pericoronitis in HIV-Infected
Patients and Non-HIV-Infected Patients

KEYWORDS :
PRINCIPAL INVESTIGATOR: White, Ann CPT MC

SERVICE: Dental Clinic STATUS: Completed
APPROVAL DATE: Dec 1990

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE
This study is being closed prematurely due to the death of the PI.

TECHNICAL APPROACH
Study has been closed.

PRIOR AND CURRENT PROGRESS
Study has been closed.

CONCLUSIONS
None. Study has been closed.
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REPORT DATE: 05/13/92 WORK UNIT # 9411
DETAIL SUMMARY SHEET

TITLE: Evaluation of Collagen Plugs to Prevent Localized Osteitis in the
Sockets of Mandibular Third Molars Susceptible to Acute Pericornitis

KEYWORDS: collagen, plugs, osteitis
PRINCIPAL INVESTIGATOR: Patterson, Adrian LTC DC

SERVICE: Dental Clinic STATUS: Ongoing
APPROVAL DATE: Jan 1991

FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: $§ 0
STUDY OBJECTIVE

To determine if collagen plugs are useful in preventing postoperative alveolar
osteitis in third molar tooth sockets susceptible to pericoronitis.

TECHN1CAL APPROACH

This is a nualti-center study. Each practitioner will extract approximately 100
third molars susceptible to pericoronitis. Patients will be randomly selected
to either receive or not receive a collagen plug in the third molar socket
after extraction. The patient will be evaluated 7 days post surgery to
determine if a dry socket or any other sequelae is present,

PRIOR AND CURRENT PROGRESS
This study is approximately two-thirds completed. There have been no adverse
reactions noted in any patient.

CONCLUSIONS
There is inadequate data to draw conclusions regard!ag efficiency of collagen
plugs in preventing dry socket.

47




REPORT DATE: 04/15/92 WORK UNIT # 9412
DETAIL SUMMARY SHEET

TITLE: Comparison of Presurgical and Postsurgical Condylar Measurements as a
Function of Orthognathic Surgical Fixation Technique

KEYWORDS: condylar measurements, mandibular movement

PRINCIPAL INVESTIGATOR: Bradford, Brant LTC DC
ASSOCIATES: Theberge, Daniel MAJ DC

SERVICE: Dental Clinic STATUS: Ongoing
APPROVAL DATE: Mar 1991

FUNDING: Current FY: $ 0 Previous F¥s: § 0 Total: § 0

STUDY OBJECTIVE

To measure changes in the temporomandibular joint (TMJ) that result from
mandibular and/or mandibular-maxillary surgery, using presurgical and
postrurgical (3-month, 6-month, 9-month) pantographic tracings to correlate
clinical symptoms/signs with changes in condylar path tracings. The goal will
be to try to use this information to predict problems with specific surgical
movements and the use of rigid vs non-rigid fixation.

TECHNICAL APPROACH

Tracing of the condylar pathway during mandibular movement is a noninvasive
diagnostic technique that allows quantitative and qualitative analysis of TMJ
function. With a condylar path recording device, disk-condyle incoordination
can be seen as a deviation or obstruction in the tracing pathway. The condylar
path tracing can be translated into a PRI score, which can be used to compare
and to correlate with clinical TMJ findings.

PRIOR AND CURRENT PROGRESS

There are 16 patients enrolled in this study; 3 in the control group; 8 in the
rigid fixation group (1 complete, 4 with 9-month follow-up pending, and 3 with
6-month follow-up pending); and 5 in the non-rigid fixation group (all with
3-month follow-up pending).

CONCLUSIONS
No analysis at this point.
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REPORT DATE: 07/23/92 WORK UNIT # 9088
DETAIL SUMMARY SHEET

TITLE: Prevention of Low Back Pain in Military Basic Trainees

KEYWORDS: low back pain, prevention, smoking

PRINCIPAL INVESTIGATOR: O’'Connor, Francis CPT MC
ASSOCIATES: Marlowe, Sarah CPT MC

SERVICE: Fort Dix, New Jersey STATUS: Ongoing
APPROVAL DATE: Mar 1991

FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: § 0

STUDY OBJECTIVE

To determine the incidence and risk factors of low back pain (LBP) in military
basic trainees; and to evaluate the role of exercise in preventing low back
pain.

TECHNICAL APPROACH

Entry and exit survey questionnaires will be administered to evaluate
subjective LBP in basic trainees, as well as detailed demographic data.
Specific exercises will be introduced into a control basic training company,
and then reevaluated through entry and exit survey.

PRIOR AND CURRENT PROGRESS

Pilot study with demographic data has been completed. The pilot was written up
and accepted for abstract at USAFP in Oakland, California, as well as for
publication by "Spine." The second aspect of this study has been completed.
Currently, data is being analyzed. No more basic trainees are to be enrolled.

CONCLUSIONS

Results from the pilot study document there is a significant incidence and
prevalence of LBP in military basic trainees. History of chronic low back
problems was associated with difficulty in completing basic training. The role
of exercise is being evaluated.
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REPORT DATE: 04/01/92 WORK UNIT # 1952
DETAIL SUMMARY SHEET

TITLE: The Clinical Presentation of HIV Infected Patients at Walter Reed Army
Medical Center

KEYWORDS: HIV, epidemiology, disease progression

PRINCIPAL INVESTIGATOR: Oster, Charles COL MC
ASSOCIATES: Chung, Raymond COL MC; Hicks, Charles LTC MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Jan 1987

FUNDING: Current FY: $ 0 Previous F¥Ys: § 0 Total: $§ 0

STUDY OBJECTIVE

To evaluate clinical and laboratory data on the first 402 adults seen in clinic
at WRAMC who are infected with HIV-1 by retrospectively reviewing their
records.

TECHNICAL APPROACH
Chart review of medical records and laboratory studies on HIV infected
patients.

PRIOR AND CURRENT PROGRESS
Medical records and laboratory studies on 172 patients have been reviewed for
AZT compliance and for HIV in women.

CONCLUSIONS

Counts decrease with time in an exponential fashion. Life is prolonged with
zidovudine (AZT) and/or pneumomystis prophylaxis. With these therapies, CD4
cell counts do not correlate with prognosis. Other prognostic markers are
needed in these patients.
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REPORT DATE: 04,/01/92 WORK UNIT # 1953
DETAIL SUMMARY SHEET

TITLE: The Generation of Human Monoclonal Antibodies to the HIV

KEYWORDS : monoclonal, HIV, human

PRINCIPAL INVESTIGATOR: Drabick, Joseph MAJ MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Jan 1987

FUNDING: Current FY: $ 0 Previous F¥s: § 0 Total: $ 0

STUDY OBJECTIVE

The purpose of this study is to generate human monoclonal antibodies to
commercially available recombinant HIV antigen from the lymphocytes of patients
infected with HIV.

TECHNICAL APPROACH

B. lymphocytes from peripheral blood or available lymphoid tissues are
separated, then transformed with EBV. The transformed lymphocytes are screened
for antibodies to HIV, recombinant HIV antigens, and recombinant soluble CD&4.
Positive wells are fused to heteromyeloma SHM-D33-0 and screened for specific
antibody production. We are currently experimenting with MAB production from
EBV transformed B cells and transfect other cell lines for better MAB.

PRIOR AND CURRENT PROGRESS

Further fusions between EBV-immortalized B cells and the fusion partner
SHM-D33-0 have been unsuccessful even in one individual who had received
immunotherapy with gpl20. We have, therefore, imported the necessary
technology to attempt to convert B-cell mRNA to cDNA with subsequent
amplification by PCR and transfection. We also have established successful
sub-industrial cell culture (potentially GMP approved) in our department and
have made gram quantities of several hybridomas. We will seed the system with
semi-cloned anti-gpl20 secreting immortalized lymphoblasts in another attempt
to produce workable amounts of MAB. Our final approach has been to produce
anti-gpl20 MABs in mice by hyperimmunization. Clones with potential
therapeutic value can be humanized using recombinant techniques.

CONCLUSIONS

We still feel high levels of neutralizing anti-gpl20 antibody could confer
protection against primary infection when administered passively. Such a
product would be extremely useful in preventing acquisition associated with
high risk exposure. We have the capacity to make a monoclonal and take it from
culture dish to clinical trial (anti-P. falciparum human IgM MAB) and are
exploring new non-traditional avenues of MAB generation.
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REPORT DATE: 03/25/92 WORK UNIT # 1958
DETAIL SUMMARY SHEET

TITLE: In Situ Hybridization for Detection of HIV in Langerhans Cells of HIV
Infected Patients

KEYWORDS: HIV, Langerhans’ cells, macrophages

PRINCIPAL INVESTIGATOR: Hoover, David LTC MC
ASSOCIATES: Kalter, Chester MD

SERVICE: HIV Research STATUS: Completed
APPROVAL DATE: Jul 1987

FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: § 0

STUDY OBJECTIVE

a) To determine whether HIV genome is present in Langerhans’ cells of the skin;
and b) To correlate percentage of infected Langerhans’ cells with degree of
immunosuppression related to HIV infection and with infection on blood
monocytes.

TECHNICAL APPROACH

Samples of normal skin will be examined by in situ hybridization for HIV and
immunohistochemical methods to mark Langerhans’ cells (LC). The percentage of
HIV-infected Langerhans’ cells will be correlated with clinical stage as
determined by the Walter Reed staging system.

PRIOR AND CURRENT PROGRESS

Skin biopsies, shave excisions, and suction blisters were obtained from 28
HIV-positive individuals and 5 controls. LC were identified, studied
morphologically, and enumerated by stains for HLA-DR and CD1 (#6). Skin was
also stained with mA6 to HIV-1 and compared to known positive control cells.

In situ hybridization was performed on skin for HIV-1 mRNA. DNA-PCR for HIV
Ltr/gag was performed on both skin sections and epidermal sheets. Skin samples
were co-cultured with target HIV-negative monocytes. Electronmicroscopy was
also performed on skin samples. No new patients were added to the study since
the last annual report.

CONCLUSIONS

Langerhans' cell number was within normal range in HIV-positive patients,
regardless of stage of disease. HIV-1 was readily detected in dermal skin
samples, but rarely from epidermal only samples. We cannot support previously
published views that LC are an important reservoir of HIV-1. This protocol is
no longer active.
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REPORT DATE: 05/01/92 WORK UNIT # 1970
DETAIL SUMMARY SHEET

TITLE: Treatment IND Protocol for the Use of Videx in Patients with AIDS who
are Intolerant to Zidovudine and Patients Exhibiting Significant
Deterioration while Taking Zidovudine

KEYWORDS: AIDS, intolerant, zidovudine

PRINCIPAL INVESTIGATOR: Oster, Charles COL MC
ASSOCIATES: Hicks, Charles LTC MC

SERVICE: HIV Research STATUS: Completed
APPROVAL DATE: Feb 1990

FUNDING: Current FY: $ 0 Previous FY¥s: § 0 Total: § 0

STUDY OBJECTIVE

To make Videx (DDI) available to many patients with HIV infection who (1) have
either developed intolerance or failed zidovudine therapy and (2) cannot enter
the Phase II DDI program in the ACTG’s due to protocol exclusion or geographic
location.

TECHNICAL APPROACH

This study is an open label, uncontrolled evaluation of oral DDI administered
every 12 hours at a dose based on the patient’s weight: 35-49 kg = 167 mg bid,
50-74 kg = 250 mg bid, and greater than 75 kg = 375 mg bid.

PRIOR AND CURRENT PROGRESS

There were nine patients enrolled in this protocol. Five of the patients had
their medication stopped because of side effects; peripheral neuropathy (3),
pancreatitis (1), and diarrhea (1). All of these side effects are commonly
reported with DDI. One patient had his care transferred to Dwight D.
Eisenhower Army Medical Center, Fort Gordon, Georgia. The drug was FDA
approved in October 1991, and the treatment IND protocol was closed. The three
remaining patients were swiitched to the FDA approved drug.

CONCLUSIONS

DDI was FDA approved in October 1991, and the protocol was closed by the
company. Data on this protocol and the Phase II study have not yet been
published.
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REPORT DATE: 08/17/92 WORK UNIT # 3342
DETAIL SUMMARY SHEET
TITLE: Delayed Type Hypersensitivity Skin Testing: Correlation of Intradermal
Injection Vs. Epicutaneous Antigen Placement and CD4 Number in Normals
and HIV Seropositive Subjects
KEYWORDS: DTH, skin test, multitest
PRINCIPAL INVESTIGATOR: Birx, Deborah LTC MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Aug 1988

FUNDING: Current FY: §$ 0 Previous F¥s: § 0 Total: $ 0

STUDY OBJECTIVE

Correlate antigen reactivity by intradermal (ID) and epicutaneous injection to
circ. CD4 number. Compare subject reactivity to each of the antigens:
tetanus, candida, trichophyton IC/multitest correlate anergy by multitest, and
ID injection with evidence of HIV disease progression. Devclop a standardized
anergy panel to clinical staging of HIV infected patients.

TECHNICAL APPROACH
Simultaneous application of the multitest and ID injection of antigens in HIV
infected patients.

PRIOR AND CURRENT PROGRESS

This protocol has had difficulties meeting the expected enrollment. There is
continued difficulty coordinating accrual through Ward 76. Additionally, there
has been a reluctance from some patients to receive the multitest. As a
result, only 100 patients have been enrolled to date, making analysis
difficult. No significant adverse events have occurred; no volunteers have
been disenrolled from the study for these reasons.

CONCLUSIONS
Emphasis will be placed on improving patient accrual to clo.e protocol and
allow for complete data analysis.
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REPORT DATE: 03/31/92 WORK UNIT # 4806
DETAIL SUMMARY SHEET

TITLE: Pathological Manifestations of HIV Infections at Autopsy

KEYWORDS: cause of death, histology, microbiology

PRINCIPAL INVESTIGATOR: Anderson, David MAJ MC
ASSOCIATES: Clark, Gary COL MC; Turnicky, Ronald LTC MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Dec 1989

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To 1) perform complete research autopsies on deceased patients with HIV
disease, 2) document disease processes causing morbidity and mortality in
patients enrolled in WRAMC HIV research, 3) obtain fresh tissue for immuno-
histochemical detection phenotyping of immune cells and detection of viral
infections, 4) obtain fresh tissue from major organ systems to store in a
tissue registry: unfixed at -70 C and formalin-fixed, paraffin-embedded.

TECHNICAL APPROACH

Complete autopsies will be performed as soon after death as a valid research
autopsy permit is available. Tissues from all major organ systems will be
examined and processed for histochemistry (formalin-fixed, paraffin-embedded)
or flash frozen for immune cell phenotyping. Routine histochemistry, special
stains, and immune cell phenotyping will be performed, as well as microbiologic
culture. Results will be assembled into a research autopsy protocol report
which will be returned to the Infectious Disease Service, the deceased
patient’s chart, and the Jackson Foundation data base.

PRIOR AND CURRENT PROGRESS

Twenty-one research autopsies at WRAMC (15) and NNMC, Bethesda (6) revealed
causes of death as follows (6 cases had 2 causes of death each): 6 PCP (1
systemic), 4 Staphylococcus sepsis (3 pneumonias), 4 dilated cardiomyopathy, 2
Karposi’'s sarcoma (1 visceral, 1 pueumonitic), 2 enteric sepsis, 2 HIV disease
only, 2 acute respiratory distress syndrome (ARDS), 1 acute pancreatitis, 1 CMV
panencephalitis, 1 aspiration penumonia, 1 sudden death, and 1 pending. Tissue
registries exist for all autopsies and have been used to: (a) validate
polymerase chain reaction (PCR) detection systems for HIV proviral DNA,
Mycobacterium avium-intracellulare, and Pneumocystis carinii DNA in human
tissues, and (b) conduct survey of cult.rable Mycoplasma species from HIV
autopsy tissues - no Mycoplasma species cultured from any of 21 autopsies.

CONCLUSIONS

Death still caused by pneumocystis because of poor patient compliance or
intolerance of treatment regimens. PCR detection systems of DNA from HIV and
opportunistic pathogens are feasible and show good correlations with classic
histopathological presentations. Significant, clinically unsuspected diagnosis
was found in 15% of autopsies.
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REPORT DATE: 09/14/92 WORK UNIT # 6220
DETAIL SUMMARY SHEET

TITLE: Epidemiology of HIV In Pediatric and Perinatal Patients - A Natural
History Study

KEYWORDS: immunodeficiency, pediatric, epidemiology

PRINCIPAL INVESTIGATOR: Fischer, Gerald COL MC
ASSOCIATES: Pettett, Gary COL MC; Scott, Robert COL MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Jul 1988

FUNDING: Current FY: § 0 Previous F¥Ys: § 0 Total: § 0

STUDY OBJECTIVE

The purpose of this study is to develop a Military Pediatric HIV Program for
identification of military dependents (spouses and children) of HIV infected
personnel. The study will identify basic epidemiologic information and follow
these high risk or HIV-infected children over time to assess infection status
and disease progression.

TECHNICAL APPROACH

The Military Pediatric HIV Program will identify children at high risk for HIV
infection by matching USAHDS reports with the computer linked DEERS data files.
All families with one or both spouses infected with HIV will be offered
voluntary enrollment in this program. In addition, children with illness or
other problems associated with HIV infection may also be voluntarily enrolled
in this study. All children followed will be periodically reevaluated using
state-of-the-art HIV diagnostic tests. It is anticipated that this program
will encompass Army, Air Force, and Navy dependents.

PRIOR AND CURRENT PROGRESS

Over the last year, a major emphasis of the protocol has been to minimize
travel and encourage local follow-up with centralization of virologic testing.
There are a total of 146 patients on protocol (20 new patients); 75 from WRAMC
and 71 from collaborating military centers. There were no known adverse
reactions from protocol participation. The intraservice coordination of this
protocol between Army, Air Force, and Navy pediatricians has been extremely
beneficial to patients in facilitating coordinated medical care. Important
research findings include: low perinatal HIV transmission rate and higher
normal CD counts in military infants when compared to civilian data.

CONCLUSIONS

This prospective evaluation of HIV-infected women and their babies and "high
risk"” or HIV-infected children continues to provide important epidemiologic and
natural history data on pediatric HIV infections. This information is of great
benefit to all children at risk or infected with HIV.
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REPORT DATE: 09/14/92 WORK UNIT # 6222
DETAIL SUMMARY SHEET
TITLE: Core Project: Evaluation of Diagnostic Assays for Human
Immunodeficiency Virus (HIV) in Children with Evidence of HIV Exposure
or HIV Illnesses

KEYWORDS: AIDS, diagnosis, cultures

PRINCIPAL INVESTIGATOR: Fischer, Gerald COL MC
ASSOCIATES: Burke, Donald COL MC; Ascher, David MAJ MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Sep 1988

FUNDING: Current FY: $§ 0 Previous F¥Ys: § 0 Total: $§ 0
STUDY OBJECTIVE

a) To analyze laboratory assays for detection of HIV infection in children; and
b) To correlate the results with the clinical status of the child.

TECHNICAL APPROACH

This protocol will evaluate the usefulness of new diagnostic assays for HIV as
they are developed using blood from HIV-infected or high risk children. Blood
will be sent to the laboratory for standard ("state-of-the-art”) HIV testing
(generally those tests that are most developed). The surplus will be utilized
for less well developed assays or stored for future analysis. Results from all
tests will be compared to conventional assays used to diagnose adult HIV
infection (ELISA, Western Blot) to determine their usefulness in children.

PRIOR AND CURRENT PROGRESS

Over the last year, three new patients were enrolled at WRAMC (total of 76
patients). A consolidated Natural History (Protocol Work Unit No. 6220) and
Core Diagnostic consent form is available and replaces the two individual
forms. Three children lost eligibility for military care and three died of
AIDS. There were no known adverse reactions related to protocol enrollment.
Utilization of state-of-the-art tests, which provided early diagnosis of HIV
infection, was a direct benefit for all HIV infected children. Important
research findings include: PCR a~d HIV cultures were found to detect HIV
infection in infants </=~6 months of age, HIV-infected infants </=3 months of
age may have negative cultures and PCR, and as little as 100 ul of whole blood
was sensitive and specific in diagnosing HIV infection in children, but not
better than standard HIV cultures for quantitation.

CONCLUSIONS

These studies provide important information concerning diagnostic assays for
HIV infection in infants and children. Continuation of these studies will be
critical as HIV therapy improves to assess new diagnostic techniques to enhance
rapid, early diagnosis in infants and children.
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REPORT DATE: 05/11/92 WORK UNIT # 6264
DETAIL SUMMARY SHEET

TITLE: Perinatal HIV Infection: Epidemiology and Natural History

KEYWORDS: natural history, perinatal HIV, epidemiology

PRINCIPAL INVESTIGATOR: Pettett, Gary COL MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Apr 1990

FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: § 0

STUDY OBJECTIVE

To develop a central perinatal program for the identification, evaluation, and
follow-up of HIV-infected pregnant women and their newborn infants, and to
describe the clinicopathologic correlates most predictive of perinatal
transmission of HIV.

TECHNICAL APPROACH

High risk pregnant women and maternal-infant pairs are prospectively entered
into a longitudinal study to evaluate immunologic status and detect vertical
transmission of HIV infection in early infancy. Quarterly clinical examination
and serologic/immunologic assays are utilized to fully characterize the immune
status of all patients. Statistical analysis of clinical and laboratory
results will be directed toward the identification of perinatal factors which
are reliable predictors of vertical transmission.

PRIOR AND CURRENT PROGRESS

The Pediatric HIV Program has lost funding through NIH. A source of
alternative funding is being pursued. Hopefully progress will be made during
the next fiscal year.

CONCLUSIONS
None.
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REPORT DATE: 05/11/92 WORK UNIT # 6284
DETAIL SUMMARY SHEET

TITLE: Perinatal HIV Tissue Bank

KEYWORDS: fetal HIV infection

PRINCIPAL INVESTIGATOR: Pettett, Philip COL MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Mar 1991

FUNDING: Current FY: $ 0 Previous FY¥s: § 0 Total: § 0
STUDY OBJECTIVE

To accumulate placental and fetal membranes from HIV(+) parturient women for
the express purpose of diagnosing and quantifying fetal HIV tissue infection.

TECHNICAL APPROACH

Placental and fetal membranes from consenting HIV(+) pregnant women will be
collected and stored in preservative media appropriate for microscopic and
histochemical identification of HIV infection.

PRIOR AND CURRENT PROGRESS

The Pediatric HIV Program has lost funding through NIH. A source of
alternative funding is being pursued. Hopefully, progress will be made during
the next fiscal year.

CONCLUSIONS
None.
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REPORT DATE: 06/23/92 WORK UNIT # 7243
DETAIL SUMMARY SHEET

TITLE: Psychiatric Natural History Study: Factors Related to Human
Immunodeficiency Virus Transmission and Morbidity

KEYWORDS: HIV risk behaviors, early HIV disease, military performance

PRINCIPAL INVESTIGATOR: Rundell, James MAJ MC
ASSOCIATES: Nannis, Ellen PhD; Brandt, Ursula PhD

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Apr 1990

FUNDING: Current FY: $§ 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To determine potential areas for effective interventions designed to reduce HIV
transmission by HIV-infected military medical beneficiaries, and to reduce
neuropsy-hiatric complications of HIV disease progression ir infected military
medical teneficiaries.

TECHNICAL APPROACH

Military medical beneficiaries from all three services (500 from Walter Reed
Army Medical Center, 700 from Wilford Hall, 300 from National Naval Medical
Center, and 400 from San Diego Naval Hospital) will be asked to complete
anonymous risk behavior assessments. Smaller numbers of infected individuals
are recruited to participate in other non-anonymous protocol core areas;
psychosocial (N=1,400), psychiatry (N=1,000), stress and coping (N=1,000), and
neuropsychology (N=500). These non-anonymous but confidential portions of the
protocol will be repeated at each patient’s routine medical re-evaluation.

PRIOR AND CURRENT PROGRESS

Two additional sites have been added to RV26: The National Naval Medical
Center (173 currently enrolled) and Womack Community Hospital, Ft. Bragg, North
Carolina (33 currently enrolled). Data collection at Wilford Hall (676
currently enrolled) and Walter Reed Army Medical Center (251 currently
enrolled) focuses on longitudinal foilow-up of seropositive patients already
enrolled in the protocol. Approximately 90 seronegative control participants
have been enrolled at Walter Reed Army Medical Center. Final approval to see
seronegative control participants at NNMC is anticipated in mid-summer 1992.
Data collection for the addendum commenced November 1991. Thirty-one subjects
have consented and are participating in the study. Data analysis is ongoing.
The protocol team is currently developing secondary protocols based on research
data that have been analyzed.

CONCLUSIONS

Longitudinal research and collection of seronegative control data are on
schedule or ahead of schedule at all sites. Intervention protocol development
is on schedule, with two intervention protocols receiving conditional approval
by the USAMRDC Retrovirus Clinical Research Committee, pending revisions.
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REPORT DATE: 05/28/92 WORK UNIT # 8802
DETAIL SUMMARY SHEET

TITLE: VA Cooperative Study No. 298, Treatment of AIDS and AIDS Related
Complex; Part I: Treatment of Patients with ARC (AZT Vs. Placebo)

KEYWORDS: zidovudine, HIV, ARC
PRINCIPAL INVESTIGATOR: Hawkes, Clifton LTC MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Apr 1988

FUNDING: Current FY: $ 0 Previous FYs: § 996 Total: §$ 996
STUDY OBJECTIVE

To determine the effectiveness of AZT (zidovudine) on AIDS Related Complex
(ARC) - Walter Reed Stages 2-4.

TECHNICAL APPROACH

This is a randomized double-blind placebo-controlled study. Subjects who meet
the inclusion criteria, after screening, are randomized onto the study drug.
Half of the subjects receive AZT 250 mg every 4 hours, while the other half
receive a placebo. In January 1991, Part 1 was completed; all participants
were informed of their original treatment assignment and given the opportunity
to remain or be started on open-label zidovudine or placebo. In March 1991, an
addendum was approved which allowed for extended follow-up for all participants
who agreed to continue and sign a revised informed consent (dated March 1991).

PRIOR AND CURRENT PROGRESS

As part of the VA Cooperative Study Group, Walter Reed Army Medical Center
contributed 24 participants to the total of 338 symptomatic HIV-infected
patients who were randomized to receive early versus later AZT treatment. The
results of this study (Part I) showed that early AZT delayed progression to
AIDS (Stage WR 6) but did not affect survival. In Part II, which is ongoing,
nine patients from WRAMC Part I (criteria for inclusion) were enrolled and
continue to be followed until the final endpoint, death, is reached. To date,
two patients have expired due to progression of their disease. Thus far, Part
IT has shown on extended follow-up that there is still no difference in overall
survival. There have been no serious or unexpected adverse reactions, and no
patients have withdrawn from Part II.

CONCLUSIONS

Since there was no overall survival benefit to starting AZT early in this study
population, clinicians must reexamine the optimal time to starting AZT. Part
IT of this study is attempting to define further whether there are any other
benefits to starting early, such as improved quality of life, or drawbacks,
such as development of resistance.
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REPORT DATE: 06/10/92 WORK UNIT # 8803
DETAIL SUMMARY SHEET

TITLE: Core Protocol for HIV Developmental Diagnostics (Adults)

KEYWORDS: HIV, AIDS, virus culture

PRINCIPAL INVESTIGATOR: Roberts, Chester, LTC MS
ASSOCIATES: Oster, Charles COL MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: May 1988

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0
STUDY OBJECTIVE

To develop and evaluate new and/or improved laboratory methods for establishing
the diagnosis of HIV infection and for determining the stage of illness.

TECHNICAL APPROACH

Methods to detect replicating HIV virus, HIV antigens, and HIV nucleic acids
will be used, including, for example, virus culture, antigen capture
immunoassay, and polymerase chain reaction (PCR) amplification of HIV DNA.

PRIOR AND CURRENT PROGRESS

Since May 1991, 938 blood specimens have been collected and analyzed. These
generated 2,346 co-cultures and approximately 10,000 p24 antigen capture
enzyme-linked immunosorbent assays (ELISA), as well as over 700 polymerase
chain reaction (PCR) assays. In addition, 1,067 individual serum or plasma p24
antigen determinations were performed using a variety of acid disassociative
techniques. PCR detection of HIV and HTLV has progressed to the stage of
chemiluminescence and plate-based assays for eventual use in large-batch
processing formats.

CONCLUSIONS

HIV can be readily detected in routine clinical samples by tissue culture and
PCR. These are now available to all clinicians on a routine basis. This has
greatly enhanced the ability to manage patients in all stages of HIV infection.
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REPORT DATE: 08/19/92 WORK UNIT # 8804
DETAIL SUMMARY SHEET

TITLE: The Natural History of HIV Infection and Disease in United States
Military Beneficiaries

KEYWORDS: HIV, natural history, AIDS
PRINCIPAL INVESTIGATOR: Chung, Raymond COL MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: May 1988

FUNDING: Current FY: § 0 Previous F¥Ys: $ 0 Total: $ 0

STUDY OBJECTIVE
To systematically document the natural disease progression of HIV infection.

TECHNICAL APPROACH

Information already being routinely collected on HIV patients is being
organized into a data base in such a way that more scientifically valid
information will be forthcoming. Safeguards to patient confidentiality are
met. This data base forms the core around which other specific protocols can
be built.

PRIOR AND CURRENT PROGRESS

As of August 1992, there are 656 patients actively enrolled in this protocol.
From May 1991 to August 1992, there were 50 terminations; 45 were due to death.
Two patients withdrew from the protocol, and two were lost to follow-up. New
enrollments added to this protocol from May 1991 to August 1992 totalled 186.

CONCLUSIONS

Data is still being collected. Analysis will be done after this center’s data
is combined with data from National Naval Medical Center (Bethesda, Maryland),
Wilford Hall Air Force Hospital (San Antonio, Texas), and Brooke Army Medical
Center (San Antonio, Texas).
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REPORT DATE: 03/06/92 WORK UNIT # 8805
DETAIL SUMMARY SHEET

TITLE: Natural History of Oral Manifestations of HIV Infection in a United
States Military Population

KEYWORDS: epidemiology, oral diseases, HIV

PRINCIPAL INVESTIGATOR: Konzelman, Joseph DDS
ASSOCIATES: Swango, Philip CAPT USPHS

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Oct 1988

FUNDING: Current FY: $§ 0 Previous FYs: § 0 Total: §$ 0

STUDY OBJECTIVE

To document the prevalence and incidence of oral manifestations of HIV
infection in relation to the degree of immunodeficiency. Emphasis is given to
oral pathologies, periodontal disease, oral candidal infections, and the effect
of HIV on salivary constituents.

TECHNICAL APPROACH

Volunteers receive a comprehensive oral examination at entry and every 6 months
thereafter. This evaluation includes clinical examinations for dental caries,
periodontal disease, and oral mucosal pathologies. Dental plajue and saliva
samples are collected for microbial and biochemical assays, and a questionnaire
on oral health-related behaviors and history is administered. Data are
analyzed in relation to subjects’ medical condition and immune status.

PRIOR AND CURRENT PROGRESS

During the past year, 136 subjects were enrolled, bringing the current total to
685. Of these, 492 have received their initial baseline oral examination, and
308 have also received at least one 6-month follow-up exam. No adverse
reactions have been reported, and no patients have withdrawn from the study.
Benefit to subjects includes early diagnosis of oral disease, dental
prophylaxis, limited emergency care, and referral for appropriate treatment.

CONCLUSIONS

Prevalence of oral mucosal pathology was 32% at baseline and 44% after 6 months
of follow-up. More than 30% of subjects initially free of mucosal pathology
developed oral lesions within 6 months. Oral candidiasis was the condition
that developed most frequently, with 70% of incident cases being of the
erythematous form.

64




REPORT DATE: 02/07/92 WORK UNIT # 8806
DETAIL SUMMARY SHEET

TITLE: Active Immunization of HIV Infected Patients with Recombinant GP160 HIV
Protein: Phase I Study of Immunotherapy, Immunogenicity and Toxicity

KEYWORDS: HIV infection, immunotherapy, rgpl60

PRINCIPAL INVESTIGATOR: Redfield, Robert LTC MC
ASSOCIATES: Birx, Deborah LTC MC; Johnson, Steven MAJ MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Nov 1988

FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: $§ 0
STUDY OBJECTIVE

To evaluate the immunogenicity and toxicity of recombinant expressed rgpl60 in
patients with early HIV infection.

TECHNICAL APPROACH

The original vaccine series of this Phase I immunogenicity and toxicity trial
was completed, and an addendum was initiated separating the volunteers into two
groups: those who responded to the vaccine and those who did not or had poor
responses. Responders were vaccinated every 4 months with 160 ug of rgplé0;
nonresponders were injected with 640 ug of rgpl6é0 at Day 0,7,30,60,90,120 and
then every 4 months with 160 ug. Alterations in cellular and humoral immune
responses to specific proteins and changes in in vivo and in vitro cellular
immune function continued to be assessed.

PRIOR AND CURRENT PROGRESS

Twenty-eight of the 30 original trial volunteers reenrolled into the Phase I
rollover. The continued vaccination series in the responders does not seem to
result in tolerance; induction of humoral responses and continuation of
cellular responses is noted. In the nonresponder arm of the study, eight
volunteers have completed the six-shot regime; of which 100% have changed
cellular and humoral responses, hence responding to vaccine. Additionally, the
stabilization of CD4 cell counts as compared to a matched natural history
control group continues to be seen. After up to 24 months of follow-up study,
participants decreased 8%, while natural history controls decreased 26%. No
systemic toxicity has been noted to date; local toxicity is limited. Five
cases of more severe cutaneous reactions have occurred; studies to determine
the etiology are ongoing.

CONCLUSIONS

The rgpl60 vaccine continues to be safe and immunogenic in early HIV infected
individuals. Through the reimmunization of nonresponders we have been able to
show universal response rates, regardless of CD4 counts and general health as
were originally predicted to limit vaccine applicability. Additionally, the
vaccine is shown to continue to elicit immune responses without tolerance.
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REPORT DATE: 03/24/92 WORK UNIT # 8808
DETAIL SUMMARY SHEET
TITLE: A Pharmacokinetic Study to Develop a Database to Describe the
Relationship Between Zidovudine (ZDV)/Glucuronyl (GZDV) Blood Levels
and Drug Toxicity in HIV Infected Patients

KEYWORDS: pharmacokinetics, toxicity, zidovudine

PRINCIPAL INVESTIGATOR: Bjornson, Darrell LTC MS
ASSOCIATES: Lombardo, Fred MAJ MS; Park, Soon PhD

SERVICE: HIV Research STATUS: Completed
APPROVAL DATE: Jan 1989

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0
STUDY OBJECTIVE

To define the relationship of zidovudine (ZDV) and glucuronyl zidovudine (GZDV)
peak and trough plasma blood levels with drug toxicity.

TECHNICAL APPROACH

Patients who are prescribed zidovudine for the first time have venous blood
samples drawn each month for 12 months: 0, 15, 30, 45, 60, and 75 minutes.
Levels of ZDV and GZDV are analyzed with the ZDV-Trac RIA kit, and concurrent
toxicity parameters are followed. Multiple regression analysis is used to
analyze data.

PRIOR AND CURRENT PROGRESS

Nineteen patients were enrolled and have completed the 12 month pharmacokinetic
portion of the study with one-year follow-up on all patients ending in August
1992. There have been no serious or unexpected adverse reactions. There has
been no known benefit to the patients. Final analysis of the data is now in
process, with subsequent submission for publication in a national pharmacy
journal expected this summer (1992). The study will, therefore, be completed
this summer.

CONCLUSIONS

Interim analysis in December 1990 (15 patients) suggested an association
between hemoglobin decline and peak metabolite GZDV levels and granulocyte
decline and peak GZDV and ZDV levels. The best predictor in each case was peak
GZDV. There were wide intrapatient variations in plasma concentrations from
month to month and wide interpatient varjations in plasma concentrations even
when corrected for body weight.

66




REPORT DATE: 06/18/92 WORK UNIT # 8810
DETAIL SUMMARY SHEET

TITLE: Factors Affecting Heterosexual Transmission of Human Immundeficiency
Virus

KEYWORDS: HIV, heterosexual, transmission

PRINCIPAL INVESTIGATOR: Bombaugh, Maryann MAJ MC
ASSOCIATES: Levin, Lynn PhD

SERVICE: HIV "esearch STATUS: Completed
APPROVAL DATE: May 1989

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $§ 1]

STUDY OBJECTIVE

To evaluate the factors whieh determine the heterosexual venereal transmission
of human immunodeficiency virus (HIV) in order to develop preventive and
interventive therapies.

TECHNICAL APPROACH

This study is designed in two parts: a cross-sectional, case control study of
concordant and discordant HIV infected couples; followed by a prospective study
of the discordant pairs.

PRIOR AND CURRENT PROGRESS

No couples have been entered into this study to date. This study is being
closed at this time. The objective and technical approach are undergoing
revision and will be submitted as a new protocol.

CONCLUSIONS
None.
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REPORT DATE: 06/01/92 WO..K UNIT # 8811
DETAIL SUMMARY SHEET

TITLE: The Investigation of the Cutaneous Microflora Found in HIV Infected
Patients as it Relates to the Onset, Severity and Progression of
Disease

KEYWORDS: cutaneous microflora, immunohistochemical stain
PRINCIPAL INVESTIGATOR: Smith, Kathleen LTC MC

SERVICE: HIV Research STATUS: Completed
APPROVAL DATE: May 1989

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To document skin changes associated with HIV disease, both clinical and
histopathologic, and to follow these changes with progression of disease, with
emphasis on histopathologic studies to identify both clinical and subclinical
infections, immunohistochemical markers of the inflammatory infiltrate in HIV
disease, and microbiologic studies of the cutaneous microflora, both in all
stages and with progression of disease.

TECHNICAL APPROACH

Cutaneous exam questionnaire and examination at initial visit. Diagnostic
biopsy with a battery of special stains to identify both clinical and
subclinical infections and primary diagnosis. Immunohistochemical studies of
the inflammatory infiltrate. Cultures of cutaneous microflora in seven
designated areas; microbiology done by University of Pennsylvania.

PRIOR AND CURRENT PROGRESS

The study is completed, with 200 HIV-1 positive patients and 200 HIV-1 negative
control patients. Total patients enrolled for RV35 is 225; 51 during 1991-92.
No adverse effects related to the study were noted. Changes in microflora of
HIV-1 positive patients were identified. Also indentified were an increase in
Staph Aureus carriage diffusely over skin surface in all stages of HIV disease,
and an increase in localized cutaneous infections, with an increase in
progression and soft tissue and Staph Aureus sepsis in late stage disease.
There are now ongoing studies to develop topical antimicrobial solutions
without the drying effects of known antimicrobial solutions.

CONCLUSIONS

This study has led to the development of a treatment protocol for cutaneous
Staph Aureus carciage and a protocol to determine possible enterotoxin
production resulting from Staph Aureus carriage in HIV-1 infected patients and
its relation to disease process. The latter protocol is being conducted at the
National Naval Medical Center.
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REPORT DATE: 06/01/92 WORK UNIT # 8812
DETAIL SUMMARY SHEET
TITLE: The Investigation of the Cutaneous Manifestations of HIV Infection in
Relation to the Onset, Severity and Progression of Disease,
Dermatologic Natural History
KEYWORDS: HIV, dermatology, Walter Reed stage
PRINCIPAL INVESTIGATOR: Smith, Kathleen LTC MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: May 1989

FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0
STUDY OBJECTIVE

To study cutaneous manifestations, both histologically and clinically, in
relation to disease onset and progression of disease.

TECHNICAL APPROACH

A complete dermatology examination, including a complete history, is performed.
Lesional biopsies (4-6 mm punch) are performed, as needed, for diagnosis.
Lesional biopsies may be split and half frozen for performing
immunohistochemical markers of the inflammatory infiltrate. 1In addition,
special stains are performed to rule out infections. The patients are followed
every 6 months and may be seen for problems that develop between visits. 1In
addition, seven cutaneous sites are cultured for fungus and bacteria in
patients in all stages of disease; repeat cultures are performed if the stage
changes.

PRIOR AND CURRENT PROGRESS

The total number of patients enrolled in this study is 972; 395 enrolled
1991-92. Population has been followed for cutaneous disease with
clinicohistophathologic and immunohistochemical correlation. Results have
shown that skin problems, in general, are increased throughout HIV-1 disease.
Some conditions are dramatically increased over HIV negative patients, some of
which correlate with progressive WR stage. Other relatively rare conditions
are found with increased frequency in HIV disease. A few conditions appear to
be found almost exclusively in HIV-1 infected patients.

CONCLUSIONS

Studies will continue in order to see if some cutaneous conditions may be
markers of disease progression and, in the future, to see if control of these
conditions could delay progression.
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REPORT DATE: 08/10/92 WORK UNIT # 8814
DETAIL SUMMARY SHEET
TITLE: Pharmacoepidemiologic Study to Develop a Database to Document
Variations in the Outcome of Illness Which May be Due to Drug Effects
and To Document Patterns of Drug use in HIV Infected Patients

KEYWORDS: pharmacoepidemiology, data base, drug use

PRINCIPAL INVESTIGATOR: Bjornson, Darrel COL MS
ASSOCIATES: Oster, Charles COL MC; Hiner, William COL MS

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Aug 1989

FUNDING: Current FY: § 0] Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To develop a data base to study outcomes of illness due to drug effects (both
beneficial and adverse), and to gather useful information on drug use patterns
of HIV infected patients.

TECHNICAL APPROACH

To develop a data base in conjunction with the Henry M. Jackson Foundation
(HMJF) HIV data base which will allow for the retrospective and prospective
collection and review of clinical data and prescription data on HIV infected
patients.

PRIOR AND CURRENT PROGRESS

Currently, all patients on zidovudine and dideoxyinosine have been entered into
the data base (a total of 216). The template for the HIV data base (HMJF) has
been written, and prescription drug data is currently being entered by
physician assistants and protocol nurses. Downloading of drug data from the
CHCS system is currently underway by the Data Group at HMIJF.

CONCLUSIONS
No conclusions can be drawn from the data at this time. This is an ongoing
data collection protocel with long-term follow-up.
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REPORT DATE: 08/10/92 WORK UNIT # 8815
DETAIL SUMMARY SHEET

TITLE: Pneumocystis Carinii Pneumonia in HIV Patients: A Cohort Study to
Estimate the Protective Effect of Prophylactic Pentamidine Inhalation
in Compliant Vs. Noncompliant Patients

KEYWORDS: PCP, HIV, compliance

PRINCIPAL INVESTIGATOR: Bjornson, Darrel COL MS
ASSOCIATES: Oster, Charles COL MC

SERVICE: HIV Research STATUS: Completed
APPROVAL DATE: Aug 1989

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To determine if patients who are compliant with the use of pentamidine
inhalation have a decreased risk of developing Pneumocystis carinii pneumonia
(PCP) when compared to those who are noncompliant. In addition, we will look
to see if there is a difference between monthly and twice monthly regimens
regarding compliance.

TECHNICAL APPROACH

A cohort of patients were selected for the study who had been prescribed
prophylactic pentamidine inhalation. Incidence of PCP will be collected from
the medical records, with compliance data from the pharmacy records. Analysis
will determine whether the risk of PCP is greater in patients who are
noncompliant with pentamidine therapy versus those who are compliant. In
addition, the 300 mg monthly dose will be compared with the 60 mg twice monthly
dose regarding compliance.

PRIOR AND CURRENT PROGRESS

This study has now been completed. Patients (n=146) who were prescribed
aerosolized pentamidine 60 mg every 2 weeks were more compliant (p=0.006) than
those prescribed 300 mg every 4 weeks. In addition, those patients who
initially received the 60 mg regimen and were switched to tiie 300 mg regimen
were more compliant when taking the 60 mg dose (p=0.027). There was no
association between compliance with either regimen and incidence of PCP.
Compliance was generally poor with both regimens.

CONCLUSIONS

Patients on every 2 week regimens of aeroso.ized pentamidine were more
compliant than those on every 4 week regimens. However, regardless of
compliance, some patients were not protected by aerosolized pentamidine over
the 3.5 year period.
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REPORT DATE: 05/02/92 WORK UNIT # 8816
DETAIL SUMMARY SHEET

TITLE: Assessment of Risk Factors for HIV Infection Among AD U.S. Army
Personnel with Documented Recent HIV Antibody Seroconversion

KEYWORDS: HIV, seroconversion, risk
PRINCIPAL INVESTIGATOR: McNeil, John MAJ MC

SERVICE: HIV Research STATUS: Completed
APPROVAL DATE: Aug 1989

FUNDING: Current FY: $ 0 Previous FYs: $§ 0 Total: §
STUDY OBJECTIVE

To investigate behavioral and other determinants of HIV seroconversion among
active duty male soldiers.

TECHNICAL APPROACH
Case control study, blinded, anonymous and confidential interview by civilian
disease intervention specialists at 24 sites within CONUS.

PRIOR AND CURRENT PROGRESS
This protocol was never implemented at WRAMC and should be closed.

CONCLUSIONS
None.
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REPORT DATE: 02/28/92 WORK UNIT # 8817
DETAIL SUMMARY SHEET

TITLE: The Effect of HIV Infection on the Initial Manifestations and Response
to Treatment of Syphilis

KEYWORDS: HIV, syphilis, treatment

PRINCIPAL INVESTIGATOR: Johnson, Steven MAJ MC
ASSOCIATES: Hicks, Charles LTC MC; Tramont, Edmund COL MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Nov 1989

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0
STUDY OBJECTIVE

To compare current therapy of syphilis with a more intensive regimen in
patients with and without HIV infection.

TECHNICAL APPROACH
Randomized double-blind placebo-controlled comparison of two antibiotic
treatment regimens for HIV-infected patients with syphilis.

PRIOR AND CURRENT PROGRESS

Locally, the protocol RV44 has enrolled eight patients (six at WRAMC and two at
NNMC). This multicenter study, as of December 1991, has enrolled 217 patients
(35 HIV-infected, 41 consenting to LP). A revised study goal of 600 patients
is hoped to be met by the end of 1993. Locally, there have been no adverse
events.

CONCLUSIONS
The study locally and nationally is successfully enrolling patients. There are
no interim results yet.
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REPORT DATE: 06/19/92 WORK UNIT # 8818
DETAIL SUMMARY SHEET

TITLE: Prospective Study of the Emergence of Zidovudine Resistance in Patients
Infected with the Human Immunodeficiency Virus who are Treated with
Zidovudine

KEYWORDS: AZT resistance, virus culture, HIV

PRINCIPAL INVESTIGATOR: Mayers, Douglas CDR MC
ASSOCIATES: Oster, Charles COL MC; Wagner, Kenneth MD

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Jun 1990

FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: § 0

STUDY OBJECTIVE

To determine if there exists a level of AZT resistance, measured in vitro,
which correlates with clinical deterioration in patients receiving AZT.
Secondarily, to determine the time course, frequency and clinical parameters
associated with development of AZT resistance, and to develop a repository of
HIV-infected PBMC and plasma for future studies of AZT resistance.

TECHNICAL APPROACH

HIV-infected patients taking AZT will be clinically evaluated every 3 months.
Blood will be drawn at each evaluation for HIV-culture, p24Ag, T cell subsets,
and AZT levels. Aliquots of PBMC and plasma will be stored in liquid nitrogen.
HIV isolates will be evaluated for susceptibility to AZT, DDC, and DDL.
Genotypic analysis of the HIV reverse transcriptase gene will be performed on
selected patient isolates. Primary clinical endpoints are death or development
of a new opportunistic infection. Data will be evaluated using a
Mantel-Haenszel survival analysis with transition states.

PRIOR AND CURRENT PROGRESS

The protocol has completed enrollment with 100 patients (4 patients replaced
prior to closure of enrollment) being followed with sequential evaluations and
HIV cultures. To date, there have been 19 patients with primary endpoints,
with 17 patients developing opportunistic infections and 6 deaths (2 patients
died without a preceding opportunistic infection). There have been no
unexpected adverse reactions to zidovudine therapy, and the patients and their
physicians remain blinded to the results of drug susceptibility testing.
Eleven patients have been switched to DDL by their physicians, and 14 patients
have withdrawn from the study after having blood drawn.

CONCLUSIONS

Susceptibilities to DDL and DDC decrease approximately tenfold as zidovudine
emerges. A cross-sectional analysis of the zidovudine susceptibility data
shows that development of zidovudine resistance is associated with significant
CD4 decline. The temporal relationship of zidovudine resistance to CD4 decline
is being evaluated.
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REPORT DATE: 09/14/92 WORK UNIT # 8819
DETAIL SUMMARY SHEET
TITLE: Active Immunization of Early HIV Infected Patients with Recombinant
GP160 HIV Protein: Phase II Study of Toxicity, Immunotherapy, In Vivo
Immunoregulation and Clinical Efficacy

KEYWORDS: rgpl60, HIV infection, vaccine therapy

PRINCIPAL INVESTIGATOR: Redfield, Robert LTC MC
ASSOCIATES: Birx, Deborah LTC MC; Johnson, Steven MAJ MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Sep 1990

FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: $§ 0
STUDY OBJECTIVE

To evaluate the efficacy of recombinant gplé60 (rgpl60) in the treatment of
patients with early HIV infection.

TECHNICAL APPROACH

This placebo-controlled, double-blind Phase II study will consist of 600
patients overall: 300 to be enrolled within the Department of Defense and 300
to be enrolled in sponsor supported civilian sites. Patients will be equally
randomized to vaccine or placebo. All volunteers will receive intramuscular
injections of 160 ug on days 0, 7, 30, 60, 120, 180 and then at 2 month
intervals through the completion of the trial. Changes in cellular and humoral
immune responses, toxicity to rgpl60, changes in CD4 counts, and shifts in
viral burden will all be explored.

PRIOR AND CURRENT PROGRESS

To date, 270 patients have been enrolled in military sites (76 from WRAMC as of
August 1992); longest duration of follow-up is 600 days. Two hundred and eight
volunteers have been enrolled in civilian sites; longest duration of follow-up
is 30 days. No vaccine-induced systemic toxicity has been experienced to date.
No patient has been discontinued from the trial for safety reasons. An interim
analysis was performed in June and evaluated by the Data Safety and Monitoring
Board (DSMB). The DSMB reported no safety and toxicity concerns and found
immunogenicity to be comparable to Phase I results.

CONCLUSIONS
To date, the vaccine continues to be safe and immunogenic.
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REPORT DATE: 09/14/92 WORK UNIT # 8820
DETAIL SUMMARY SHEET

TITLE: A Phase I Study of the Safety and Immunogenicity of rgpl20/HIV-1-111B
Vaccine in HIV-1 Seropositive Adult Volunteers

KEYWORDS: gpl20, vaccine therapy, HIV infection

PRINCIPAL INVESTIGATOR: Redfield, Robert LTC MC
ASSOCIATES: Birx, Deborah LTC MC; Johnson, Steven MAJ MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Sep 1990

FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: $ 0

STUDY OBJECTIVE

To assess the safety and immunogencitiy of rgpl20 vaccine in asymptomatic HIV-1
infected volunteers, compare the effectiveness of a 3-injection vs. 5-injection
schedule, and compare the effect of variable dose levels of rgpl20 vaccine.

TECHNICAL APPROACH

This Phase I trial will consist of four groups: three open label (100, 300,
600 ug), with 5-10 patients each; and one placebo controlled (20 300ug vaccine,
5 placebo). All volunteers will be vaccinated at 0, 1, 4, 8, 16 weeks.
Alterations in cellular and humoral immune response to HIV specific proteins
and changes in vivo and in vitro cellular immune function will be assessed.

The continuation trial consists of four groups (all open label). Groups as
follows: 300ug q 1 month (15 volunteers); 300ug q 3 months (15 patients);
600ug q 3 months (10 volunteers); and 600ug per original schedule (initial
trial placebos).

PRIOR AND CURRENT PROGRESS

Due to the limited immunogenicity of 100ug dose, it was considered premature to
attempt a schedule comparison. Therefore, all patients (with the exception of
one) were enrolled into the five-injection schedule to match the open label
groups. The last patient completed the initial trial in August. A meeting
with the sponsor to analyze the cate has been arranged for the end of
September. The rollover trial was initiated in May 1992. To date, 41 of 43
volunteers have enrolled in this continuation trial. No systemic toxicity has
been demonstrated. No patients have been discontinued for safety reasons. One
patient was disallowed from entering the continuation trial for noncompliance.

CONCLUSIONS

Preliminary data suggests that the vaccine is safe and immunogenic in early
stage HIV-infected individuals. However, overall conclusions are pending the
completion of the data analysis later this month.
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REPORT DATE: 05/12/92 WORK UNIT # 8821
DETAIL SUMMARY SHEET

TITLE: Sleep Disturbances in HIV+ Patients: A Descriptive Study

KEYWORDS: sleep stage distribution, HIV-positive, HIV-negative

PRINCIPAL INVESTIGATOR: Hendrix, Rose MAJ MC

SERVICE: HIV Research STATUS: Completed
APPROVAL DATE: Jan 1991

FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: $ 0
STUDY OBJECTIVE

To describe sleep stage distribution and sleep disturbances in HIV-positive
patients and in an age and sleep complaint matched HIV-negative control group.

TECHNICAL APPROACH

Patients and controls will undergo a battery of neuropsychological testing and
detailed sleep evaluations in an effort to correlate severity of HIV infection
with sleep stage changes.

PRIOR AND CURRENT PROGRESS

No progress has been made to date. The PI PCS’d shortly after the protocol was
approved. The technical director of the Sleep Lab was assigned the protocol
but did not actually recruit patients and was eventually released from
government service in the Fall of 1991. Since that time, the laboratory has
been struggling to survive due to insufficient staffing and was non-operational
for a period of time. Recently, the lab reopened.

CONCLUSIONS
None.
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REPORT DATE: 06/09/92 WORK UNIT # 8822
DETAIL SUMMARY SHEET

TITLE: An Open Study of Foscarnet Treatment of First Episode CMV-Retinitis in
AIDS Patients

KEYWORDS: Foscarnet, AIDS, retinitis
PRINCIPAL INVESTIGATOR: Oster, Charles COL MC

SERVICE: HIV Research STATUS: Completed
APPROVAL DATE: Jun 1991

FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: § 0

STUDY OBJECTIVE

To evaluate the safety and efficacy of Foscarnet induction and three different
maintenance regimens for the treatment of AIDS patients with first episode
cytomegalovirus (CMV) retinitis; and to determine the pharmacokinetics of
intermittent administration of Foscarnet with or without concomitant
administration of AZT.

TECHNICAL APPROACH

This is an open-label, prospective, company sponsored compassionate study of
Foscarnet for the treatment of first episode CMV retinitis in AIDS patients who
have either failed or who have become intolerant to ganciclovir. Patients will
be started at an induction dose of 60 mg/kg IV every 8 hours, followed by a
maintenance dose of either 60 mg/kg, 90 mg/kg, or 120 mg/kg (randomization
determined by the company) IV every day.

PRIOR_AND CURRENT PROGRESS

Two patients have been enrolled in this study. The drug was FDA approved in
September 1991; therefore, this study has been closed. There were no serious
or unexpected adverse events in these patients. Efficacy and safety data were
submitted to the company (Astra).

CONCLUSIONS
Foscarnet has been FDA approved, data have been submitted to the company, and
the study has been closed. This is a final report.
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REPORT DATE: 04/21/92 WORK UNIT # 8823
DETAIL SUMMARY SHEET
TITLE: Safety and Efficacy of Amphotericin B Lipid Complex in Treatment of
Cryptococcal Meningitis in Patients with Acquired Immune Deficiency
Syndrome
KEYWORDS: AIDS, meningitis, amphotericin B
PRINCIPAL INVESTIGATOR: Oster, Charles COL MC

SERVICE: HIV Research STATUS: Completed
APPROVAL DATE: Jun 1991

FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $§
STUDY OBJECTIVE

To determine the safety and efficacy of amphotericin B Lipid Complex (ABLC) in
the treatment of cryptococcal meningitis in patients with AIDS.

TECHI'ICAL APPROACH
Dose ranging trial comparing three dosages of ABLC to a standard dosage of
amphotericin B.

PRIOR AND CURRENT PROGRESS

Trial halted in February 1992. This study was discontinued by the sponsor,
Bristol-Myers Squibb Pharmaceutical Research Institute, in February 1992. No
patients from WRAMC were enrolled in this study.

CONCLUSIONS
None. Trial was terminated.
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REPORT DATE: 09/10/92 WORK UNIT # 8824
DETAIL SUMMARY SHEET

TITLE: Phase I Study of Alferon N Injection in Persons with Asymptomatic Human
Immunodeficiency Virus (HIV) Infection

KEYWORDS: interferon, HIV infection
PRINCIPAL INVESTIGATOR: Skillman, Donald MAJ MC

SERVICE: HIV Research STATUS: Ongoing
APPROVAL DATE: Sep 1991

FUNDING: Current FY: $§ 0 Previous FY¥s: § 0 Total: $ 0
STUDY OBJECTIVE

Phase I study to determine the safety and tolerance of natural interferon alpha
(IFN alfa-N3) in HIV-infected persons.

TECHNICAL APPROACH

Twenty HIV-infected persons with CD4+ T cells greater than 400 will be enrolled
and screened for adherence to protocol inclusion/exclusion criteria. Those who
meet the criteria will self-inject IFN alfa-N3 subcutaneously three times per
week for 12 weeks. The dose of the drug varies with time of enrollment: the
first 5 volunteers receive 1 million units/dose; the next 10 volunteers start
treatment at 2.5 million units/dose and increase to 5 million units/dose for 12
weeks; the last 5 will increase their dose by 2.5 million units/dose/week untii

35 million units is reached or toxicity develops. Safety monitoring is

continual. A protocol amendment is pending to increase enrollment of

volunteers.

PRIOR AND CURRENT PROGRESS

The first 17 patients have been enrolled and started on the study drug. There
has been no evidence of significant toxicity or adverse symptoms related to the
IFN alfa-N3. Protocol amendments have permitted six of the first nine
volunteers to continue on the study drug beyond the initial 12 weeks for
further acquisition of safety data. Other patients are still in cieir initial
12 weeks of treatment and may be eligible for extended therapy as well. A
protucol amendment is pending that will permit enrollment of sufficient
volunteers so that 20 may be started on the study drug. Two patients enrolled
to date did not meet inclusion/exclusion criteria and will not receive the
interferon. One volunteer has completed the screening procedure and will begin
treatment soon. All patients are seen and treated at the National Naval
Medical Center.

CONCLUSIONS

Natural interferon alpha (IFN alfa-N3) appears to be safe and very well
tolerated. Unless toxicity is seen in the remaining weeks of the protocol,
there appears to be no reason why this drug should not go on to Phase II
(efficacy) testing. 1In vitro evidence of its effects against HIV and published
clinical experience with other IFN alpha preparations strongly suggest a
potential role for this drug in the treatment of HIV-infected persons.
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REPORT DATE: 08,/05/92 WORK UNIT # 8400
DETAIL SUMMARY SHEET

TITLE: Relationship Between Marksmanship and Contrast Sensitivity

KEYWORDS: contrast sensitivity, marksmanship

PRINCIPAL INVESTIGATOR: McKee, Morris MAJ MC
ASSOCIATES: Gorski, David MAJ MS

SERVICE: Kenner Army Community Hospital, Fort Lee, VA STATUS: Completed
APPROVAL DATE: Aug 1989

FUNDING: Current FY: § 0 Previous FYs: $ 0 Total: $ 0

STUDY OBJECTIVE

To determine if there is a positive correlation between degree of contrast
sensitivity as measured by the VCTS system and performance on the M-16 rifle
range.

TECHNICAL APPROACH

A complete optometric examination is performed to rule out disease or other
anomalies and visual perculiarities. Then the subject is administered the
contrast sensitivity test. The score on the M-16 rifle range is determined.
The data are divided into experts and non-qualifiers (or very poor qualifiers).
A t-test will be run on the scores to determine if there are any significant
differences.

PRIOR AND CURRENT PROGRESS
There has been no activity on this study during the past year; no subjects were
enrolled during the past year.

CONCLUSIONS
None. The study is completed without results.
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REPORT DATE: 04/17/92 WORK UNIT # 1501
DETAIL SUMMARY SHEET

TITLE: CALGB 8935 Trimodality Therapy for Stage IIIA Non-small Cell Lung
Cancer, Phase 1II

KEYWORDS: tri-modality, non-small cell, lung cancer

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Sep 1989
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To assess the feasibility, efficacy, and toxicity of neoadjuvant chemotherapy
and postoperative, sequential chemotherapy in the treatment of patients with
Stage IIIA non-small cell lung cancer.

TECHNICAL APPROACH

Non-randomized study in which all eligible patients are surgically staged,
registered, receive anterior chemotherapy, are evaluated for response, go on to
thoracotomy, and on the basis of those findings, receive either posterior
chemotherapy and radiotherapy or radiotherapy only.

PRIOR AND CURRENT PROGRESS

A total of three patients from WRAMC have been entered on this study. Two
patients have died from progressive disease; the third patient is presently
undergoing therapy for progressive disease. No patients have been entered this
reporting period. No adverse effects have been observed related to protocol
therapy. The study reached its accrual goal of 70 patients and closed February
1992.

CONCLUSIONS
Data is being analyzed. No conclusions have been reached.
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REPORT DATE: 03/11/92 WORK UNIT.# 1502
DETAIL SUMMARY SHEET

TITLE: CALGB 8945 A Phase II Study of Toremifene in Metastatic Breast Cancer

KEYWORDS: breast cancer, metastatic, anti-hormones

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Dec 1989
FUNDING: Current FY: $ 0 Previous F¥s: § 0 Total: $ 0

STUDY OBJECTIVE

To evaluate the objective response rate of Toremifene in patients with
mestastatic breast cancer who are ER and PgR negative. To evaluate duration of
response, time to progression, and survival; and to assess the toxicities of
Toremifene.

TECHNICAL APPROACH

All eligible patients will be assigned the same dose of oral Toremifene, 200 mg
twice/day. Treatment will continue until disease progresses or toxicity
occurs. Close monitoring for toxicities will be maintained.

PRIOR AND CURRENT PROGRESS

Two patients were entered into this study from WRAMC during 1991. Both
patients were removed from the study due to progressive disease. No major
toxicities were observed while they were on therapy. A total of 20 patients
have been entered nationwide as of October 1991. The projected accrual was for
20-40 patients. The study was suspended December 1991.

CONCLUSIONS

. No conclusions have been reached.
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REPORT DATE: 04/17/92 WORK UNIT # 1503
DETAIL SUMMARY SHEET

TITLE: CALGB 8965 Flow Cytometry and Reticulocyte Analysis in Myelodysplastic
Syndromes

KEYWORDS: myelodysplasia, flow cytometry

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Dec 1989
FUNDING: Current FY: § 0 Previous F¥s: §$ 0 Total: § 0

STUDY OBJECTIVE
To study the relationship of DNA content abnormalities to the subtype and
cytogenetics of myelodysplastic syndrome and the conversion to acute leukemia.

TECHNICAL APPROACH
Blood and bone marrow samples are obtained upon study entry and repeated if
disease progresses.

PRIOR AND CURRENT PROGRESS
This study closed to patient accrual in February 1992. A total of 37 patients
were entered nationwide. No patients from WRAMC were entered.

CONCLUSIONS
Data is under analysis. No conclusions have been reached.
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REPORT DATE: 03,/02/92 WORK UNIT # 1504
DETAIL SUMMARY SHEET

TITLE: CALGB 8662 Monitoring Circulating Breast Cancer Associated Antigens
with the 15-3 Radioimmunoassay in Metastatic Breast Cancer

KEYWORDS: metastatic breast cancer, CAl5-3 antigens

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Jan 1990
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To determine the predictive value of a given change in CAl5-3 values related to
a known clinical event (response, progression or stability).

TECHNICAL APPROACH

Ten cc of whole blood is drawn at the time of study entry, at each follow-up
visit, and at the time of relapse or disease progression. The plasma is mailed
on dry ice to the referenced laboratory,

PRIOR AND CURRENT PROGRESS

A total of 16 patients from WRAMC have been entered on this study; 5 of them
during 1991. The total accrual nationwide is 310. The projected accrual for
this study is 400. The blood samples are drawn during routine sampling time
while patients are on treatment or follow-up. No adverse reactions have
occurred. No patients have been withdrawn from the study. Samples continue to
be sent at the specified intervals.

CONCLUSIONS
No conclusions.
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REPORT DATE: 01/28/92 WORK UNIT # 1505
DETAIL SUMMARY SHEET

TITLE: CALGB 8963 Psychological Adaptation of Survivors of Acute Leukemia

KEYWORDS: psychosocial adaptation, survivors, leukemia

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Feb 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE
To assess the long-term psychological impact of a devastating disease, such as
acute leukemia, and the impact of surviving treatment.

TECHNICAL APPROACH
The patient has one phone interview and completes one criestionnaire from the
Department of Psychiatry at Sloan-Kettering Memorial.

PRIOR AND CURRENT PROGRESS

This study opened in February of 1990. A total of 60 patients have been
entered nationwide. A total of 23 patients from WRAMC have had interviews
conducted and have completed questionnaires. This is considered a low risk
study; no adverse effects have occurred. No patients have withdrawn their
consent to be interviewed.

CONCLUSIONS
Analysis is ongoing; no conclusions have been reached.
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REPORT DATE: 03/02/92 WORK UNIT # 1506

DETAIL SUMMARY SHEET
TITLE: CALGB 8922 Interleukin-2 in Acute Myelogenous Leukemia
KEYWORDS: AML, second remission, interleukin-2

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Feb 1990
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: $§

STUDY OBJECTIVE

To determine the activity of interleukin-2 (IL-2) in prolonging remission in
acute myelogenous leukemia (AML) patients who are in second remission. To

monitor the effect of IL-2 on display.

TECHNICAL APPROACH

Patients will be randomized to receive or not receive 1L-2. 1If IL-2 is
received, it will be given IV by constant infusion 5 days every 2 weeks for 2
months. Blood samples will be drawn before, during, and after treatment.

Samples will be drawn twice on patients who do not receive IL-2.

PRIOR AND CURRENT PROGRESS

No patients from WRAMC have been entered into this study. The study was
temporarily suspended from patient entry in November 1990. It has not

reopened. No further communication has been received.

CONCLUSIONS
None.
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REPORT DATE: 01/23/92 WORK UNIT # 1509
DETAIL SUMMARY SHEET

TITLE: CALGB 9011 A Study of Fludarabine Vs. Chlorambucil Vs. Both Drugs for
Chronic Lymphatic Leukemia

KEYWORDS: fludarabine, chlorambucil, crossover therapy

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Nov 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To compare the response rates and progression free survival in previously
untreated chronic lymphatic leukemia (CLL) patients using three therapeutic
regimens; to determine whether the quality of life is superior in any one of
the regimens; to determine whether the two drugs fludarabine and chlorambucil,
are non-resistant by a crossover design for patients failing to respond to the
initial single agent.

TECHNICAL APPROACH

Randomized study for eligible CLL patients comparing the new drug fludarabine
with the standard treatment of chlorambucil, or with the two drugs given in
combination. Length of treatment depends on patient’'s response, with the
maximum treatment being 2 years. Fludarabine is given intravenously for 5 days
every 28 days. Chlorambucil is given by mouth for 1 day every 28 days.

PRIOR AND CURRENT PROGRESS

Since the study opened in October 1990, a total of 76 patients have been
entered nationwide. The projected accrual is for 450 patients. One patient
has been entered from WRAMC during 1991. The randomized treatment was
fludarabine. The patient has completed four courses of treatment with minimal
toxicities, mainly hematologic. No adverse effects have occurred. The benefit
has been at least a partial response with the assigned treatment. No patients
have been entered and then withdrawn from the study.

CONCLUSIONS
The study is ongoing; no conciusions have been reached.
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REPORT DATE: 01/30/92 WORK UNIT # 1510
DETAIL SUMMARY SHEET

TITLE: CALGB 9051 A Study of Combination Chemotherapy Plus Irradiation for
Early Stage Hodgkin's Disease

KEYWORDS: poor risk Hodgkin’'s, limited chemotherapy, subtotal nodal radiation

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Nov 1990
FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: § 0

STUDY OBJECTIVE

To establish the response rate to three cycles of EVA and radiation therapy in
untreated patients with early stage, poor risk Hodgkin's disease. To establish
the short and long term complications of combined therapy. To assess patterns
of failure, relapse rate, disease-free survival and overall survival in
patients treated with EVA and subtotal nodal irradiaticn.

TECHNICAL APPROACH

All eligible patients will receive three cycles of chemotherapy at 28 day
intervals consisting of VP-16, vinblastine, and doxorubicin. This will be
followed by a total of 39 radiation treatments given with a 4 week break in
between.

PRIOR AND CURRENT PROGRESS

A total of two patients from WRAMC have been entered on this study. Both have
completed therapy and are being followed every 3 months. Minimal toxicities
from chemotherapy were observed. Both patients had post-radiation pneumonitis.
Both patients are rated as having stable disease due to residual mediastinal
enlargement. No unexpected reactions were observed. No patients have been
withdrawn from the study. Thirty patients have been entered nationwide. The
projected accrual is for 50 patients.

CONCLUSIONS
Analysis is ongoing. No conclusions have been reached.
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REPORT DATE: 01/30/92 WORK UNIT # 1512
DETAIL SUMMARY SHEET

TITLE: CALGB 8944 A Study of Intensive Combined Modality Therapy for Stage III
Breast Cancer

KEYWORDS: Stage III breast cancer, combined therapy, pharmacokinetics

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Nov 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To determine the response rates, disease-free survival, osverall survival, and
local recurrence rates of patients treated with pre-op intensive doxorubicin,
surgery, cytoxan-methotrexate-5FU (CMF), and radiation therapy; to determine
the toxicity of this therapy in otherwise healthy women; to determine the
pharmacokinetics of intensive doxorubicin and the relacionship to initial
response; and to determine the prognostic value of serial serum CA 15-3 levels.

TECHNICAL APPROACH

All eligible patients are to receive four courses of intensive doxorubicin with
pharmacokinetics during the first course. This treatment is followed by the
appropriate mastectomy, followed by 16 weeks of CMF, followed by radiation.
Patients with estrogen receptor (ER) positive tumors will then receive
tamoxifen for 5 years.

PRIOR AND CURRENT PROGRESS

Two patients from WRAMC have been entered on this study. No unexpected
reactions have been observed. One patient is receiving radiation, and the
other is completing the CMF regimen. Both patients have had modified radical
mastectomies with no evidence of metastasis. Blood samples continue to be
obtained for CA 15-3 analysis. This study was closed as of January 1992. The
projected accrual of 100 patients has been reached. No u..expected toxicities
have been reported.

CONCLUSIONS
Analysis is ongoing. No conclusions have been reached.
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REPORT DATE: 02/20/92 WORK UNIT # 1513
DETAIL SUMMARY SHEET
TITLE: CALGB 8923 Randomized Studies of Induction Therapy Adjuncts and
Intensification Therapy Regimens for Older Patients with Acute
Myelocytic Leukemia
KEYWORDS: AML, over age 60, growth factors

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Dec 1990
FUNDING: Current FY: § 0] Previous FYs: § 0 Total: §

STUDY OBJECTIVE

To determine the effect of GM-CSF on the rates of complete remissions (CR) and
hypoplastic deaths in elderly patients treated with daunorubicin and Ara-C
induction therapy; to compare the incidence of infections, time to bone marrow
recovery with GM-CSF vs. placebo; to determine the incidence and significance
of leukemic regrowth using GM-CSF; and to determine the efficacy of two
different post-remission intensification therapies in prolonging disease free
survival.

TECHNICAL APPROACH

All eligible patients over age 60 will be randomized to receive standard Ara-C
and daunorubicin with blinded study drug of GM-CSF or placebo. Those patients
who attain a CR after induction are randomized again to receive an
intensification of four additional courses of Ara-C or two courses of
Ara-C/mitoxantrone.

PRIOR AND CURRENT PROGRESS

Two patients from WRAMC have been enrolled on this study. One patient failed
to achieve a CR, was removed from the study, and died of progressive disease 8
months later. The second patient completed induction, has no evidence of
leukemic regrowth, but has had a prolonged course of thrombocytopenia (greater
than 7 months). The second patient developed a grade 4 infection during
recovery. No other adverse effects were seen. A total of 160 patients have
been entered nationwde with a projected accrual of 384. Prolonged
thrombocytopenia has been observed in other patients outside of WRAMC after
initial induction.

CONCLUSIONS
Analysis is ongoing. No conclusions have been reached.
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REPORT DATE: 02/21/92 WORK UNIT # 1514
DETAIL SUMMARY SHEET

TITLE: CALGB 9021 Induction Therapy for Relapsed or Refractory Acute
Myelocytic Leukemia or Blast Crisis of Chronic ilyelocytic Leukemia

KEYWORDS: AML/CML, induction study, growth factor priming

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Dec 1990
FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: § 0

STUDY OBJECTIVE

To compare response rates of patients with refractory or relapsed acute
myelocytic leukemia (AML) and untreated blast crisis of chronic myelocytic
leukemia (CML) treated with GM-CSF plus high dose cytarabine to high dose
cytaraktine alone; to evaluate the toxicity of high dose cytarabine alone and
with Gl-CSF added; to evaluate in vivo and in vitro erfects of GM-CSF on
leukemic blood and bone marrow; and to correlate patient response with in vitro
studies of the cells.

TECHNICAL APPROACH

This is a study of induction therapy alone. Eligible patients with relapsed or
refractory AML or untreated blast crisis of CML will be randomized to receive
IV GM-CSF vs placebo 2-5 days before, during, and 24 hours after high dose
Ara-C induction therapy. If a complete remission is not achieved, a second
induction will be given. Bone marrow and blood samples will be obtained before
and after GM-CSF and at specified intervals thereafter. Responders are
monitored until relapse.

PRIOR AND CURRENT PROGRESS

No patients from WRAMC have been entered on this study. A total of 29 patients
have been entered nationwide. The projected accrual is for 282 AML patients
and 98 CML patients.

CONCLUSIONS
No conclusions have been reached.
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REPORT DATE: 03/31/92 WORK UNIT # 1515
DETAIL SUMMARY SHEET

TITLE: CALGB 9022 Intensive Post Remission Therapy for Acute Myelocytic
Leukemia

KEYWORDS: AML, untreated, intensive post remission

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Dec 1990
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To determine the feasibility of administering three distinct courses of
intensive post-remission therapy with HIDAC, cyclophosphamide/VP 16, and
diaziquone/mitoxantrone to patients in first remission after treatment with
standard induction chemotherapy.

TECHNICAL APPROACH

All eligible patients receive standard induction therapy with Ara-C and
daunorubicin. Once CR is achieved, all patients receive three post-remission
treatments: high dose Ara-C followed by cyclophosphamide/etoposide, followed
by diaziquone/mitoxantrone. Prior to the third course of therapy, the patient
is re-randomized to receive one of three cohorts using diaziquone, varied doses
of mitoxantrone, or no mitoxantrone along with G-CSF. Patients are then
followed for recurrence. Addendum #9 added G-CSF to the final treatment.

PRIOR AND CURRENT PROGRESS

Four patients from WRAMC have been entered on this study. Two patients were
withdrawn: one failed to achieve a complete remission (CR) after two
inductions; the other died of complications of his leukemia. The remaining two
patients have completed all therapy and are in CR. Marked and prolonged
neutropenia and thrombocytopenia were observed during the three final courses.
This problem was addressed with addendum #9 which added G-CSF to the final
treatment. No other unexpected side effects were observed. A total of 172
patients have been entered nationwide. This study closed to patient accrual
March 1992.

CONCLUSIONS
No conclusions have been reached.
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REPORT DATE: 01/21/92 WORK UNIT # 1516-84
DETAIL SUMMARY SHEET

TITLE: CALGB 8364: Immunological Dizgnostic Studies in Adult ALL

KEYWORDS: immunology, lymphocyte, leukemia

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Oct 1983
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: $§ 0

STUDY OBJECTIVE

To determine the incidence of various monoclonal antibodies’ cytochemical and
conventional lymphoid markers in adult acute lymphatic leukemia (ALL). To
correlate the presence of the various markers with the initial and subsequent
clinical characteristics of the disease, response rate, and response duration.
To determine if marker status changes at relapse.

TECHNICAL APPROACH

Non-randomized study in which all eligible patients being entered on the ALL
treatment protocol agree to allow prior to the initiation of therapy the
submission of six air-dried unstained BM smears for confirmatory cytochemical
studies and 2cc of bone marrow aspicate, along with 7 cc of peripheral blood to
a designated CALGB reference laboratory. The same set of samples is again
obtained at relapse.

PRIOR AND CURRENT PROGRESS

This study opened in June 1983 as a companion to ALL treatment studies. A
total of 22 patients have been entered from WRAMC. Three of those pateints
were entered in 1991. Fourteen patients have died; eight patients are still
being followed for possible relapse. No adverse effects from the blood and
bone marrow samplings have occurred. No benefit to the patient has been cited.
A total of 525 patients have been entered nationwide. The projected accrual is
600 patients. The projected closure date is for January 1993.

CONCLUSIONS
Study is ongoing. No conclusions have been reached.
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REPORT DATE: 03/02/92 WORK UNIT # 1517
DETAIL SUMMARY SHEET

TITLE: CALGB 9013: Alpha Interferon and Cytarabine for Untreated Chronic
Myelogenous Leukemia

KEYWORDS: untreated CML

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Feb 1991
FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: § 0

STUDY OBJECTIVE

To determine whether the combination of low dose Ara-C and alpha interferon
(IFN) can reduce or eliminate the Ph + cells in previously untreated patients
with chronic phase chronic myelogenous leukemia (CML); to assess response rate,
duration of response, and survival of patients with CML treated with this
regimen; to define safety and toxicities of this treatment; and to investigate
concordance of Ph - and Ph + cells between blood and bone marrow as remission
is achieved.

TECHNICAL APPROACH

All eligible patients will have blood and bone marrow samples sent for
cytogenetic analysis. Only Ph + patients will be eligible. Blood and bone
marrow samples will be repeated at 6 month intervals. Eligible patients will
be started on subcutaneous injections of Ara-C twice per day, and subcutaneous
injections of alpha IFN daily. Blood counts will be obtained weekly and the
doses adjusted according to results. Complete or partial responders will be
treated for 18 months total. Patients with stable disease will receive 12
months of treatment.

PRIOR AND CURRENT PROGRESS

No patients from WRAMC have been eligible for this study. A total of 24
patients have been entered nationwide. The projected accrual is for 80
patients.

CONCLUSIONS
No conclusions have been reached.
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REPORT DATE: 03/02/92 WORK UNIT # 1518
DETAIL SUMMARY SHEET

TITLE: CALGB 8761: Prognostic Implications of Chromosomal Abnormalities in
Chronic Myelogenous Leukemia

KEYWORDS: companion study, CML

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Feb 1991
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To determine the chromosome 22 translocation breakpoint for previously
untreated chronic myelogenous leukemia (CML) patients; to determine the
correlation between the breakpoint and patient characteristics at presentation,
during clinical course, and at time of blast crisis; and to determine by
sequential samples whether breakpoint location changes during the course of the
disease or at time of progression.

TECHNICAL APPROACH

Bone marrow samples (2 ml) and blood samples (40 ml) are obtained prior to
treatment, after second treatment cycle, and every 6 months thereafter.
Samples are also obtained during blast crisis. The samples are mailed to the
reference lab for analysis. These samples are obtained during regularly
scheduled blood and bone marrow sampling required for treatment.

PRIOR AND CURRENT PROGRESS
No patients from WRAMC have been entered on this study. The total nationwide
accrual is 89. The projected accrual for the study is 200.

CONCLUSIONS
No conclusions have been reached.
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REPORT DATE: 05/18/92 WORK UNIT # 1519
DETAIL SUMMARY SHEET

TITLE: CALGB 9142 Comparison of Chemotherapy Vs. Chemohormonotherapy in
Premenopausal Women with Stage I1 Receptor Positive Breast Cancer

KEYWORDS: breast cancer, node positive, receptor positive

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Mar 1991
FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: § 0

STUDY OBJECTIVE

To compare the recurrence rates, disease-free intervals, and hormone receptor
positive survival for premenopausal women with lymph node positive breast
cancer given adjuvant therapy with cytoxan, Adriamycin, and 5-fluorouracil
(CAF) chemotherapy alone, or chemotherapy followed by zoladex, or chemotherapy
followed by zoladex and tamoxifen. To compare the relative toxicities of these
three regimens, and to assess their effect on blood hormone lavels.

TECHNICAL APPROACH

All eligible patients will receive a 6 month course (six cycles) of standard
CAF therapy. 1Initially, they will be randomized to receive an additional 5
years of zoladex, receive an additional 5 years of zoladex and tamoxifen, or
end therapy following CAF.

PRIOR AND CURRENT PROGRESS

A total of seven patients from WRAMC have been entered on this study. All
patients were registered during 1991 and have completed their 6 months of
therapy. No patients experienced unexpected toxicities, and none were
withdrawn during therapy. Three patients are receiving zoladex monthly, one
patient is receiving zoladex and tamoxifen, and three patients have completed
all therapy.

CONCLUSIONS
The study is ongoing. No conclusions have been reached.
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REPORT DATE: 05/18/92 WORK UNIT # 1520
DETAIL SUMMARY SHEET
TITLE: CALGB 9143 Comparison of Combination Chemotherapy with the CAF Regimen
Vs. A 16-week 6-Drug Regimen for Stage II Receptor Negative Breast
Cancer

KEYWORDS: breast cancer, adjuvant therapy, node positive

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Mar 1991
FUNDING: Current FY: $ 0 Previous F¥s: § 0 Total: $ 0

STUDY OBJECTIVE .

To compare disease-free and overall survival in node-positive receptor-negative
breast cancer patients receiving adjuvant cytoxan, Adriamycin, and
S-fluorouracil (CAF) or a 16-week multi-drug regimen. To compare toxicities of
adjuvant CAF and a 16 week multi-drug regimen.

TECHNICAL APPROACH

Eligible patients are randomized to receive either six 28-day courses of CAF or
the 16-week multi-drug regimen. If randomly assigned to the second treatment,
a central venous catheter is inserted prior to treatment.

PRIOR AND CURRENT PROGRESS
No patients from WRAMC have been entered on this study due to the requirement
for estrogen and progesterone negative receptors.

CONCLUSIONS
The study is ongoing. No conclusions have been reached.
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REPORT DATE: 05/19/92 WORK UNIT # 1521-91
DETAIL SUMMARY SHEET
TITLE: CALGB 9194: Comparison of Adjuvant Chemotherapy with Concurrent or
Delayed Tamoxifen vs. Tamoxifen Along in Postmenopausal Patients with
Receptor Positive Stage II Breast Cancer

KEYWORDS: postmenopausal, lymph node positive, receptor positive

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Apr 1991
FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: § 0

STUDY OBJECTIVE

To compare disease-free survival and overall survival of postmenopausal primary
breast cancer patients with involved axillary nodes and positive estrogen
and/or progesterone receptors treated with standard adjuvant therapy with
long-term tamoxifen, or with chemoendocrine therapy with cytoxan, Adriamycin,
and 5-fluorouracil (CAF) followed by long-term tamoxifen, or with concurrent
chemoendocrine therapy with tamoxifen and CAF.

TECHNICAL APPROACH

Eligible patients will be randomized to receive one of three treatment arms:
tamoxifen alone for 5 years, six courses of CAF followed by tamoxifen for 5
years, or six courses of CAF with concurrent tamoxifen for 5 years.

PRIOR AND CURRENT PROGRESS
No patients from WRAMC have met the eligibility criteria to be enrolled on this
study.

CONCLUSIONS
The study is ongoing. No conclusions have been reached.
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REPORT DATE: 09/17/92 WORK UNIT # 1522-84
DETAIL SUMMARY SHEET

TITLE: CALGB 8461: Cytogenic Studies in Acute Leukemia: A Companion to CALGB
8011, 8323, 8321, and 8411

KEYWORDS: cytogenetics, acute leukemia

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Sep 1984
FUNDING: Current FY: $ 0 Previous FYs: $ 0 Total: § 0

STUDY OBJECTIVE
To determine the incidence of specific chromosom abnormalities in adult acute
non-lymphatic leukemia (ANLL) and acute lymphatic leukemia (ALL).

TECHNICAL APPROACH
All eligible patients are registered to this companion to treatment protocols.
A specimen of marrow and blood is obtained at diagnosis and again at relapse.

PRIOR AND CURRENT PROGRESS

This study remains open for patient accrual. A total of 69 patients from WRAMC
have been entered; the latest one was registered in March 1991. No new
patients have been entered this reporting period. A total of over 1900
patients have been entered nationwide. Samples continue to be sent for
analysis on those patients who have relapsed. There has been no incidence of
serious or unexpected adverse reactions.

CONCLUSIONS
Analysis is ongoing.
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REPORT DATE: 06/10/92 WORK UNIT # 1536-85
DETAIL SUMMARY SHEET

TITLE: CALGB 8582: A Comparison of Pentostatin and Aloha Interferon in
Splenectomized Patients with Active Hairy Cell Leukemia

KEYWORDS: pentostatin, alpha-interferon, hairy cell leukemia

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: May 1985
FUNDING: Current FY: $ 0 Previous FY¥s: § 0 Total: §

STUDY OBJECTIVE
To compare the effectiveness of pentostatin and alpha-interferon in the
treatment of hairy cell leukemia. To evaluate the toxicities of the two drugs.

TECHNICAL APPROACH
Patients entered will be randomized to receive either alpha-interferon SQ 3 X
week for 13 weeks or pentostatin IV X 2 days, every 2 weeks for 3 months.

PRIOR AND CURRENT PROGRESS

Only one patient from WRAMC has been entered on this study. That patient
subsequently died from a non-disease related condition (1986). No adverse
effects from treatment were observed. The study officially closed in May 1992.

CONCLUSIONS
No conclusions have been reached.
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REPORT DATE: 08/17/92 WORK UNIT # 1550-86
DETAIL SUMMARY SHEET
TITLE: CALGB 8534: Combination Chemotherapy with Intensive ACE/PCE and
Radiation Therapy to the Primary Tumor and Prophylactic Whole Brain
Radiation Therapy with or without Warfarin in Limited Small Cell
Carcinoma of the Lung

KEYWORDS: lung, chemotherapy, radiation

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Aug 1986
FUNDING: Current FY: $ 0 Previous FY¥s: § 0 Total: $

STUDY OBJECTIVE

To determine the complete response rate and long-term survival of patients
treated with a new combined modality program containing three cycles of ACE
followed by concurrent radiation and PCE followed by three cycles of ACE.

TECHNICAL APPROACH
Randomized study in which all eligible patients receive the above listed
therapy with or without daily doses of warfarin.

PRIOR AND CURRENT PROGRESS

A total of five patients have been entered on this study; the last one was
registered in February 1989. No new patients have been registered this
reporting period. Three of the five patients have died of their disease; the
other two are still being followed for recurrence. No unexpected toxicities
have been observed. The study closed August 1992.

CONCLUSIONS
No conclusions have been reached.
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REPORT DATE: 08/19/92 WORK UNIT # 1551-86
DETAIL SUMMARY SHEET

TITLE: CALGB 8362: Pharmacokinetics of Ara-C in Patients with Acute
Myelogenous Leukemia, A Companion to CALGB 8525

KEYWORDS: pharmacokinetics, Ara-C, leukemia

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Sep 1986
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: §

STUDY OBJECTIVE
To monitor the plasma levels associated with Ara-J induction therapy and the
three dosage levels of Ara-C used in the post-remission therapy in CALGB 8525.

TECHNICAL APPROACH

Non-randomized companion study in which all eligible patients give consent to
have four samples of blood drawn during induction therapy and again during the
first course of intensification therapy. Blood is then processed and sent to a
reference laboratory for drug levels.

PRIOR AND CURRENT PROGRESS

This study reopened for accrual in April 1991. No patients have been entered
since the reopening date. Previously, 30 patients were entered who were
simultaneously entered on CALGB 8525. All samples were collected. No adverse
effects were seen. The study closed for accrual on March 30, 1992.

CONCLUSIONS
Data is being analyzed. No conclusions have been reached.
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REPORT DATE: 06/12/92 WORK UNIT # 1560-87
DETAIL SUMMARY SHEET

TITLE: CALGB 8642: A Master Protocol to Study Single Agent Chemotherapy Vs.
Standard Chemotherapy for Advanced Breast Cancer

KEYWORDS: chemotherapy, cancer, breast

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Jun 1987
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To evaluate single Phase II agents in achieving responses in previously
untreated metastatic breast cancer patients.

TEChNICAL APPROACH

Randomized study in which all eligible patients receive either standard
cytoxan, Adriamycin, and 5-fluorouracil (CAF) therapy or a Phase II agent.
Those randomized to receive a Phase II agent are treated for two cycles, then
reevaluated for response or progression. If progression occurs, they are
switched to CAF therapy. The next Phase II drug under study is elsamitrucin,
pending final CALGB approval.

PRIOR AND CURRENT PROGRESS

A total of 11 patients from WRAMC have been entered on this study. Six
patients have died of progressive disease; one patient was removed from
treatment due to progressive disease, one patient is free of disease, and the
remaining three are receiving chemotherapy with stable disease. No adverse,
unexpected effects have been observed. No patients have been entered since
September 1991.

CONCLUSIONS
The study is ongoing. No conclusions have been reached.
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REPORT DATE: 06/12/92 WORK UNIT # 1564-87
DETAIL SUMMARY SHEET

TITLE: CALGB 8692: Intergroup Study in Metastatic Sarcomas

KEYWORDS: chemotherapy, sarcoma

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Jun 1987
FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: $ 0

STUDY OBJECTIVE

To determine if the addition of ifosfamide to doxorubicin and dacarbazine
significantly changes the response rate, survival, and toxicity in the therapy
of metastatic soft tissue sarcomas.

TECHNICAL APPROACH

Randomized study in which all eligible patients receive either doxorubicin and

dacarbazine alone or doxorubicin, dacarbazine, and ifosfamide with mesna. Study
is no longer randomized, and only patients with bone sarcomas are now eligible.
All eligible patients receive doxorubicin, ifosfamide, dacarbazine, and mesna.

PRIOR AND CURRENT PROGRESS

This study was temporarily closed in May 1991 due to limited availability of
decarbazine. The study officially closed June 1992 after reaching desired
accrual. A total of 11 patients were entered from WRAMC; the most recent one
was entered in September 1990. Seven patients have died of progressive
disease. Ten patients had progressive disease. One patient’'s care and
follow-up was transferred to another institution, and he was disease free at
the time of the last report. No unexpected toxicities were observed and no
patients withdrew consents.

CONCLUSIONS
Manuscript submitted with analysis.
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REPORT DATE: 01/21/92 WORK UNIT # 1573-87
DETAIL SUMMARY SHEET

TITLE: CALGB 8762: Molecular Subtypes in Acute Lymphatic Leukemia with
Philadelphia Chromosome

KEYWORDS: Philadelphia chromosome, ALL

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Oct 1987
FUNDING: Current FY: §$ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To determine the incidence of pH positivity in patients with previously
untreated acute lymphatic leukemia (ALL).

TECHNICAL APPROACH

Non-randomized comparison study in which all eligible patients who consent to
allow a sample of blood and bone marrow to be sent to a reference laboratory at
the time of diagnosis, first intensification, and at relapse.

PRIOR AND CURRENT PROGRESS

This study opened October 1987. A total of five patients have been entered;
the latest being in December 1990. No patients were registered during 1991.
One patient was removed from the study due to a change in diagnosis and
treatment study. The remaining four continue to be followed for relapse.
There have been no adverse reactions from the blood and bone marrow samplings.
There have been no cited benefits to the patients. The desired accrual for
this study remains at 250 patients. A total of 138 patients have been entered
nationwide. The projected date of closure is April 1993,

CONCLUSIONS
Analysis is ongoing; no conclusions have been reached.
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REPORT DATE: 01/30/92 WORK UNIT # 1574-87
DETAIL SUMMARY SHEET

TITLE: CALGB 8763: Immunoglobulin and T Cell Receptor Gene Rearrangement in
Adult Acute Lymphatic Leukemia

KEYWORDS: immunoglobulin, T-cell receptor, ALL

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Oct 1987
FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: § 0

STUDY OBJECTIVE

To determine the incidence of Ig and T-cell receptor gene rearrangements from
samples of patients with previously untreated adult acute lymphatic leukemia
(ALL) .

TECHNICAL APPROACH

Non-randomized companion study in which all eligible patients who consent allow
a sample of bone marrow and blood to be sent to CALGB reference laboratory at
the time of diagnosis, prior to first intensification, and at relapse.

PRIOR AND CURRENT PROGRESS

A total of six patients from WRAMC have been entered on this study. One
patient was entered during 1991. Bone marrow and blood samples are being
obtained when scheduled diagnostic marrows are done. No adverse effects have
occurred. A total of 170 patients have been entered nationwide. The projected
accrual is for 250 patients; projected closure of the study is April 1993.

CONCLUSIONS
Analysis is ongoing. No conclusions have been reached.
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REPORT DATE: 02/19/92 WORK UNIT # 1577-80
DETAIL SUMMARY SHEET
TITLE: CALGB 8361: Immunologic Diagnostic Studies in AML (blood drawing
phase); previously CALGB 7921) CALGB 8321: A Comparative Study of 3
Remission Induction Regimens and 2 Maintenance Regimens for AML
(treatment phase); previously CALGB 7921
KEYWORDS: immunology, oncology, leukemia

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Dec 1981
FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: § 0

STUDY OBJECTIVE

a) To determine the incidence of various markers in acute myelogenous leukemia
(AML); b) To correlate the presence of these markers and the surface antigen
phenotype they determine with the FAB histological classification; and c¢) To
correlate the presence of the various markers with the initial and subsequent
clinical characteristics of the disease.

TECHNICAL APPROACH

All eligible patients are registered prior to the initial therapy. From the
diagnostic bone marrow procedure, 2 cc of bone marrow and 7 cc of peripheral
blood are collected and sent by express mail to the CALGB reference laboratory
for analysis and confirmation of classification. Samples are again obtained at
relapse.

PRIOR AND CURRENT PROGRESS

A total of 59 patients from WRAMC have been entered on this study; five of
those patients were entered in 1991. Blood and marrow samples have been sent
accordingly. A total of 1625 patients have been entered nationwide. No
adverse effects have been seen. No benefits to the patients have been seen.
No patients have withdrawn from the study.

CONCLUSIONS
This study is ongoing. No conclusions have been reached.
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REPORT DATE: 02/21/92 WORK UNIT # 1579-88
DETAIL SUMMARY SHEET

TITLE: CALGB 8861: Monitoring Circulating Breast Cancer-Associated 15-3
Antigen in Stage II Breast Cancer

KEYWORDS: antigen, breast cancer, Stage II

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Jan 1984
FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: § 0

STUDY OBJECTIVE
To evaluate the predictive value of rising CAl15-3 levels in patients who are
clinically free of recurring disease.

TECHNICAL APPROACH

Ten cc of whole blood is collected prior to first therapy, at 28 day intervals
during therapy, at 4 month intervals for 2 years, and then every 6 months for 4
years. Blood is processed at WRAMC and shipped to CALGB approved reference
laboratory for analysis.

PRIOR AND CURRENT PROGRESS

A total of 14 patients from WRAMC have been entered on this study. One patient
was entered during 1991. Nationwide, 288 patients have been entered. The
projected accrual is for up to 700 patients. Blood samples have been obtained
at specified intervals. No withdrawals from study have occurred; no adverse
effects have been observed.

CONCLUSIONS
Analysis is ongoing. No conclusions have been reached.
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REPORT DATE: 01/02/92 WORK UNIT # 1583-88
DETAIL SUMMARY SHEET

TITLE: CALGB 8862: A Pharmacodynamic Study of Amonafide

KEYWORDS: amonafide, pharmacodynamics

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Jul 1988
FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: $

STUDY OBJECTIVE

To determine feasibility of conducting a multi-institutional pharmacodynamic
study employing limited sampling points. To examine the relationships between
pharmacokinetic characteristics of amonafide and clinical outcome.

TECHNICAL APPROACH

All eligible patients give consent for the collection of blood samples (30cc
each, prior to treatment, 45 minutes and 24 hours after treatment) for one
course of therapy only. Blood is then processed and sent to a CALGB reference
laboratory for analysis.

PRIOR AND CURRENT PROGRESS

Desired accrual was reached for this study, and it was closed in September
1991. No patients from WRAMC were entered. No patients were registered on
CALGB Protocol 8642 during the time amonafide was used for treatment.

CONCLUSIONS
Analysis still in progress.
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REPORT DATE: 08/19/92 WORK UNIT # 1584-88
DETAIL SUMMARY SHEET

TITLE: CALGB 8896: An Intergroup Study of Adjuvant Therapy of Primary Colon
Cancer

KEYWORDS: chemotherapy, adjuvant, colon cancer

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Sep 1988
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To compare relative toxicity and efficacy of three approaches (low dose
leucovorin + 5FU, high dose leucovorin + 5FU, observation) to treatment of
patients with Duke’s B or C colon cancer post-curative surgery.

TECHNICAL APPROACH

Randomized study in which all eligible patients will be stratified according to
extent, obstruction, and metastasis to receive surgery alone or surgery
followed by low dose chemotherapy or high dose chemotherapy.

PRIOR AND CURRENT PROGRESS

A total of 12 patients from WRAMC have been entered on this study. Two of
those were entered during this reporting period. Those two patients are still
receiving treatment. No unexpected toxicities have been observed. Two of the
12 patients have had recurrence of their disease; one has died. Ten patients
continue in follow-up and are disease-free. This study closed to patient
accrual on July 30, 1992.

CONCLUSIONS
The data is being analyzed. No conclusions have been reached.
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REPORT DATE: 11/13/90 WORK UNIT # 1590-89
DETAIL SUMMARY SHEET

TITLE: CALGB 8852: A Study of CHOPE in Diffuse Lymphomas

KEYWORDS: lymphoma, CHOPE, high-dose

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Jan 1989
FUNDING: Current FY: § 0 Previous F¥s: $ 0 Total: § 0

STUDY OBJECTIVE

1) To identify the maximally tolerated dose of cyclophosphamide, doxorubicin,
vincristine, prednisone and etoposide (CHOPE) in the treatment of lymphoma; and
2) To assess the safety of giving multiple cycles of high-dose CHOPE therapy.

TECHNICAL APPROACH

Standard doses of CHOPE will be given to the first 20-25 patients enrolled. If
tolerated, the doses would be escalated for the next groups sequentially, until
the maximum tolerated dose was reached.

PRIOR AND CURRENT PROGRESS

Study opened January 1989 and was suspended May 1990. Three patients were
entered on the study. All three patients have gone off-study due to disease
progression.

CONCLUSIONS

This study was suspended in May 1990; accrual goal was reached for the current
dose level. Future plans uncertain. Data still being reviewed; no conclusions
reached.
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REPORT DATE: 05/19/92 WORK UNIT # 1595-89
DETAIL SUMMARY SHEET

TITLE: CALGB 8961 RAS Mutations in Myelodysplasia

KEYWORDS: RAS, oncogenes, myelodysplasia

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Apr 1989
FUNDING: Current FY: $§ 0 Previous F¥s: $§ 0 Total: § 0

STUDY OBJECTIVE

To determine the prevalance of mutant RAS genes in myelodysplasia. To
determine if the presence of such a mutation predicts subsequent leukemic
development.

TECHNICAL APPROACH

Non-randomized, non-treatment protocol in which all eligible patients are
registered. Blood and bone marrow samples and slides are obtained at entry and
again when acute leukemia develops.

PRIOR AND CURRENT PROGRESS

A total of four patients from WRAMC have been entered on this study. No new
patients were entered during 1991 or thus far in 1992. The four patients have
died of their disease.

CONCLUSIONS
Analysis of samples is ongoing. No conclusions have been reached.
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REPORT DATE: 08/18/92 WORK UNIT # 1596-89
DETAIL SUMMARY SHEET

TITLE: CALGB 8897 Evaluation of Adjuvant Therapy for Node Negativc Primary
Breast Cancer, Phase III

KEYWORDS: adjuvant, node negative, breast cancer

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Aug 1989
FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: § 0

STUDY OBJECTIVE

To compare disease free survival and overall survival of high risk primary
breast cancer patients with negative axillary lymph nodes treated with standard
CMF or CAF chemotherapy. To assess value of the addition of tamoxifen in these
patients.

TECHNICAL APPROACH

This is a complicated study in which eligible patients are registered as low,
uncertain, or high risk patients. Low risk patients are followed with no
therapy. Uncertain risk patients undergo flow cytometry to be categorized as
low or high. Those categorized as high risk patients, plus all other known
high risks, are then randomized to CMF, CMF with tamoxifen, CAF, or CAF with
tamoxifen.

PRIOR AND CURRENT PROGRESS

A total of 31 patients from WRAMC have been entered on this study; 7 patients
have been entered since the last reporting period. Five of those patients
received chemotherapy. No unexpected toxicities were experienced. The other

two are still disease free. No patients have withdrawn from the study.

CONCLUSIONS
The study is ongoing. No conclusion- have been reached.
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REPORT DATE: 08/18/92 WORK UNIT # 1598-89
DETAIL SUMMARY SHEET

TITLE: CALGB 8952 Combination Chemotherapy for Advanced Hodgkin's Disease,
Phase III

KEYWORDS: chemotherapy, Hodgkin’s disease

PRINCIPAL INVESTIGATOR: Weiss, Raymond MD

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cancer & Leukemia Group B APPROVAL DATE: Aug 1989
FUNDING: Current FY: § 0 Previous F¥s: § 0 Total: $ 0

STUDY OBJECTIVE

To compare ABVD to the MOPP/ABV hybrid as therapy for patients with Hodgkin's
disease in terms of complete response rates, disease-free survival,
failure-free survival, and both intermediate and long-term toxicities.

TECHNICAL APPROACH

Randomized study in which eligible patients receive either ABVD or the MOPP/ABV
hybrid combination for a minimum of six cycles unless progression is
documented.

PRIOR AND CURRENT PROGRESS

A total of five patients from WRAMC have been entered on this study. Three
patients were entered during 1991 and are still receiving therapy. No
unexpected toxicities have been observed. The two original patients remain in
complete remission (CR). The other patients are too early to evaluate.

CONCLUSIONS
No conclusions have been reached.
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REPORT DATE: 04/30/92 WORK UNIT # 1243
DETAIL SUMMARY SHEET

TITLE: Percutaneous Balloon Valvuloplasty for Patients with Mitral Stenosis or
Aortic Stenosis: A Pilot Study

KEYWORDS: valvulonlasty, aortic stenosis, mitral stenosis

PRINCIPAL INVESTIGATOR: Laird, John MAJ MC
ASSOCIATES: Wortham, Dale, COL MC; Prewitt, Kerry MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: Oct 1986
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE
To determine the efficacy of percutaneous balloon valvuloplasty (PBV) in adults
with aortic or mitral stenosis.

TECHNICAL APPROACH

Symptomatic patients with mitral stenosis and aortic stenosis will be offered
PBV as an option to standard surgical valve replacement. PBV will be performed,
with immediate and short-term (6 months) hemodynamic, aortographic, and
echocardiographic evaluation.

PRIOR AND CURRENT PROGRESS

To date, 42 patients have been enrolled in this study and have undergone
balloon aortic valvuloplasty, and 42 patients have undergone balloon mitral
valvuloplasty. In the past year, four patients have undergone balloon aortic
valvuloplasty, and seven patients have undergone balloon mitral wvulvuloplasty.
There were no acute complications associated with these procedures. One
patient had mild-moderate mitral insufficiency prior to mitral valvuloplasty
that worsened following the procedure. He subsequently went on to undergo
successful mitral valve replacement. Almost all patients have had significant
clinical improvement following the procedure, and the overall complication rate
is well within accepted norms.

CONCLUSIONS

The indications for these procedures have been better defined, and the
importance of proper patient selection has been delineated. Mitral
valvuloplasty appears to be an excellent therapeutic option for selected
patients with mitral stenosis. Balloon aortic valvuloplasty appears to have
only a limited role as a treatment for patients who are not candidates for
surgical valve replacement.
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REPORT DATE: 06/22/92 WORK UNIT # 1245
DETAIL SUMMARY SHEET
TITLE: A Double Blind Study of the Safety and Efficacy of Multiple Intravenous
Infusions of Disodium EDTA in Patients with Obstructive Peripheral
Arterial Disease and Intermittent Claudication

KEYWORDS: EDTA, claudication

PRINCIPAL INVESTIGATOR: Wortham, Dale COL MC
ASSOCIATES: Bigham, Peter CPT MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cardiology Service APPROVAL DATE: Jul 1987
FUNDING: Current FY: $§ 0 Previous FY¥s: $ 0 Total: § 0

STUDY OBJECTIVE
To evaluate the intravenous administration of EDTA in subjects with peripheral
vascular disease manifested by intermittent claudicatior .

TECHNICAL APPROACH

Thirty weekly intravenous administrations at two different dosage levels will
be given. The effect on the symptom of exercise tolerance will be compared, and
the drug response will be evaluated by measuring the distances walked during
treadmill examination.

PRIOR AND CURRENT PROGRESS
After the enrollment of 26 patients, funding for this study was withdrawn by
Wyeth-Ayerst who became the parent company by buying Elkins-Sinn, Inc.

CONCLUSIONS
The study has been interrupted pending receiving new funding. Therefore, this
study should be closed at WRAMC.
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REPORT DATE: 02/12/92 WORK UNIT # 1249
DETAIL SUMMARY SHEET

TITLE: Multicenter Study of Silent Ischemia

KEYWORDS: silent ischemia, myocardial infarction, unstable angina

PRINCIPAL INVESTIGATOR: Rogan, Kevin MAJ MC
ASSOCIATES: Gorman, Patrick CPT MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cardiology Service APPROVAL DATE: Dec 1987
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

Heart patients can have brief episodes of silent myocardial ischemia (MI) which
are reflected on the electrocardiogram without accompanying symptoms. The
meaning of ischemia without symptoms is uncertain. The purpose of this study
is to find out whether silent ischemia is a predictor of future complications,
such as myocardial infarction, development of unstable angina, or sudden death.

TECHNICAL APPROACH

One to six months after hospitalization for acute MI, unstable angina, or
congestive heart failure with ischemic etiology, study subjects will have a
physical exam, cardiovascular history taken, a 24-hour Holter recording,
routine ECG, a thallium exercise test, and a psychological profile
questionnaire. Follow-up visits will include a brief interview to assess health
status and, on some occasions, an ECG. The 24-hour Holter recording will be
repeated once (at the first follow-up visit).

PRIOR AND CURRENT PROGRESS

Enrollment was completed December 1990; study was completed December 1991.
Data processing is in progress in Rochester, NY. Total enrollment was 38
patients. Eight patients are inactive due to relocation to out-of-state areas.
There were no adverse events.

CONCLUSIONS
Data analysis in progress.
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REPORT DATE: 07,/02/92 WORK UNIT # 1256
DETAIL SUMMARY SHEET

TITLE: High Resolution Ambulatory Holter Monitoring in Preoperative Cardiac
Evaluation of Vascular Surgery Patients

KEYWORDS: Holter monitor, preoperative evaluation, vascular surgery

PRINCIPAL INVESTIGATOR: Cambier, Patrick CPT MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cardiology Service APPROVAL DATE: Mar 1989
FUNDING: Current FY: $ 0 Previous FY¥s: §$ 0 Total: § 0

STUDY OBJECTIVE
To demonstrate diagnostic utility in high resolution Holter monitoring
preoperatively to assess vascular surgical risk of myocardial ischemia.

TECHNICAL APPROACH

Preoperative vascular patients who frequently cannot exercise (to allow
traditional stress testing) need alternative means of assessing preoperative
cardiovascular risk. High resolution Holter monitoring may provide such
insight.

PRIOR AND CURRENT PROGRESS

This study was in progress with enrollment of a limited number of patients when
similar data were published in the Journal of the American College of
Cardiology. This study surpassed this protocol, and since the principal
investigator has undergone a permanent change of station, this study is now
closed.

CONCLUSIONS
No significant conclusions can be drawn from the limited number of patients
enrolled.
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REPORT DATE: 06/29/92 WORK UNIT # 1258
DETAIL SUMMARY SHEET

TITLE: Combined Effects of Angiotensin-Converting Enzyme Inhibitors and
Digoxin in the Chronic Treatment of Idiopathic Dilated Cardiomyopathy

KEYWORDS: dilated cardiomyopathy, ACE-inhibitor, digoxin

PRINCIPAL INVESTIGATOR: Hull, Robert CPT MC
ASSOCIATES: Rogan, Kevin MAJ MC; Wortham, Dale COL MC

DEPARTMENT: Department of Medicine ‘ STATUS: Completed
SERVICE: Cardiology Service APPRCVAL DATE: Jul 1989
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To study the clinical efficacy of long-term oral digoxin therapy in normal
sinus rhythm in patients with underlying idiopathic dilated cardiomyopathy
already naintained on chronic ACE-inhibitor therapy. Long-term benefit is to
be assessed in terms of overall drug requirements, functional class, quality of
life assessment, exercise capacity, and left ventricular ejection fraction.

TECHNICAL APPROACH

Patients will be maintained on oral ACE-inhibitors and undergo baseline
assessment as described above. They then will undergo 4-month study periods
involving crossover with digoxin/placebo. Study periods will be
doubled-blinded, and there will be a l-month washout period between phases.
Each patient will undergo a clinic assessment at the 2-month mark into each
period, and at 4 months each patient will have all baseline assessments
repeated.

PRIOR AND CURRENT PROGRESS
Just after last year's Annual Progress Report was submitted, an equipment
failure (metabolic cart) prohibited the continuation of this study.

CONCLUSIONS

We entered approximately half of our desired number of patients. Three
patients were lost to follow-up due to the equipment failure. We reached no
meaningful conclusions.
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REPORT DATE: 04/02/92 WORK UNIT # 1260
DETAIL SUMMARY SHEET

TITLE: Antiarrhythmic Therapy in Congestive Heart Failure, VA Cooperative
Study #320

KEYWORDS: heart failure, antiarrhythmic therapy, survival

PRINCIPAL INVESTIGATOR: Weston, Lawrence MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: Oct 1989
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: $ 0

STUDY OBJECTIVE

To determine whether the treatment of ventricular arrhythmias with amiodarone
prolongs survival by reducing sudden death in patients with congestive heart
failure.

TECHNICAL APPROACH

The study is a multi-center, randomized, double-blinded, placebo-controlled
trial of the effects of amiodarone on survival in patients with congestive
heart failure. Patients qualifying for enrollment must have significant heart
failure and ventricular ectopy on ambulatory ECG monitoring. Patients are then
randomized to either amiodarone or placebo and then followed for the endpoints
of the study. No modifications have been made to the original protocol
methods.

PRIOR AND CURRENT PROGRESS

Fifteen (15) patients have been enrolled in the study to date. During calendar
year 1990, 10 patients entered the study, and 5 patients have been enrolled
thus far during calendar year 1992. Because of Operation Desert Shield/Storm
and the loss of the study nurse, no patients were enrolled in calendar year
1991. Over the 2 year period, a total of five patients have been lost to
follow-up or have refused to continue their participation. The remaining
patients are doing well; no deaths, serious adverse reactions, or benefits to
patients have been encountered.

CONCLUSIONS
With the hiring of a new study nurse, additional patients are being actively
recruited for the study.
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REPORT DATE: 05/05/92 WORK UNIT # 1262
DETAIL SUMMARY SHEET

TITLE: Utility of Transesophageal Echocardiography in Evaluation of Young
Patients with Unexplained Cerebral Ischemia and Infarction

KEYWORDS: stroke, echocardiography, embolism

PRINCIPAL INVESTIGATOR: Gaither, Neal MAJ MC
ASSOCIATES: May, Eugene CPT MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cardiology Service APPROVAL DATE: Jan 1990
FUNDING: Current FY: $ 0 Previous F¥Ys: § 0 Total: $ 0

STUDY OBJECTIVE

To evaluate the role of echocardiography for detecting the source of embolic
stroke in young patients. To compare the diagnostic yield of transthoracic
versus transesophageal echocardiography for detection of "source of embolism"
in young patients.

TECHNICAL APPROACH
Transthoracic and transesophageal echocardiography with saline contrast and
Valsalva'’s maneuver. Further evaluation if clinically appropriate.

PRIOR AND CURRENT PROGRESS

Twenty-three patients were enrolled and studied during the first year. Since
that time, the associate investigator has transferred to the
Neuro-Ophthalmology Service, and continuity of this project with the Neurology
Service has not been maintained. This has resulted in an absence of referrals
for the study, since almost all patients have come from the Neurology Service.
During the preceding 12 months, only four patients have been enrolled. The
procedures performed (transthoracic and transesophagel echo) have become a
standard part of the evaluation of such patients. Therefore, these patients
have been studied by these techniques, but many of those studied were not
enrolled in the protocol.

CONCLUSIONS

Since the procedures involved in this investigation have become part of the
standard evaluation of young stroke patients, it is recommended that the study
be terminated (both investigators will be leaving WRAMC).
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REPORT DATE: 02/03/92 WORK UNIT # 1264
DETAIL SUMMARY SHEET

TITLE: The Role of Tumor Necrosis Factor After Balloon Angioplasty in a Pig
Model

KEYWORDS: TNF, balloon, angioplasty

PRINCIPAL INVESTIGATOR: Carter, Andrew MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: Oct 1990
FUNDING: Current FY: § 517 Previous FYs: $ 0 Total: § 517

STUDY OBJECTIVE

To detect the presence of tumor necrosis factor (TNF) in coronary arteries
after local injury with balloon angioplasty utilizing immunohistochemical and
molecular biologic techniques in the pig model.

TECHNICAL APPROACH

Fourteen animals underwent 24 successful coronary balloon angioplasty
procedures. Three deaths occurred (amesthetic - 1; acute procedure - 2) during
or within 24 hours of a procedure. Acute procedural complications included
coronary artery rupture (1) and myocardial infarction due to coronary occlusion
(1). Animal procedures are completed, and no serious or unexpected adverse
reactions occurred.

PRIOR AND CURRENT PROGRESS

Immunohistochemical staining of injured venous normal coronary arteries
demonstrated TNF within regions of the media 24 hours and 7 days after balloon
angioplasty (p<.05). Tissue extraction of RNA was completed from seven animals
(21 specimens). DOT/BLOT hybridization from TNF mRNA identified greater than
twofold induction 24 hours and 7 days after injury in four of seven animals
(pNS). Confirmational analysis is in progress. Additional study is in
progress to analyze EGF receptor activity in the coronary artery media after
injury.

CONCLUSIONS
TNF is present in normal coronary arteries after injury with balloon
angioplasty.
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REPORT DATE: 01/26/92 WORK UNIT # 1265
DETAIL SUMMARY SHEET

TITLE: Cardiac Safety of Sexual Intercourse Following Myocardial Infarction as
Assessed by High Resolution Holter Monitor

KEYWORDS: sexual intercourse, myocardial infarction, Holter monitor

PRINCIPAL INVESTIGATOR: Prewitt, Kerry CPT MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: Oct 1990
FUNDING: Current FY: $ 0 Previous F¥s: § 0 Total: § 0

STUDY OBJECTIVE

To determine the cardiac safety of sexual intercourse following myocardial
infarction by directly assessing for the presence of ischemia and dysrhythmias
using high resolution Holter monitoring.

TECHNICAL APPROACH

Patients who are 1 month post myocardial infarction undergo a history, physical
examination, and exercise. Patients then wear a Holter monitor for 24 hours
during which time they have sexual intercourse. Holter studies are analyzed
for ST segment depression, dysrhythmias, and symptoms.

PRIOR AND CURRENT PROGRESS

Fifteen subjects have been enrolled in the study during the past year. There
have been no adverse reactions, and no patients have withdrawn from the study.
There has been no benefit to patients.

CONCLUSIONS
This study is still ongoing with the hope of enrolling 25-30 patients.
Presently no conclusions are available.
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REPORT DATE: 07/02/92 WORK UNIT # 1266
DETAIL SUMMARY SHEET

TITLE: Transcoronary Mapping of Ventricular Tachycardia: Catheter Feasibility
Study

KEYWORDS: catheter, mapping, intracoronary

PRINCIPAL INVESTIGATOR: Weston, Lawrence MAJ MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Cardiology Service APPROVAL DATE: Dec 1990
FUNDING: Current FY: § 1,321 Previous FY¥s: $§ 0 Total: § 1,321

STUDY OBJECTIVE

To determine the feasibility of using a newly developed electrode catheter for
recording electrograms from the coronary arteries. Feasibility testing is to
be performed in a swine model of ventricular tachycardia.

TECHNICAL APPROACH

Under general anesthesia, the coronary mapping catheter will be introduced into
the coronary artery tree using standard angioplasty guiding catheters and
guidewires. Electrograms will be recorded in sinus rhythm and during
ventricular pacing. The animals will be euthanized and the hearts removed for
examination.

PRIOR AND CURRENT PROGRESS

A total of five swine were studied. Each major epicardial coronary artery was
cannulated in each animal, and high quality electrograms were obtained. No
vascular or arrhythmic complications were encountered. Ventricular activation
sequences for sinus rhythm and ventricular pacing were readily distinguished
using the recorded electrograms.

CONCLUSIONS
Transcoronary activation mapping using this newly developed catheter is
feasible, and apparently safe and effective. Further studies are warranted.
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REPORT DATE: 06/02/92 WORK UNIT # 1267
DETAIL SUMMARY SHEET

TITLE: Cholesterol and Recurrent Events

KEYWORDS: cholesterol, pravastatine, therapy

PRINCIPAL INVESTIGATOR: Gorman, Patrick MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: May 1991
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: $

STUDY OBJECTIVE

To determine whether intensive therapy to lower plasma cholesterol will
decrease fatal and nonfatal coronary heart disease and/or cause mortality in
patients who have had infarction and do not have "high risk" cholesterol.

TECHNICAL APPROACH

Patients with r/o MI who do not have high risk cholesterol will be randomized
to placebo or pravastatine. At least 8 weeks after infarction, patients will
be screened by EKG, lab, and MUGA as indicated. Those enrolled will begin
"run-in" placebo therapy. Thereafter, the patient will complete randomization
with Hx/PE, dietary counseling, lipid profile, and safety lab every 3 months
for the 5-year study and yearly eye exams and EKG'’s.

PRIOR AND CURRENT PROGRESS

Patient enrollment was completed in November 1991; WRAMC has four patients in
this multi-center study. The study will be ongoing through 1992. Data
collection and processing is in progress in Houston, Texas. There has been no
incidence of serious or unexpected adverse reactions.

CONCLUSIONS
Data collection and analysis is in progress.

126




REPORT DATE: 06/22/92 WORK UNIT # 1268
DETAIL SUMMARY SHEET

TITLE: Intracoronary Pacing: Acute and Longterm Safety, Efficacy During
Ischemia, and Efficacy in Epicardial Pace-Mapping

KEYWORDS: pacing, coronary, ischemia

PRINCIPAL INVESTIGATOR: Stajduhar, Karl MAJ MC
ASSOCIATES: Hull, Robert MAJ MC; Weston, Lawrence MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: Jul 1991
FUNDING: Current FY: $§ 2,236 Previous FY¥s: $ 0 fotal: § 2,236

STUDY OBJECTIVE

To determine extent of acute histologic damage in coronary arteries produced by
intracoronary pacing; to determine the spectral resolution of intracoronary
pace mapping; and to examine intracoronary pacing thresholds during severe
myocardial ischemia.

TECHNICAL APPROACH

For the first objective, an intracoronary pacing electrode will be positioned
in different locations and intracoronary cardiac pacing performed. Animals
will recover for 1 day, then be euthanized. The coronary arteries will be
examined histologically for extent of damage. For the second objective, the
intracoronary electrode will be withdrawn during pacing to identify significant
surface EKG changes to determine the spectral resolution of this technique.
Finally, during coronary pacing, ischemia will be produced by PTCA balloon
inflation, and pacing thresholds will be serially assessed.

PRIOR AND CURRENT PROGRESS

The final objective ha_ been completed, with data available on six animals that
demonstrate intracoronary cardiac pacing can be sustained with little change in
capture threshold for extended durations during severe myocardial ischemia.

For the first two objectives, animal data has been obtained, and analysis of
this data is ongoing. The EKG data for the pace mapping is being analyzed and
histologic study continues of the coronaries post pacing.

CONCLUSIONS

Intracoronary cardiac pacing can be sustained with little change in capture
threshold during severe myocardial ischemia. Data analysis is ongoing to
determine the histologic damage producea by intracoronary pacing and the
spectral resolution of intracoronary Dace mapping.
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.EPORT DATE: 08/14/92 WORK UNIT # 1269
DETAIL SUMMARY SHEET

TITLE: The Porcine Restenosis Model: Characterization of the Vascular
Proliferative Response to Injury

KEYWORDS: coronary vascular injury, intracoronary stents

PRINCIPAL INVESTIGATOR: Carter, Andrew MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: Jul 1991
FUNDING: Current FY: $§ 5,091 Previous F¥s: § 0 Total: $§ 5,091

STUDY OBJECTIVE
To induce consistent smooth muscle cell proliferation after coronary vascular
injury using metallic stents.

TECHNICAL APPROACH
The study involves placement of metallic intracoronary stents via aseptic
carotid cutdown in the porcine model.

PRIOR AND CURRENT PROGRESS

Twenty-five normal Yorkshire pigs have undergone successful placement of
tantulum intracoronary stents. Twenty-one of the 25 animals survived the
operation (16% mortality). Operative deaths were related to the anesthetic
agent (telazol). Nineteen consecutive operations have been completed since
substituting ketamine for telazol as the primary anesthetic agent.
Angiographic and histologic follow-up assessment at 24 hours (n=3), 7 days
(n=7), 14 days (n=3), and 28 days (n=8) confirmed the presence of vascular
injury and smooth muscle cell proliferation. The vessels demonstrated
consistent degrees of smooth muscle cell proliferation 28 days after injury
with a 30-40% luminal stenosis.

CONCLUSIONS
Oversized tantulum mesh stents induce consistent degrees of smooth muscle cell
proliferation in normal pig coronary arteries,
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REPORT DATE: 08/20/92 WORK UNIT # 1270
DETAIL SUMMARY SHEET
TITLE: Electrophysiologic Identification of Concealed Accessory Pathway
Conduction as a Potential Predisposing Factor in "Lone" Atrial
Fibrillation
KEYWORDS: fibrillation, electrocatheters, predisposing factor

PRINCIPAL INVESTIGATOR: Wiley, Thomas MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Cardiology Service APPROVAL DATE: Jul 1991
FUNDING: Current FY: § 0 Previous FYs: § 0 Total: § 0

STUDY OBJECTIVE

To determine the electrophysiologic substrate in patients with lone atrial
fibrillation compared with control patients undergoing electrophysiologic
studies for syncope.

TECHNICAL APPROACH

The patients are taken to the Cardiac Catheterization Laboratory in the
post-absorptive and sedated state. Multipolar electrocatheters are then placed
in the high right atrium, bundle region, right ventricular apex, and coronary
sinus. Programmed burst and progressive decremental pacing is then performed
from the right ventricular apex and the high right atrium.

PRIOR AND CURRENT PROGRESS

Thus far, 12 patients have been enrolled, including 10 patients with lone
atrial fibrillation and 2 control patients. No adverse reactions have
occurred. No patients have benefited. Seven of the 10 patients have
demonstrated some form of atrioventricular conduction anomaly.

CONCLUSIONS

In this highly selected group of patients with atrial fibrillation, an
unusually high incidence of atrioventricular conduction anomalies have been
identified.
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REPORT DATE: 10/05/92 WORK UNIT # 1271
DETAIL SUMMARY SHEET

TITLE: A Retrospective Study of Infective Endocarditis

KEYWORDS :

PRINCIPAL INVESTIGATOR: Hudak, Craig CPT MC

DEPARTMENT: Department of Medicine STATUS: Terminated
SERVICE: Cardiology Service APPROVAL DATE: Aug 1991
FUNDING: Current FY: § 0 Previous F¥s: $ 0 Total: $ 0]

STUDY OBJECTIVE
This research protocol has been administratively terminated.

TECHNICAL APPROACH
This research protocol has been administratively terminated.

PRIOR AND CURRENT PROGRESS
This research protocol has been administratively terminated.

CONCLUSIONS
This research protocol has been administratively terminated.
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REPORT DATE: 07/16/92 WORK UNIT # 1805
DETAIL SUMMARY SHEET

TITLE: Use of Isotretinoin in Prevention of Basal Cell Carcinoma

KEYWORDS: basal cell, prevention, isotretinoin

PRINCIPAL INVESTIGATOR: Benson, Paul MAJ MC
ASSOCIATES: Sperling, Leonard MAJ MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Dermatology Service APPROVAL DATE: May 1983
FUNDING: Current FY: § 0 Previous FYs: § 217,394 Total: § 217,394

STUDY OBJECTIVE

a) To evaluate the effectiveness of low dosage levels of isotretinoin in
reducing the incidence of basal cell carcinomas in a high risk population; b)
To examine possible side effects associated with long-term administration of
low dosz2s of isotretinoin.

TECHNICAL APPROACH

The study is a double-blind randomized clinical trial to evaluate the efficacy
of isotretinoin in reducing the incidence of basal cell carcinoma. A minor
modification to the original protocol made during the previous year is that two
consecutive fasting triglyceride values less than 211 mg % are required within
3 months prior to randomization. Modification to the original protocol made
during the year 1987 recommended a change in interim x-rays. Interim x-rays
will only be taken on subjects noted to have DISH documented on the baseline
visit (study entry) roentgenogram.

PRIOR AND CURRENT PROGRESS

Of the 135 original study participants, 122 remained active in the study group.
The other 13 are accounted for as follows: 4 deceased, 7 dropped out, and 2
left the area. All 122 active patients completed the 3 year intervention
phase; 88 patients completed the full 5 year program. Due to time constraints
of the study, 34 patients did not receive the total 5 year follow-up: 13
received 4.5 years and 21 received 4 years. There were no cutaneous or
noncutaneous adverse experiences during the past year.

CONCLUSIONS

Low dose isotretinoin is ineffective in reducing the occurrence of basal cell
carcinoma at new sites in patients with two or more previously treated basal
cell carcinomas.
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REPORT DATE: 04/06/92 WORK UNIT # 1811
DETAIL SUMMARY SHEET

TITLE: Evaluation of Antibiotic Induced Changes in the Microbial Flora of the
External Ear

KEYWORDS: malignant otitis externa, microbial flora

PRINCIPAL INVESTIGATOR: James, William LTC MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Dermatology Service APPROVAL DATE: Feb 1989
FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: § 0

STUDY OBJECTIVE

To evaluate the hypothesis that antibiotics, both systemic and topical, change
the flora of the external ear from a predominance of coagulase negative
Staphylococcus toward gram negatives (especially Pseudomonas) in outpatients.
Results may help identify risk factors for the development of malignant otitis
externa following skin cancer surgery on the ear.

TECHNICAL APPROACH

Cultures of outpatient controls, acne, or rosacea patients, on chronic broad
spectrum antibiotics and volunteers applying topical bacitracin to the external
ear were performed as per the original protocol. Due to various problems,
including the need for large bulky bandages and travel problems, we have not
been able to recruit ear surgery patients for the protocol. The cultures of
the 52 patients studied were negative. Because most Pseudomonas otitis externa
occurs in adult diabetics, and in one study antibiotics increased ear
Pseudomonas colonization in inpatients, it was felt that it would be more
efficient to study this group first. Thus an amendment was submitted to study
adult diabetics on antibiotics.

PRIOR AND CURRENT PROGRESS
To date, no patients have been recruited from the Diabetes Clinic, and it
appears unlikely any will be enrolled.

CONCLUSIONS

In view of the fact the original primary investigator has been reassigned
(diabetic patients are not being recruited) and the results obtained to date
have been negative, the study is being closed. In the patient population
studied, Pseudomonas is an uncommonly present organism.
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REPORT DATE: 08/25/92 WORK UNIT # 1814
DETAIL SUMMARY SHEET

TITLE: Split Thickness Tangential Excision of Tattoos with Correlation to
Tattoo Pigment Depth

KEYWORDS: tattoo, Brown dermatome

PRINCIPAL INVESTIGATOR: O’'Donnell, Brian MAJ MC
ASSOCIATES: James, William COL MC; Mulvaney, Michael MD

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Dermatology Service APPROVAL DATE: Nov 1990
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: $§ 0

STUDY OBJECTIVE .
To determine if a thin tangential excision can remove a professionally placed
tattoo. Pre-treatment and post-treatment biopsies will be used to correlate
tattoo pigment depth with the clinical result of the tange..tial excision.

TECHNICAL APPROACH

In this pilot study, a tattoo will be excised with a Brown dermatome set at 0.2
mm. Biopsies of involved skin will be obtained before and after the excision.
Follow-up evaluation of the treatment sites will occur at 1 week, 1 month, and
6 months. Tattoo pigment depth will be measured with an ocular micrometer.
There have been no modifications to the original protocol.

PRIOR AND CURRENT PROGRESS

Five patients have had a tattoo excised, There have been no unexpected adverse
reactions. All of the patients have had at least 90% of the tattoo pigment
removed. At the 1 month evaluation, there was no significant scarring. The
6-month evaluation is pending.

CONCLUSIONS
It is likely that tangential excision of a professionally placed tattoo with a
Brown dermatome will prove to be s#fe and effective.
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REPORT DATE: 04,/20/92 WORK UNIT # 1815
DETAIL SUMMARY SHEET L

TITLE: Investigation of a Viral Etiology in Pityriasis Rosea

KEYWORDS: pityriasis rosea, picornavirus, polymerase chain reaction

PRINCIPAL INVESTIGATOR: Rowe, Jane MAJ MC
ASSOCIATES: Humphrey, Michael MAJ MC; James, William COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Dermatology Service APPROVAL DATE: Jan 1991
FUNDING: Current FY: $ 1,100 Previous F¥Ys: § 0 Total: § 1,100

STUDY OBJECTIVE

To attempt to amplify viral DNA fragments using picornavirus primers in skin
biopsies from patients with pityriasis rosea using the polymerase chain
reaction.

TECHNICAL ArPROACH

Punch biopsies from the cutaneous rash of patients with pityriasis rosea are
done. Blood is drawn at the same time, centrifuged and frozen. A single step
method of RNA extraction is done with the acid guanidinum thiocyanate-
phenol-chloroform method. The polymerase chain reaction is done on the
specimen after RNS using reverse transcriptase reaction initially and then the
amplification process,

PRIOR AND CURRENT PROGRESS

Fourteen patients with pityriasis rosea have been enrolled in the study, and 5
control volunteers have been enrolled. All specimens have been processed for
RNS extraction using the single step method with phenol-chloroform. Reverse
transcriptase and polymerase chain reaction were done once on 11 of the
samples, as well as on the positive controls’ coxsackie and echo viruses
obtained through the ATCC.

CONCLUSIONS
Study not completed, thus no conclusions can be finalized. However, with the
samples done, no picornavirus could be found.
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REPORT DATE: 03/06/92 WORK UNIT # 1300-88
DETAIL SUMMARY SHEET
TITLE: Postoperative Evaluation of Patients with Differentiated Thyroid
Cancer: A Study Comparing 131I, 201T1 and Magnetic Resonance Imaging
(MRI)
KEYWORDS: cancer, thyroid, scans

PRINCIPAL INVESTIGATOR: Burman, Kenneth COL MC
ASSOCIATES: Neutze, Janet MAJ MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Jan 1988
FUNDING: Current FY: § 0 Previous FYs: $§ 7,755 Total: $ 2,755

STUDY OBJECTIVE
To determine if thallium and magnetic resonance imaging (MRI) can effectively
detect thyroid cancer.

TECHNICAL APPROACH

Patients with known thyroid cancer who are having thyroid scans for their
routine care will also have a thallium scan and/or an MRI scan. These tests
will then be compared to those results from Iodine 131 scans to determine if
thallium is an effective agent.

PRIOR AND CURRENT PROGRESS

Nineteen patients were studied with 24 iodine scans, 33 thallium scans, and 10
MRI's; 17 of them had differentiated thyroid carcinoma, In these 17 cases, all
paired studies were concordant for the presence (n=7) or absence (n=10) of
disease. One patient showed more extensive disease with thallium than with
iodine.

CONCLUSIONS
Thallium is an effective scanning agent.
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REPORT DATE: 04/22/92 WORK UNIT # 1302-88
DETAIL SUMMARY SHEET

TITLE: Cholestyramine Treatment of Thyrotoxicosis

KEYWORDS: cholestyramine, thyroid, thyrotoxicosis

PRINCIPAL INVESTIGATOR: Burman, Kenneth COL MC
ASSOCIATES: Solomon, Barbara DNSc; Wartofsky, Leonard COL MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Mar 1988
FUNDING: Current FY: § 0 Previous FYs: § 15,376 Total: § 15,376

STUDY OBJECTIVE
To investigate the use of oral cholestyramine as a safe and rapid method of
lowering serum thyroxine levels in hyperthyroid patients.

TECHN” CAL APPROACH

We will use a randomized placebo crossover controlled design. Subjects will
receive 4 grams cholestyramine powder four times a day or an equal amount of
placebo powder for 14 days, no powders for 7 days, and then the reciprocal
powder for 14 days. Serum T4 and T3 will be measured throughout each period.

PRIOR AND CURRENT PROGRESS

We have studied 16 patients and are continuing to analyze the data. An
abstract was presented to the Endocrine Society in 1990 in which we noted that
T4 and T3 levels were decreased further on cholestyramine than on control.
There have been no serious adverse effects, although several people had mild GI
disturbances. There will be no further patient accrual.

CONCLUSIONS )
Cholestyramine is a useful adjunctive therapy for the early treatment of
thyrotoxicosis.
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REPORT DATE: 09/14/92 WORK UNIT # 1303-88
DETAIL SUMMARY SHEET
TITLE: The Clinical Application of In Situ Hybridization to Detect Viral
Genomes and Oncogenes in Diseases of the Thyroid and Selected Viral
Infections

KEYWORDS: virus, thyroid, probes

FRINCIPAL INVESTIGATOR: Burman, Kenneth COL MC
ASSOCIATES: Humphrey, Michael MAJ MC

DEPARTMENT: Department of Medicine STATUS: Ongoing
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: Apr 1988
FUNDING: Current FY: § 0 Previous FY¥s: § 0 Total: § 0

STUDY OBJECTIVE
To determine if viral elements are important in thyroid disease.

TECHNICAL APPROACH

Use both Southern and Northern blots and in situ hybridization studies to
determine if viruses are present in thyroid tissue from patients with various
thyroid disorders. Polymerase chain reaction (PCR) and cloning techniques will
also be employed.

PRIOR AND CURRENT PROGRESS

This study has shown that HIV-like viruses are not present in the thyroid
glands or white cells of patients with autoimmune thyroid disease (Lancet
1991;17:337). Since that time, investigators involved in this study have been
diligently trying to develop techniques which will allow us to assess the
presence of other viruses or virus-like material (i.e., oncogenes). In this
regard, about 1 year was spent trying to develop a reliable system of measuring
p53 (an oncogenic virus) in samples, but thus far, these attempts have been
unsuccessful. Even though Dr. Humphrey has moved to Ft. Bragg, efforts are
continuing in this area. Such studies are potentially very important.

CONCLUSIONS
Thus far, the results of this study have not identified a viral-like agent

essential to autoimmune thyroid disease.
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REPORT DATE: 06/02/92 WORK UNIT # 1306-88
DETAIL SUMMARY SHEET

TITLE: Predicting Energy Requirements in Women with Gestational Diabetes
Mellitus (GDM)

KEYWORDS: energy, requirement, gestational diabetes

PRINCIPAL INVESTIGATOR: Coffey, Lauri MAJ SP
ASSOCIATES: Burman, Kenneth COL MC

DEPARTMENT: Department of Medicine STATUS: Completed
SERVICE: Endocrine-Metabolic Service APPROVAL DATE: May 1988
FUNDING: Current FY: $ 0 Previous FYs: § 0 Total: $

STUDY OBJECTIVE

To compare various methods of calculating or predicting energy expenditure in
women with gestational diabetes mellitus (GDM). Indirect calorimetry will
serve as the gold standard.

TECHNICAL APPROACH

Thirty females with gestational diabetes (Group A) will be recruited for the
study. Pregnant women (Group B) will be measured during the third trimester:
indirect calorimetry, dietary history, and anthropometric measures will be
secured on each patient. Regression analysis will be utilized to analyze the
data.

PRIOR AND CURRENT PROGRESS

Fourteen females with gestational diabetes and 14 women who served as controls
have completed the study. No new patients were enrolled this year, and no
adverse reactions were reported. No direct benefit has been recognized from
participating in this study. No further patients will be recruited for this
study.

CONCLUSIONS

The measured resting energy expenditure (REE) determined by indirect
calorimetry was compared to the calculated REE using the Harris Benedict
Equation (HBE) and the Mifflin St. Jordan Predictive Equation (MSJE). Using
the subjects’ actual body weight, the MSJE underestimated energy expenditure
40% of the time, but there was no significant difference in absolute error
between the two equations (P=.451). B