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SECTION 1

Form Approved OMB No. 0925-0001

1 REVIEW GROUP | TYPE | ACTIVITY | GRANT NUMBER (Insert
DEPARTMENT OF HEALTH AND HUMAN SERVICES 5ss 9 ” on all pages)
PUBLIC HEALTH SERVICE 5 001 CA34980-02
TOTAL PROJECT PERIOD
APPLICATION From: 05/01/83  Through: 04/30/86
FOR CONT'NUAT'ON GRANT REQUESTED BUDGET PERIOD
From: 05/01/84  Through: 04,30/85

To Be Verified By Applicant. Check Information in Items 1 Through 6. If Incorrect, Furnish Correct Information In Item 13.

1. TITLE

STUDIES OF ACQUIRED IMMUNE DEFICIENCY SYNLDROME

2a. PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR
(name and address, street, city, state, zip code)
VOLBERDING, PAUL A _
SAN FRANCISCO GENERAL HOSP
MEDICAL SEBVICE,, 5H22

SAN FRARCISCO, CALIF 94110

4. APPLICANT ORGANIZATION (name and address, street, city,
state, zip code)

UNIV OF CALIF, SAN FRANCISCO
CANCEE RESEARCH INST, H-1282
SAN FRANCISCO, CA 94143

5. ENTITY IDENTIFICATION NUMBER
194603649326

2b. DEPARTMENT, SERVICE, LABORATORY OR EQUIVALENT
MEDICINE

2c. MAJOR SUBDIVISION
SCHOOL OF MEDICINE

3. ORGANIZATIONAL COMPONENT TO RECEIVE CREDIT FOR
BIOMEDICAL RESEARCH SUPPORT GRANT (see instructions)

01 SCHCOL OF MEDICINE

6. TITLE AND ADDRESS OF OFFICIAL IN BUSINESS OFFICE
OF APPLICANT ORGANIZATION

CCNTRACTS AND GRANTS CFFICER
CFFICE OF EXTRAMUBAL SUPPORT
DNIVERSITY CF CALIFORNIA
SAN FRANCISCO, CA 94143

COMPLETE THE FOLLOWING (See Instructions)

7. HUMAN SUBJECTS

11. INVENTIONS (see instructions)

Exemption # g
OR Previously reported
D NO D YES { D Form HHS 596 enclosed D NO D YES Q e s
8. RECOMBINANT DNA [] Not previously reported
Ono [Jyes TELEPHONE INFORMATION
9. PERFORMANCE SITE(S) (organizations and addresses) 12a. PRINCIPAL INVESTIGATOR AREA TELEPHONE NO.
CODE AND EXTENSION

OR
PROGRAM DIRECTOR (/tem 2a)

12b. NAME OF BUSINESS OFFICIAL
(ltem 6)

12c. NAME AND TITLE OF OFFICIAL
SIGNING FOR APPLICANT
ORGANIZATION (item 15)

10. DIRECT COSTS REQUESTED FOR BUDGET PERIOD

13. USE THIS SPACE FOR CORRECTIONS TO ITEMS 1 THROUGH 6. INDICATE THE NUMBER(S) WHERE ANSWER(S) APPLY.

14. PRINCIPAL INVESTIGATOR/PROGRAM DIRECTOR ASSURANGE: | agree to accept | SIGNATURE OF PERSON NAMED IN 2a. (In ink. | DATE
responsibility for the scientific conduct of the project and to provide the required progress | “Per’’ signature not acceptable)
reports if a grant is awarded as a result of this application. Willful provision of false infor-
mation is a criminal offense (U.S. Code, Title 18, Section 1001).

15. CERTIFICATION AND ACCEPTANCE: | certify that the statements herein | SIGNATURE OF PERSON NAMED IN 12c. (In ink. | DATE

are true and complete to the best of my knowledge, and accept the obligation
to comply with the Public Health Service terms and conditions if a grant is
awarded as the result of this application. A willfully false certification is a
criminal offense (U.S. Code, Title 18, Section 1001).

“Per’ signature not acceptable)

PHS 2590 OPTIONAL (Rev. 5/82)

PAGE 1

RETURN COMELETED APPLICATION TO PHS AS SOON AS POSSIBLE:

NG LATER THAN

1 MARCH 1984



¥

SECTION |

Form approved
OMB No. 0925-0001

DEPARTMENT OF HEALTH AIND HUMAN SERVICES
PUBLIC HEALTH SERVICE

REVIEW GROUF

GRANT NUMBER {/nsert on
all pages)

UOI CA34980

TYPE ACTIVITY

TOTAL PROJECT PERIOD

: Through:

APPLICATION From: 5_1_.84 4-30-86
FOR CONTINUATION GRANT REQUESTED BUDGET PERIOD _ .
From: 5_1_84 Through:  4_30-85

1.

TITLE

STUDIES OF ACQUIRED IMMUNE DEFICIENCY SYNDROME

2a. PHINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR

(name and address, street, city, state, zip code)

VOLBERDING, PAUL A
ZIEGLER JOHN

SAN FRANCISCO GENERAL HOSP
DIVISION OF ONCOLOGY

WARD 86

995 POTRERO AVE.,

SAN FRANCISCO CA 94110

a.

APPLICANT ORGANIZATION (name and address, street, city, state,
Zip code)

UNIVERSITY OF CALIFORNIA, °

SAN FRANCISCO

CANCER RESEARCH INSTITUTE

M-1282

SAN FRANCISCO CA 94143

. ENTITY IDENTIFICATION NUMBER

194603649376

2b. DEPARTMENT, SERVICE, LABORATORY OR EQUIVALENT

MEDICAL SERVICE

2c. MAJOR SUBDIVISION

DEPARTMENT OF MEDICINE

3.

ORGANIZATIONAL COMPONENT TO RECEIVE CREDIT FOR
BIOMEDICAL RESEARCH SUPPORT GRANT (see instructions)

School of Medicine

. TITLE AND ADDRESS OF OFFICIAL IN BUSINESS OFFICE OF

APPLICANT ORGANIZATION (4 15 ) 566-2977

LORRAINE M. PETRAKIS
CONSTRACTS & GRANTS OFFICER °
OFFICE OF EXTRAMURAL SUPPORT
UNIVERSITY OF CALIFORNIA

SAN FRANCISCO CA 94143

7.

HUMAN SUBJECTS
O Exemption #

14,

INVENTIONS (see instructions)
[l Previously reparted

Ono kI Yes {OR LIno Uyes |OR
[ Form HHS 596 enclosed [J Not previously reported
8. RECOMBINANT DNA
Gkno  Ovyes TELEPHONE INFORMATION
9. PERFORMANCE SITE(S) lorganizations and addresses) 12a. PRINCIPAL INVESTIGATOR AREA | TELEPHONE NO.
r d § : E AND EXTENSION
University of California, S.F. OR e s
Cancer Research Institute UCSF PROGRAM DIRECTOR (/tem 2a) 115 |666-4387
Dept. of Pediatrics, UCSF PAUL VOLBERDING,M.D.
PDivision - of Dermatology' UCSF 12b. NAME OF BUSINESS OFFICIAL
; : {Item 6)
San Francisco General Hospital
Mt. Zion Hospital, San Francisco LORRAINE PETRAKIS [415 |666-2977
12¢. NAME AND TITLE OF OFFICIAL
SIGNING FOR APPLICANT OR-
GANIZATION (/tem 15)
10. DIRECT COSTS REQUESTED FOR BUDGET PERIOD
13. DO NOT USE THIS SPACE
14. PRINCIPAL INVESTIGATOR/PROGRAM DIRECTOR ASSUR- SIGNXJURE OF PERSON NAMED IN 2a DATE
ANCE: | agree to accept responsibility for the scientific conduct of fin "P;:;fg ature ngt acceptable) /
the project and to provide the required progress reports if a grant is S 7, F.4%
awarded as a result of this application. Willful provision of false infor- &ﬁff/ ézn., g?/f
mation is a criminal offense, (US Code, Title 18, Section 1001.)
15. CERTIFICATION AND ACCEPTANCE: | certify that the statements SIGNATURE OF FERSON NAMED IN 12¢ DATE

herein are true and complete to the best of my knowledge, and accept
the obligation to comply with the Public Health Serwice terms and
conditions if a grant is awarded as the result of this application. A
wiltfully faise certification is a criminal offense. (U.S. Code, Title 18,
Section 1001.)

{In ink. “Per” signature not acceptable)

PHS 2590 (Rev. 5/82)

PAGE 1



SECTION 1l FROM THROUGH : GR{_\NT NUMBER

NEXT BUDGET PERIOD 5-1-84 4-30-85 |  UOI CA 34980 A
Follow instructions carsfuily :
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omit cents)
PERSONNEL (Applicant organization oniy) (See instructions/ TIME/EFFORT :
Hoursper | SALARY i TOTALS
NAME TITLE OF POSITION % bt : BENEFITS

Principal Investigator

CLINIC CONANT 42199 112 220
EPIDEMIOLOGY MOSS 24698 | 7157
IMMUNOLOGY AMMANN 54,109 |15, 685
VIROLOGY I LEVY | R0 VEST | g B8e
VIROLOGY II DREW 44607 413 261
THERAPY VOLBERDING 65,057 |15, 98

SUBTOTALS————»7D 3271 173 095

CONSULTANT COSTS (See instructions)

EQUIPMENT (/temize]

CLINIC 5,000
EPIDEMIOLOGY 0
IMMUNOLOGY 0
VIROLOGY I 5,000
VIROLOGY II 0
THERAPY 0
SUPPLIES (/temize by category)
CLINIC 1,000 VIROLOGY. LT 4,596
EPIDEM 0 THERAPY 1,284

IMMUNOLOGY 3,008

VIROLOGY I 34,050
& 43,938
DOMESTIC CIN 1,000-IM 1,500-VRT 1,100-THRP 1,A085 5. 205
TRAVEL N o
FOREIGN Q
PATIENT CARE COSTS INFATIEN -
QUTPATIENT 0
ALTERATIONS AND RENOVATIONS (/temize by category)
Q
CONSORTIUM/CONTRACTUAL COSTS (See instructions)
VIROLOGY II » 43,338
OTHER EXPENSES (/temize by category)
CLINIC 5,000 VRI 34,596
EPI 0 VRII 383
IMMUN 0 THRP 214 40,193
TOTAL DIRECT COST (Enter on Page 1, Item 10) 488 .090
P41t thisis a special rate I‘Date of DHHS :D Not requested
INDIRECT . % S&W* : e.g. off-site) explain : agresmant :D Under negotiation with:
COST 27 7% 5~-1-84to 6-30-84 I i
(See instructions) 31,87%7-1-84 to 4-30-85. | :
154,168, %A | :

PHS 2590 (Rev. 5/82) PAGE 3



REMOVE AND USE FOR DRAFT COPY

- |GRANT NUMBER
SECTION 1 (continued) 5

SUMMARY OF PROPOSED WORK UOT CA34980

KEY PROFESSIONAL PERSONNEL ENGAGED ON PROJECT

NAME POSITION TITLE DEPARTMENT AND ORGANIZATION

L)-CLINIS CONANT, MARCUS DIV. OF DERMATOLOGY UCSF
2) EPIDEMIOLOGY MOSS, ANDREW : DEPT. OF EPIDEMIOLOGY. "
3) IMMUNOLOGY . |AMMAN, ARTHUR DEPT. OF PEDIATRICS 1
4) VIROLOGCY I LEVY, JAY CANCER RESEARCH INST "
5) VIROLOGY II DREW, LAWRENCE MT ZION HOSPITAL/SFGH

6) THERAPY VOLBERDING, PAUL DIV OF ONCOLOGY/SFGH

Give a brief summary of plans for the next year of support, including the objectives and specific aims as well as the methodology to be used to achieve
these aims. DO NOT EXCEED THE SPACE PROVIDED.

For the second year of this grant we propose the following projects:
(1) continue epidemiologic surveillance studies of the sexual contacts of
ATIDS patients seen at the KS clinic, compare clinical features of KS in
AIDS patients to the classical form, and provide tissue and serum specimeng
to the central tissue bank facility (MA Conant):; (2) continue to collect
incidence data for population-based analysis of morbidity and mortality,
conduct pilot study of AIDS in intravenous drug-abusers, and contrive
surveillance of non-Hodgkin's lymphoma in homosexual men (AR Moss) ; (3)
immunologic and functional assays of T cell subsets and monocytes in pre-
AIDS and AIDS patients to define immunopathogenesis, follow immune parame-
ters in patients receiving interferon and IL2 therapy (AJ Amman); (4)
continue studies of viral etiology of AIDS by inoculating AIDS tissues
into Balb-C and CH3 mice and newborn hamsters, baboons and chimpanzees
(JA Levy); (5) continue surveillance of CMV- sero-negative homosexual men
and conduct extensive immunologic studies when‘éero-conversion occurs,
continue CMV analysis of homosexual men to determine strain variations and
effects of multiple-strain infections (WL Drew); (6) continue to study
natural history of KS and lymphadenopathy syndrome, initiate treatment
protocols using ICRF-159, gamma-interferon, and interleukin-2, study
natural history and treamtent of non-Hodgkin's lymphoma in homosexual men

(PA Volberding, JL Ziegler, DI Abrams).,
VERTEBRATE ANIMALS INVOLVED O nNO [ YES If “YES,” identify by common names and underline primates.

PHS 2590 (Rev. 5/82) PAGE 2



, ; GRANT NUMBER
SECTION W (continued) :

NEXT BUDGET PERIOD UOT CA34980

B. Supplemental information regarding ITEMS in the proposed budget for the next period which require explanation or justification. (See instructions)

SEE INDIVIDUAL SECTIONS FOR "NEXT BUDGET PERIOD" AND "NEXT BUDGET PERIOD"
JUSTIFICATIONS. i -

DUE TO COST OF LIVING INCREASES IN SUPPLIES, TRAVEL, AND OTHER EXPENSES
THESE SECTIONS WERE INCREASED BY 7%. THE UNIVERSITY OF CALIFORNIA, SAN
FRANCISCO PERSONNEL SALARIES AND FRINGE BENEFITS WERE INCREASED ON AN
AVERAGE OF 8% and 12%. THE RESULT OF THE INCREASE IS.’A TOTAL DIRECT
COST OF $488,090 FOR'THE PROPOSED '84-'85 BUDGET PERIOD. '« THIS IS LESS
THAN AN OVERALL 7% INCREASE OVER THE $457,463 TOTAL DIRECT COSTS FOR
TEE '83-'84 BUDGET PERIOD.

PHS 2590 (Rev. 5/82) PAGE 4



REMOVE AND USE FOR DRAFT COPY

SECTION Il

CURRENT BUDGET PERIOD

FROM

5-1-84

THROUGH
4-30-85

GRANT NUMBEH
UOI CA34980A

The following pertains to your CURRENT PHS budget. Do not include cost sharing funds. This infarmation in conjunction with that provided on
Page 2 will be used in determining the amount of support for the NEXT budget period.

ACTUAL ESTIMATED ADDITIONAL ESTIMATED
CURRENT EXPENDITURES EXPENDITURESAND | _ OTAL ESTIMATED UNOBLIGATED
BUDGET THRU finsert date): OBLIGATIONS FOR EXPENDITURES AND BALANCE"
A. BUDGET (as approved by REMAINDER OF OBLIGATIONS {Subtrsct Col. & from
awarding unit} CURRENT BUDGET {Cal, 2 pius Col. 3} Cal. 1)
PERIOD e
(§1] {2) (3) (4 {5)
TOTAL DIRECT COSTS 457,463 240,521 216,942 467,463 0
INDIRECT COSTS (as provided) 0
106,766 54,958 51,808 106,766
TOTALS
564,229 295,479 268,750 564,229 0

B. THROUGH F.

See instructions and provide the information required in items B. through F, Use this page and continuation pages as necessary.

SEE

"CURRENT BUDGET PERIOD"

PAGES IN EACH SECTION

PHS 2590 (Rev. 5/82}

PAGES

{Use Continuation Pages as necessary)



REMOVE AND USE FOR DRAFT COPY

SECTION IV

PROGRESS REPORT SUMMARY

GRANT NUMBER

UOI CA34980

PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR
PAUL VOLBERDING JOHN ZIEGLER

PERIOD COVERED BY THIS REPORT

FROM

NAME OF ORGANIZATION

UNIVERSITY OF CALIFORNIA, SAN FRANCISCO

5-1-83

THROUGH

4-30-84

TITLE (Repeart title shown in item 1 on first page)

STUDIES OF ACQUIRED IMMUNE DEFICIENCY SYNDROME

(SEE INSTRUCTIONS)

SEE "PROGRESS REPORT SUMMARY"

PAGE IN EACH SECTION.

PHS 2520 {Rev. 5/82)

PAGE 6

{Use Continuation Page as necessary)



SECTIGN I FRCM THARGQUGH GHANT NUMEER

NEXT EUDGET PERIOD e
bt e i ooty May 1, 1984 April 30, 85(1 UO1 CA34980 -

50

A. ITEMIZE DIRECT COSTS RECUESTED FOR NEXT BUSGET PERICD | COLLAR AMOUNT REQUESTZD /‘Omre comres
PERSCNNEL (Aociicant argamizition cnivi (See :nstructicnss | TIME ZFFORT i !
7 H FRINGE
i i ARG | SALARY S e AL
NAME | APTLECFHOSEIGN -1 28 R Haur cer RS | it
H 1 i e :l
M. Conant | Princical investiaator e i- 65000 1,560 7,560
P, Volberding : Co.~ Investigator | 10 | 5,000 1,300 :..6,300
F. Baumgartner 7 100 i 40 23,939 3 7,182 3 31,121
: 2,17 531

c0 |- 71260 ]
5 |

|

To be hired

e L
o e B4 i

S LT LT P

= PR B

|
s
| 42,199 | 12,220

CONSULT —-N‘T CCST3 (Ses inszructions) Lt

e b e | b d

ETUIPMENT {fremizei
Computer terminal stand/alterations

Tissue holders for LN2
LN 2 Storage

SUPPLIES [ltzmmze 2/ cazesory )

LN2 - [ iaend
i

Becksted ( substrates, plastic, slides, chemicals, film ) .
Knives ( for Cryostat, pipettes, slides ) 1 L_________j
: 1,000
el E:S:fi:C: M. Conant E 1,000
PATIENT CARE COSTS s ICATIENT i
[ QUTPATIENT i

ALTERATICNS AND RN <GV ATICNS (le2muze by category)

CONSCRTIUAM/CONTRACTUAL C257T5 (5e ASLractcnsl

OTHER EXFENSES Hermze by c3zigoeys i
Mailing; Xeron1ng Graphic sildes presentat1ons- '
Printing; Pathology processing

Becksted (color plates, ect )

Periodicals, and Books. 5,000
TOTFJ.Diiffzji:isznr’cnﬁ;;?Ll:zifﬁj ! 66,419
! | P Date of GidtiS R ——

i ':‘" t \l i 54 ! 3 b 2 K ;: Lrder o0 i
ConT RN A __21 1 i :
(Ss2inzr _.C“);II b= 1] |20 871/:.
119,146  =TSCt | ’ ;



jCAANT NUMBES

1 UO1 CA34980 - 01

SECTION | (cont.ausd)

SUMMARY OF PROPOSED WORK

i
|
|
]
!

KEY PRGFZSIICMAL PSRSCNNEL ENGACED ON PEOJELT

NAME POSITION TITLE | _OEPAARTVIENT AND CEGANIZATION
Marcus A. Conant, M.D. Assoc. Clin. Prof., UCSF Dermatology, UCSF
Paul Volberding, M.D. Asst. Prof. of Medicine, UCSF School of Medicine, UCSF
John Greenspan, Ph.D Prof. of Oral Biology & Oral

Pathology Division of Qral Biology,
UCSF

Jay H. Beckstead, M.D. Asst. Prof. of Pathology Pathology, UCSF

Giva z oref summary of cians for the next yvear of sucport, inciuding the objectives and specific 3ims as well as the menodcicgy ta te ysed o 3cnisve
thesz a:ms. 00 NOT EXCEED THE SPACE PROVIDED.,

I. To recruite more participants in each of our studies to continue to achieve our
research objectives.
A. Contact Study

1. Presentations to professional groups
2. Media releases

3. Networking to outpatient facilities in the community by the Nurse Coord1nator
of the K.S. Clinic. |
r 4, Networking through community resources to contact more participants, i.e.
: San Francisco Aids Foundation, Shanti Project, and Aids Coordination |

Committee of San Francisco, by Nurse Coordiantor. :
B. Traditional Study i

1. Presentations to professional groups

2. Media releases

3. Networking to the private physicians committies of the bay area.
coordinated through K.S. Nursing Coordinator.

K.S. Patient Study

1. Presentations to professional groups
2. Networking to the outpatient areas in the community and also the private
physicians communities to serve as a resource and a referral to patients.

|

|

E This will be done by Nursing Coordinator.
|

- II. To expand on patient Specimen Banking:
| A. Speciman Bank

! 1. In collaboration with Dr. J. Greenspan the Nurs1ng Coordinator will cont1nue
F to coordinate specimen collection for the specimen bank.

i 2. The Nurse Coordinator and Principal investigator will establish new
; areas of specimen collection in the community.

S —— n-u3u*fThe Nurse Cqﬁrdinator w111 coordanate IheseAnew ac ;1y121§s~

EpRTEn F
VERTE SR AT e v LS 1NT =6y 1ES LGy 8 Ton 13 s andd enderine primates.

PHS 2230 (Fev. 5/82) PAGED
PAGEZ



: 'GRANT NUUMEER
SECTION Wl (continued) i

{EXT BUDGET PERIOD ' 1001 CA 34980 - 01

B. Supg-emental information renarding | TSNS 10 the propos26 budaet 1or 172 18XI DErGS which require ¢XSISNancn or (usuficanon. [See nsirucnons)

()
th



i FRGM | TRAGLGH | GRANT ~UMzER
SECTION 11

CURRENT BUDGET PERIOD | May 1, 1983 | April 30, 1984| 1 UO1 CA34980 - 01

Co not ‘nciuge cost smarng funcs. This informanicn ia ZCrUNCICn wIth IRzt crovides an

i ez AENT i 1ATED ACOITIONAL | - [ EETIMATED
i wa Az i .

b zqeenDTLAES O i b GTALESTIMATED | yeasiiGAcEs
2-CGET | TAAY umarvatz GAT) A | EXFENTTURES 2ND 3ALANGE
A, BU2GET | 35 220rTvant Ay i 1/31/84 ; EMANGER OF : SALIGATIGNS (Seerses Cai 4 *rom
i Jwaraing yait) !O / / ' SUAAENT JUGGET i (Cai, 2 gius Cal. 31 o 1)
i i i *E3i00 { :
i H § b ;i
f n i (2! | ) ; id) (5)

TOTAL DIRECT COSTS ; 68,451 i 37,878 ' 30,573 | 68,451 = (e

: 5 e BRE | foHdazZ i 44D i b 932
INDIRECT COSTS [as pravicsd) i g ! i
T B5 355 . i3340 =201 £% 352 |
TOTALS a8 e i LR

Y

] § - i il

B. THROUGH F.
See instructions and provic2 the irformation requirad in items 2. thrcugh F. Use this pace and =ontinuation fages 3s necessary.

Si. Hredtion Fz o5 a5 necesidry)



GRANT NUMBER

SECTION IV :
PROGRE B
SS REPORT SUMMARY ot caztieo
PRINCIPAL INVESTIGATCOR OR PROGRAM DIRECTOR PERIOD COVERED BY TH!S REFORT
MARCUS A. CONANT, M.D. FROM THROUGH

NAME OF ORGANIZATICN

UCSF, DIVISION OF DERMATOLOGY
TITLE (Repeat title showr in item 1 on first page)

PRINCIPAL INVESTIGATOR
(SEE INSTRUCTIONS)

4-30-84 -

The general scientific goals of the'Kaposi's Sarcoma clinic have not
changed. They include the following:

l. To coordinate the studies of the epidemioclogy, etiology, and treatment
of Kaposi's Sarcoma and AIDS.

2. To collect data on AIDS patients, KS patients, persons exposed to
AIDS, and persons exposed to KS to understand the natural history
of the diseases.

3. To develop a specimen bank for tissue and serum collection and to
distribute materials for research.

The following studies are being conducted:
l. Fifty patients have been followed from August 1981 to the present.

A. Deceased : 13 patients
B. Receiving treatment or

have received treatment 31 patients
C. Never received treatment 6 patients

2. Since November 1982 we have staged approximately 99 patients through
the KS clinic and are following them through the natural course of
their disease.

3. The KS Clinic has been the primary source for patient material
collection in the Specimen Bank. The Nursing Coordinator has
scheduled and done the biopsies and serum collection during
patients visits to the KS Clinic. Coordinated specimen collection
from various facilities in the community. San Francisco General
and the Veterans Administration Hospital of San Francisco have been
participating in the specimen collection.

To date the Specimen Bank contains 200 tissue specimens divided in
the following categories:

A. Lymph nodes : D. KS tumor bowel tissue
B. KS tumor skin E. KS tumor spleen
C. Normal skin tissue F. KS tumor tonsil

In the Sera Bank 300 sera specimens have been collected from
patients with the following

A, HAIDS b, Lymbhadenopathy
B. KS i Sl T TP
C. AIDS related conditions

These specimens have been allocated and stored from 2 to 1l5cc
per tube in lcc vials..

PHS 2520 (Rev. 5/82) PAGE S (Us2 Continuation Page as necessary)



PUBLICATIONS MARCUS CONANT, M.D.

Modlin, R., Meyer, P., Hofman, F., Mehlmauer, M., Levy, N., Lukes, R.;
Parker, J., Ammann, A.; Conant, M., Rea, T. and Taylor;>C.: :
T-Lymphocyte Subsets in Lymph Nodes from Homosexual Men. JAMA, 1983
Vol. 250:1302-05

Meyer, P., Modlin R., Mehlmauer, M., Taylor, C., Lukes, R., Conant, M.
and Rea, T.: Immunologic Assessment of Thymus, Bursea and Macrophege
Antigens in Homosexual Patients with Reactive Lymph Nodes, Lymph Nodes
Containing Kaposi's Sarcoma and Malignant Lymphomas Compared with
Reactive Tonsils and Lymph Nodes from Non-Homosexual patients.

Clin. Res.y 1983, Voli: 31-(1)s393%;

Colombe, B., conant, M., Volberding, P., and Garovoy, M.: Susceptibility
of Kaposi's Sarcoma and HLa BW44. Clin. Res., 1983, Vol. 31:340

Volberding, P., Gottlieb, M., Bothman, J., Rudnick, S., Conant, M.,
Derezin, M., Weinstein, W. and Groopman, J.: Therapy of Kaposi's SArcoma
(KS) in Acquired Immune Deficiency (AIDS) with a -2Recombinant Interferon
Amer. Soc. Clin. Oncology Procd;: 1983, Vol, 2:C=206

Modlin, R.; Cehant, M.; Taylor,=C,, Meyer, R., Hofman, . F.; Lukes, R
Parker, J., Ammann, A. and Rea, T.: T-Lymphocyte Subsets in Skin, Blood
and Lymph Nodes from Homosexual Men with Kaposi's Sarcoma. J. Invest.
Derm., 1983, Vol 80~ (4):332

Moss, Ai, Bacchetti, P., gorman; Ms, Dbritz; S., Conant, M., Abrams; D.,
Volberding, P., and Ziegler, J.: AIDS in the "Gay areas of San Francisco.
The Lancet, April 1983, Vol. 1(8330):923-24

Zisgler, J., Conant M., Lutzner M., “Kaposi's Sarcoma =In Ti Fitzpatiick
Ed., Dermatology in General Medicine, McGraw Hill, New York, 1984
(3rd Edition) in press



| GRANT NUMEBER
SECTION | {continueg]

SUMMARY OF PROPOSED WORK i

KEY PROFESSICNAL PERSONNEL ENGAGED ON PROJECT

NAME E POSITION TITLE | DEPARTMENT AND CRGANIZATION

A R.-Moss .. Phil. Adjunct Assistant Professor lEpldemlology & International
{Health, UCSF

N. Petrakis, M.D. Professor, Chairman of Dept. Ep1dem1o1ogy & International
Health, UCSF

S¢ Dritz; M.D. Deputy Chief Bureau of Communicable
Disease Control, S.F. :

D. Osmond, M.A. Assoc. Specialist, Epidemiology (Epidemiology & International
:Hea]th UCSF

P. Bacchetti, M.S. Statistician |Epidemiology & International
Hea]th UCSF

£.-Swig, B.A. Staff Research Associate Ep1dem1o]ogy & International
Health, UCSF

Give z orief summary of plans for the next vear of suoport, inciuding the cojectives and spec:fic aims as well as the methodoicgy 10 Se used to achieve

these aims. DO NOT EXCEED THE SPACE PRCVIDED.

1.

In association with Selma Dritz, M.D., we will continue to collect and analyze AIDS
incidence and mortality data for San Francisco. We will report incidence data at
six-monthly intervals, as of July 1, 1984 and January 1, 1985. We will carry out a
Eopu]ation-based analysis of mortality among San Francisco-resident AIDS cases in
all 1984.

In association with Dr. Dritz, we will continue to find AIDS cases for case-control
and other-case-based epidemiological studies, using the collaborative UCSF-City of
San Francisco AIDS casefinding process. (1) A case-control study of AIDS in homo-
sexual men has been funded by the State of California and will continue through
November 1984. (2) Bilot studies of AIDS in intravenous drug users are in progress.
(3) A prospective study on AIDS risk in sexual partners of documented AIDS cases
will be initiated in 1984-85.

In collaboration with Drs. J. Ziegler and D. Austin, AIDS incidence in San Francisco |

will be compared with incidence of other tumors believed to be associated with the
acquired immune deficiency syndrome (including non Hodgkin's lymphomas and squamous
cell tumors of the mouth and tongue) as reported by the California Tumor Registry.
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A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERICO DOLLAR AMOUNT REQUESTED (Omirt cenrs)
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A.R. Moss, Ph.D. Principal Investigator i 25 !
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FRCM THROUGH GRANT NUMEER

5/1/83 : 4/30/84 CA 34980

SECTION 11} '
CURRENT BUDGET PERIOD

The faollowing oertains to your CURRENT PMS budaget. Do not include cost snaring funags. This information in gonjunction with that provided on
Page 2 wil! be used in determining the amount of sugpaort for the NEXT budget period.

f | ACTUAL ESTIMATED ADDITIONAL | i e ESTIMATEZD
| CURRENT |  EXPENDITURES |- exenmiungsano | TOTALESTIMATED | yngaiiGATED
FECRES | THRAU finsarrdare): | . 03LGATIONS 7o | EXPENDITURES AND BALANCE
A. BUDGET {as apgraved by | REMAINDER OF OBLIGATIONS (Suberact Cal. 4 from
awarcing unit) | cuga;;;‘égosa {Cal. 2 pius Cal. 3} cai. 1)
(n | 2 i 2w 5

TOTAL C/RECT COSTS | 29,343 | 23,581 5,762 29,343 -

1 ; ‘ ’

i | |
INDIRECT COSTS (as providea) | 8,128 | 6,532 i 1,596 8,128

| { I
TOTALS > | 37,471 | 30,113 ; 7,358 37,471 -

8. THROUGH F.
Ses instructions and provide the informaticn required in items 8. througn F. Use this page and continuation pages as necessary.

B. Professional Personnel

NAME - TETLE CATEGORY LESS THAN 25% 26-50% 51-75% MORE THAN 75%

A. Moss, Adjunct Assist, 1 X :
Professor

N. Petrakis Professor 1 X
Chair. Dept.

5. Dritz Deputy Chief
Communicable
Disease Control X

D. Osmond Associate 2 *
Specialist

L. Swig Staff Research 2 *
Assistant

P. Bacchetti Statistician 2 4 *

. Other Support

A. R. Moss, Ph.D. NIOSH "Occupational Exposure in Adult Glioma Patients". $95,997

State of California “A Case-Control Study of Acquired Immune
Deficiency Syndrome Diseases". $125,815

D. Osmond, M.A. NIOSH "Occupational Exposure in Adult Glioma Patients" $95,997
State of California "A Case-Control Study of Acquired Immune
Deficiency Syndrome Diseases". $125,815
L. Swig City of San Francisco "Study of AIDS Partners and Relationships
Between Lifestyle and Immune Status in
Well Gay Men". $78,936

P. Bacchetti, M.S. NIOSH "Occupational Exposure in Adult Glioma Patients". $95,997

State of California "A Case-Control Study of Acquired Immune
Deficiency Syndrome Diseases". $125,815
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GRANT NUMBER
SECTION IV

PROGRESS REPORT SUMMARY CA 34980
PRINCIPAL INVESTIGATGOR QR PROGRAM DIRECTOR , PERIOD COVERED BY THIS REPCRT
A. R. Moss, Ph.D- [ FROM = | THROUGH
NAME OF ORGANIZATICN i 5/1/83 -. ! 4/30/84

TITLE [Repeat litle shown in item 1 on first page}

{SEE INSTRUCTIONS)

1. Introduction

Funding was received to assist Dr. Selma Dritz in the establishment of a system for
analyzing AIDS surveillance data in San Francisco. No funds were received for specific
projects based on the surveillance data. Partial support was received for a statistician,
a field supervisor, and research associate.

2. Progress to Date

In association with Dr. Dritz, a computerized incidence file has been established for
San Francisco-resident diagnosed AIDS cases. Using census based denominator data and
a division of the city of San Francisco into demographically homogenous areas, a procedure
has been developed to obtain incidence rates which can reasonably ’'be assumed to estimate
AIDS incidence in homosexual men. A preliminary report on this data was published in
April 1983.1

In the current project, a six-month schedule has been established for incidence report-
ing and a first report (as of July 1983) has been submitted for publication (Moss, Bacchetti,
Osmond et al., attached). We propose to continue to examine AIDS incidence in detail on a
six-month basis.

In association with Dr. Dritz and the AIDS clinic at San Francisco General Hospital, we
have also established a mortality surveillance procedure for San Francisco-resident AIDS
cases which allows us to obtain population-to-based mortality estimates. A first report
(as if summer 1983) has been submitted for publication. (Moss, Volberding, McCallum et
al., attached.) We propose to continue ‘to report AIDS mortality on an annual basis.

A collaborative relationship with the California Tumor Registry has been established
and in the comming year we plan to compare AIDS incidence with incidence rates for other
tumors which may be associated with the syndrome on a census tract level. This study will
be collaborative with Drs. Dritz, J. Ziegler and D. Austin.

3. Studies using the surveillance system for casefinding

The surveillance system established by us in collaboration with the San Francisco
Department of Public Health serves as a casefinding mechanism for studies of the acquired
immune deficiency syndrome. During the current project year, funding has been received
for two studies based on this casefinding system. 1) A case-control study of 140 AIDS
cases matched with clinic controls and randomly-selected neighborhood controls was funded
by the State of California and is currently nearing completion. 2) A cross-sectional study
of immune function in the controls for the case-control study wad funded by the City of
San Francisco and is currently in progress.

Although only a handful of AIDS cases in intravenous drug users has yet been reported
in San Francisco, we expect more cases to be found in the coming year. We are currently
conducting pilot studies for an AIDS case-control study in intravenous drug users. A
formal study will be proposed in the coming year. 4

We are also conducting pilot studies of both male and female sexual partners of documented
AIDS cases. In the coming year we expect to propose a formal study of this cohort.

1. Moss A.R., Bacchetti, P., Gorman, M., et al. AIDS in the "gay" areas of San Francsico
Lancet 1983; 1i:923-4.




Publications (cont'd) AR MOSS

Moss AR, Bacchetti P, Osmond D et al. Incidince of the Acquired
Immunodeficiency Syndrome in San Francisco 1980-1983. . The Lancet
(Submitted 2/84) :

Moss AR, McCallum J, Volberding P, Bacchetti P, Dritz S., Mortality
associated with the 2Acquired Immunodeficiency Syndrome. (In preparation)

Moss AR, Bacchetti P, Gorman M et al. AIDS in the "gay" areas of
San Francisco. The Lancet 1983; 2:923-4
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GHA;JT NUMBER
SECTION | [continued)
SUMMARY OF PROPOSED WORK

UOI CA34980

KEY PROFESSIONAL PERSONNEL ENGAGED ON PROJECT

e

NAME POSITION TITLE DEPARTMENT AND CRGANIZATION

‘AMMANN AJ PRINCIPAL INVESTIGATOR

STITES D : CO-INVESTIGATOR

CASAVANT C CO-INVESTIGATOR

Give a brief summary of plans for the next year of support, inciuding the objectives and specific aims as weill as the methodology to be used to achieve
these aims. DO NOT EXCEED THE SPACE PROVIDED.

Research will continue to analyze the specific immunologic abnormalities
found in patients with AIDS and related disorders. Our current
investigations suggest there is both a monocyte and T-cell defect present
in the patients. The monocyte defect, if found to be an early abnormality
may explain the inability of patients to re spond to antigen with an
appropriate antibody response. Defining the specific defect which is
found in"pre AIDS" will have important implications regarding pathogenesis
of the immunodeficiency. We continue to define T and B cell subset
abnormalities in the groups of patients. The extent of these abnormalitie
and the specific patient populations in which these abnormalities are
found are being utilized for correlation with epidemiologic and clinical
data to improve diagnosis and therapeutic approaches. Detailed evaluation

ur

will be treated with 9 doses of recombinant DNA interleukin-2. Included
in this study is an immunologic evaluation of patients before and during
therapy as well as in vitro incubation studies to determine the correlatiot
between in vitro response and subsequent in vivo response.

=)

3 LINOD U YES If "YES)” idenufy by commoen names and underiine primates.

m

VERTEBRATE ANIMALS INVOLYV
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of the patients receiving immunotherapy is in progress. One hundred patient
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Follow instructions carefully

A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omit cents)
PERSONNEL (Applicant arganization only) (See instructions) TIME/EFFORT i
Hours per SALARY S TOTALS
NAME TITLE OF POSITION % iy S BENEFITS

Arth A " Principal Investigator 10% N/A
Daniel Stites Co-_lnvestigator 10% N/A

Conrad Casavant CO- Investigator 10% NJA

Nanita Arias Hos. Lab. Tech 100% 4o 32,206 |9,114

Teresa Kadlecek Staff. Res. Assoc. [100% 4o 21,903 |6,571

SUBTOTALS ——»| C ,109 15, A8%

CONSULTANT COSTS (See instructions)

EQUIPMENT (/temize)

SUPPLIES (ltemize by category)

Plastic Tissue culture supplies 3,008

3,008

DOMESTIC 3 trip for investigators @ 500 each 1,500
FOREIGN

INPATIENT
OUTPATIENT
ALTERATIONS AND RENQOVATIONS (ltemize by category)

TRAVEL

PATIENT CARE COSTS

CONSORTIUM/CONTRACTUAL COSTS (See instructions)

OTHER EXPENSES (/temize by category)

TOTAL DIRECT COST (Enter on Page 1, Item 10) 74,302

*1If this is a special rate : Date of DHHS ITD Not requested
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NEXT BUDGET PERIOD CA 34980A

B. Supplemental information regarding ITEMS in the proposed budget for the next period which require expianation or justification. (See instructions)

PERSONNEL:

Increased techniclian time: The present single FTE is divided between one
principal Investigator and two co-investigators. In the nearly one Eear that
the grant has been in effect, the investigators have required two FT

techniclans., “The-additional technictan has-been temporarity funded from a one
year state grant which will not be available afTer-Tﬁis year. ~The number of-

studies which we are committed to performing to- fulfill the objectives. of the

grant will require the additional FTE... A.single technician can-perform 20

functional assays of T cell Immunity per week and-enalyze the-data. This - - -

number is required to perform the Initial-and-follow up studies on 100 patients

with AIDS who are going to receive L2 treatment begimning in April.of 1984 and
continuing for one year. Without the added FTE-the studies cannof'be”gerformed

and the effects of IL2 on-the immunologie status of the. patient cannot be. . ..
assessed. This is critical information which must be ebtained to-determine if

a clinical effect of IL2 can be correlated with-an -immunologic effect. . .. .

Simul taneous studies in AIDS and AIDS related-syndrome must also be performed
utilizing lymphocyte phenotyping -and-menoclonal antibody. -Because two. -

technicians are therefore required we are requesting-thaet all funding be -~~~
applied to technical salaries. Funding for additional supplies will be obtained from
other sources.

EQUIPMENT:

$12,000 lease of B.D. Research Analyzer is deleted due to coverage from'b+be£
sources. - These funds- are rebudgeted among personnel and remaining categorie
individually justified.

PHS 2590 (Rev. 5/82) PAGE 4



FROM THROUGH GRANT NUMBER
SECTION 1l o

CURRENT BUDGET PERIOD

3/1/8k 4/30/85 CA 34980A

The following pertains to your CURRENT PHS budget. Do not include cost sharing funds. This information m conjunction with that provided on
Page 2 will be used in determining the amount of support for the NEXT budget period.

ACTUAL ESTIMATED ADDITIONAL ESTIMATED
CURRENT EXPENDITURES EXPENDITURESAND | TOTAL ESTIMATED UNOQBLIGATED
BUDGET THRU finsert date): 0BLIGATIONS FOR EXPENDITURES AND BALANCE ~
A. BUDGET (as'af:roved_lz;’ cg;ggmr;eunng% mﬂfgﬁﬂéﬂy; {Subtract Cal. 4 fram
¢ ol. us Cal.
awarding uni ]/3]/84 ke 4 Cal. 1)
{1 (2) (3) L (4) (5)
TOTAL DIRECT COSTS : ‘
68,798 38,843.31 29,954.69 -0~
INDIRECT COST ided
S (as provided) 15,733 9,431}.1}4 6,298.56 =0-
TOTALS 2 A
84,531 48,277.75 36,253.2 ==

B. THROUGH F.
See instructions and provide the information required in items B. through F. Use this page and continuation pages as necessary.

B. Name Title Category less than 25% 26-50% 51-75% More thar
Arthur J. Ammann Professor 1 X
Daniel Stites - Professor 1 ¥
Conrad Casavant Assoc. Clin Prof.l X

G Equipment:

1. Bechman Refrigerated Centrifuge $4,362.52
% note BD Research Analyzer lease are covered from other funding sources
2. Ranna #8086 drives $2,950

D. 3 investigators will share travel money in the amount of $1,000, used to partially
defray the cost of attending research meetings for the Dresentat:on of research
results.

E. None

F. OTHER SUPPORT

Arthur J. Ammann, M.D.
Northern California Sickle Cell Center, Grant # HL 20985, (100% Technician salary)
L/1/83 through 3/31/84 $47,139

Arthur J. Ammann M.D.
State of California AIDS Research Grant, ‘( 50% Technician )
$25,000,

Daniel Stites X
NICHHD - 03939, Study of Fetal- Placental Maternal Interaction
$100,000 7/1/83 through 6/30/84

Daniel Stites ;
NICHHD-13543, Basic and Clinical studies of preterm parturition
$45,753 4/1/83 through 3/31/84

Daniel Stites
State of California AIDS Research Grant
$115,000 7/1/83 through 6/30/84

PHS 2590 (Rev. 5/82) PAGE S5 {Use Continuation Pages as necessary)



the amount of immunoglobulin detected. Elution studies have Indicated that
these Immunoglobulins are not infrinsic but are fixed to the surface of the
T lymphocytes. Whether these represent immune complexes, cytophllic
antibodies or anti-lymphocyte antibodies will be further Investigated.

Using simultaneous two-color fluorescence with phycoerythrin labeled and
FITC labeled monoclonal antibodies, we have been able to detect large
amounts ¢f DR antigens on the surface of both helper and suppressor T-lymphocytes
in these same patient groups. Again, there is a relative increase from
health to full-blown AIDS In relation to these markers of activation. The
significance of this finding remains unknown but will be further pursued by
additlional study.

We have studied a group of CMV negative Individuals and found normal
distributions of lymphocyte subsets. In a longitudinal study, some of these
individuals have converted from sera positive to sera negatlve associated
with profound changes In |lymphocyte subsets. We are continuing to follow
this Interesting group of patients perspectively to see If these changes are
progressive. |t Is clear that In normal healthy subjects, CMV Infection
results in similar changes which are transient.

A varlety of support studies for the therapy section of the grant in
following lymphocyte subsets In several trials of immuno-modulating agents
are In progress. .

Ob Ject] o s ol Manrs

Research will continue to analyze the specific immunclogic abnormalities
found In patients with AIDS and related disorders. Our current investigations
suggest there [s both a monocyte and T-cell defect present in the patients.

The monccyte defect, If found to be an early abnormaiity may explain the
inability of patients to respond to antigen withh an appropriate antibody
response. Defining the specific defect which is found In "pre AIDS" will have
Important implications regarding pathogenesis of the immunodeficiency. We
continue tc define T and B cell subset abnormalities in the groups of patients.
The extent of these abnormalities and the specific patient populations in which
these abnormalities are found are being utilized for correlation with
epidemiologic and clinical data to Improve diagnosis and therapeutic
approaches. Detaliled evaluation of the patlents receiving Immunotherapy is In
progress. One hundred patients will be treated with 9 doses of recombinant DNA
interleukin-2. Included in this study is an Immunologic evaluation of patients
before and during therapy as well as In vitro incubation studies to determine
the correlation between in vitro response and subsequent in vivo response.

] i nvotetie- g Sublectss

Our laboratories utilize blood samples from patients and we have
recelved human experimentation approval. The risks of obtaining blood samples
are minimal. The potential benefit to the patient is great if Improved
immunologic diagnosis can be obtained.



" |GRANT NUMEER
SECTION IV ;
PROGRESS REPORT SUMMARY UOI CA34980
PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR PERIOD COVERED BY THIS REPORT
ARTHUR J. AMMANN FROM i THROUGH
NAME OF ORGANIZATION o
UNIVERSITY OF CALIFORNIA, SAN FRANCISCO 5-1-83 4-30-84

TITLE (Repeat title shown in item 1 on first page)
Studies of Acquired Immune Deficiency Syndrome

(SEE INSTRUCTIONS}

The sclentific goals of the project have not been altered since the
submission of the grant. The following Is a brief summary of the studies which
have been completed during the award year.

Categorization of the Immunologic profile of patients with AIDS (Kaposi's
sarcoma) and opportunistic Infection (as we!l as AIDS related syndromes has
been completed and the work has been published. A distinctive profile can be
demonstrated In the patient groups of healthy homosexual controls, patients
with lymphadenopathy syndrome, opportunistic infection or Kaposi's sarcoma.

The degree of immunclogic abnormalities can be ranked and correlates well with
prognosis and survival. Functional impairment of T-cell Immunity occurs in the
most severely affected patients and when less than 10% of normal, usually
indicates an immunologic state which is incompatible with survival beyond 1
year. Our studies also indicate that there Is an impaired antibody response
following specific immunizaticon in patients with severe impairment of T-ceill
immunity. Many of these patients have a paradoxical increase in Immuncglobulin
levels. The Impalred antibody response was demonstrated when patients were
Iimmunized with pneumococcal polysaccharide and a protein antigen, keyhole

| iImpet hemocyanin. These studles provide important information in relation to
appropriate approaches to treatment when reconstituting deficient Immunity In
this population of patients.

Additional AIDS related syndromes have been investigated to determine
whether immunclogic abnormalities in these groups of patients are consistent
with AIDS. Two groups were defined, patients with hemophilia receiving
concentrate factor Vill therapy and pediatric patients with blood transfusion
related AIDS or AIDS acqulired by means of vertical transmission from an |V drug
addict mother. An analysis of additicnal patients who received blood products
from patients with AIDS clearly indicates a significant risk in these
populations for acquiring AIDS. The epidemiologic, clinical and Immunologic
findings In these groups of patients have been described and published and will
serve as a continuing basis for investigation.

We have also Investigated the distribution of B and T lymphocytes in the
lymph nodes of homosexual men with Kaposi's sarcoma. The information obtained
from these studies was utilized to compare with results of peripheral blood
analysis of similar populations of cells. These studles have provided a basis
for determining whether or not peripheral blood studies accurately reflect the
distribution of immunologically competent cells within the tissue of affected
patients.

Flow cytometric analysls using monoclonal antibodies to leukocyte
subsets has revealed striking changes In the distribution of cells among
patients with AIDS, the lymphadenopathy syndrome and normal homosexual
controls. Large amounts of surface Immunoglobulin are present on both T
helper and T suppressor cells in these various groups. There is a
quantitative increase from healthy to |ymphadenopathy to full-blown AIDS in

PHS 2590 (Rev. 5/82) PAGE 6 {Use Continuation Page as necessary)
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SUMMARY OF PROPOSED WORK

KEY PACFESSIONAL PERSONNEL ENGAGED CN PROJECT

NAME | POSITION TITLE | DEPARTMEZNT AND CRGANIZATICN

Jay A. Levy Principal Investigator Department of Medicine
Cancer Research Institute

John Morrow Research Immunologist Cancer Research Institute

-y

Give 3 brief summary of pians for the next year of sucoort, inciuding the objactives and spacific aims as well as the methodoicgy 10 ae used to achieve
these aims. DO NOT EXCEED THE SPACE PROVIDED.,

| The specific objective of this laboratory is to identify the infectious agent respon- |

' sible for AIDS. Over the next year, we shall continue our efforts to isolate this agent

using tissue culture and animal experimentation. For tissue culture studies, we shall

employ a selected number of different animal cell lines which are suscentible to a

| variety of known viruses. These cells will be cocultivated with white cells and sperm

- from individuals with AIDS. In addition, the white cells of patients with AIDS will

 be cultured in the presence of IL2 to establish T cell lines, with B cell growth factor

' (when available) to cultivate B cells, and in human sera, to cultivate macrophages. The

- presence of an infectious agent in these cells will be assessed. In particular, over the
next year we shall concentrate on the presence of retroviruses in the T cells of AIDS

~patients and the possibility of a new agent in cultured monocytes. Assays for HTLV and

- LAV-1 will be conducted.

. For animal studies, mice and hamsters appear to be the most sensitive rodents to in-
- fections which may result from immune deficiency induced by the AIDS agent. We shall
thus inoculate these animals with purified white cells from patients with AIDS, as well
as the pellets of centrifuged serum samples. The animals will be followed for changes in
immunologic parameters as well as for differences in their cell numbers as measured by
. immunofluorescence (FACS) using helper and suppressor T cell antisera. The end point
will be the development of immunologic changes and opportunistic infections in these
animals.

In all these studies, sera from patients with AIDS, a collection of sera from close
intimate contacts of AIDS patients over at least six months, and normal healthy gay in-
dividuals will be used in an attempt to identify the agent responsible for the disease.
The tests conducted will include immunofluorescence testing, hemagglutination, hemad-
sorption, reverse transcriptase assays and interferon assays, as well as electron micro-
scopy. -

Finally, we shall continue to establish and characterize cell lines derived from
Kaposi's sarcomas. We ultimately want to develop a tumorigenic line that can be studied
for its transformation properties and presence of oncogenic viruses.

v E

HRATE ANIMALS INVOLVED UMD R YES IF"YES' (danufy by £2mmon names and unasc.ine orimates.
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SECTION Il FROM THROUGH
NEXT BUDGET PERIOD o e

Follow instructions carefully
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERICD
PERSONNEL fApplicant arganization only) [See instructions) TIME/EFFORT

FRINGE
G TOTALS
NAME TiTLE OF POSITION % Hours per BENEFITS

Wizek

AT B s k
F‘i:.wfki‘-\. o i

oI Y M b Principal Investigator 10 T
e

J MCRROW RES IMMUNOLOGIST 40

J_TANDES SRA T 100
T SHIMOBUKARO SRA T 25

- M SZOENYT IAB ASST 25

6,102
235354 «
MEER30 4

SUBTOTALS ——=1{ 39,671 8,686

CONSULTANT COSTS (See instructions)

EQUIPMENT (ltemizzg)

COULTER COUNTER $5,000

SUPPLIES (lternize by category)

Tissue culture media and fetal calf serum

Plastic pipettes, sidhes, .filters, freezing vials

Masks, sterile robes, gloves

Biochemical supplies ("H-thymidine, lectins, scintillation fluids)

DOMESTIC
FOREIGN
INPATIENT

CUTPATIENT
ALTERATIONS ANC SEMCVYATIONS (ltemize by category)

TRAVEL

PATIENT CARE COSTS

O

ONSCRTIUM/ CONTRACTUAL COSTS (See instructions)

QTHER EXFENSES (ltermize by category}

CO, and IN. tanks
An%nal maiﬁtenance costs; mice, and guinea pigs; isolation cages,
specizl isolation care

Gowns. caps, masks, shoe covers ;
Secretarial costs, publishing cdsts !

34,596

TOTAL DIRECT COST (Enteron Page 1, It2m 10)

{123,103

e
s Not requested

1 Undarneaanes on with:

] i
] i
i
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_ [GRANT NUMBER '
SECTION 1l feontinued) i
NEXT BUDGET PERIOD | UI ca 34980A

€. Suppiemental information regarding iITEMS in the prooosed budget for the next pericd whicn reguire expianation or justificancn. (Seg insvucuons!

Equipment

We have requested $5,000. to buy a Coulter Counter to be placed in
our P-2 facility. At this time, we must take the white cells, after
they are separated through Ficoll-Hypaque gradients and count them in
a Coulter Counter in a lab situated at a distance from the P-2 facility.
This procedure has alarmed some individuals in the other laboratory
and also could present problems in the bio-safety requirements for sep-
aration of eugipment used in AIDS research. We, thus, hope that funding
for this important piece of equipment will be approved.

“
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FROM THROUGH GRANT NUMBER
SECTION 111

CURRENT BUDGET PERIOD 5-1-83 4-30-84 UL CA 34980A

The following pertains to your CURRENT PHS budget. Do not include cost sharing funds. This mformat:on in con]unctlon with that provided on
Page 2 will be used in determining the amount of support for the NEXT budget period.

ACTUAL ESTIMATED ADDITIONAL ESTIMATED
CURRENT EXPENDITURES EXPENDITURES AND TOTAL ESTIMATED UNOBLIGATED
. BUDGET THRU (insert date): 0BLIGATIONS FOR EXPENDITURES AND BALANCE
A. BUDGET . (as approved by REMAINDER OF OBLIGATIONS (Subtract Col. 4 fram
awarding unit) CURRENT BUDGET {Cal. 2 plus Col. 3) Cal. 1)
PERIOD 5
(1 (2) (3) a4y {5)
TOTAL DIRECT COSTS ;
“ 122,968 53,656 69,312 122,968 0
INDIRECT COSTS (as provided)
30,600 11,674 18,926 30,600 0
TOTALS =S '
153,568 65,330 88, 238 153,568 0

B. THROUGH F.
See instructions and provide the information required in items B. through F, Use this page and continuation pages as necessary.

PROFESSIONAL .PERSONNEL

NAME TITLE CATEGORY 25% 26-50% 51-75% MORE THAN 75%
J Levy Assc. Prot i X

J Morrow in trainihg" 3 o

J Landes SRA I 2 %

T Shimobukaro SRA I > 7

MSzoenyi Lab Asst 2 *

EQUIPMENT

Lease of Becton-Dickenson Research FACS Analyzer

TRAVEL

Domestic travel to the East coast for an AIDS Conference.

OTHER SUPPORT

J. Levy, M.D. State of California "A Case-Control Study of Acquired
Immune Deficiency Syndrome Diseases'. $81,000

PHS 2590 (Rev. 5/82) PAGE S (Use Continuation Pages as necessary)



GRANT NUMEER
SECTION 1V :
PRCGRESS REPORT SUMMARY
PRINCIPAL INVESTIGATCR OR PRCGRAM DIRECTGCR {: PERICO COVEAED BY THIS REPORT
Jay A. Levy, M.D. {FacM | THROUGH
NAME OF QRGANIZATICN . i
!

TITLE (Repeat ttle shawn in item 1 on first page)

Isolation of Agent Responsible for AIDS

(SEE INSTRUCTIONS Mgt
1. Inoculation of concentrated white cells and sera from
patients with AIDS into newborn animals from four different
strains of mice, and from guinea pigs, hamsters, and rats. Over
1,000 animals have been inoculated and maintained for up to 1
year. Control animals have received white cells from healthy
donors. Results show a 15% incidence of opportunistic infections
in BALB/c mice and not in ICR, €37 black, or C3H mice. Control
animals had less than 17 infection rate. Hamsters had a somewhat
increased death rate compared to controls. Guinea pigs and rats
showed no infection or mortality after 1 year.

2. Histologic examination of blood smears from the animals
has indicated a reduction in lymphocytes in some of' the mice and
hamsters inoculated with AIDS material, but not in rat or guinea
pigs. Thus, combined with the above mentioned results, we
believe that mice may be a potential animal model for the study
of AIDS.

3. In collaborative studies with Dr. Sy Kalter, Southwest
Texas Foundation, we have inoculated AIDS blood into /4 baboons,
one of which was a newborn. The first three animals inoculated
all showed initially a lymphocytosis, with many atypical
lymphocytes. In two animals, this picture has been maintained.
Their blood contains no antibdodies to CMV, EBV, or hepatitis B.
Blood from one of .the infected animals was inoculated into a
newborn baboon, and the same pattern of lymphocytosis has been
maintained in this animal after 9 months.

L. We have inoculated purified white cells from AIDS patients
onto a variety of heterologous cell lines, including mink, dog,
cat, mongoose, gazelle, chicken, human, chimp, rhesus monkey.
They have also been cocultivated with the CEM and MOLT T cell
lines and the U937 human macrophage cell line. In a limited
number of studies conducted thus far, we can find no evidence of
an infectious agent by CPE, hemagglutination or hemadsorption
tests. Immunoflourescent studies using sera from a patient with
AIDS has not indicated any presence of an agent in these cell
lines, but these studies are only preliminary.

5. We have cocultivated AIDS white cells with the established
T cell lines and attempted to induce interferon production in
these cells. Thus far, no interferon has been noted in these
cells after a short cocultivation period.




. Levy

6. We have cultured over 50 T cell lines from patients with
AIDS as well as controls and healthy gay donors.  These cells
have been studied by FACS for antigen markers after long term
growth in culture. We have achieved 1007 success in growing the
cell lines in the presence of IL2. In those studied by FACS, we
find that the helper cells are initially increased in number, but
these then decrease after about 3 weeks. Suppressor T cells can
be maintained in culture for several months. Macrophages and NK
cells disappear after one week. We have maintained AIDS T cell
lines 1in the presence of IL2 for over 90 days with good
viability. As noted above, there is then a preponderance of
suppressor T cells in culture.

7. In one lymphocyte culture, we have evidence that B cells
remain and are making antibodies to T cells. By double labelling
the presence of T cells carrying immunoglobulins on their surface
have been noted even after three months in culture.

8. In about 5 out:  of 50 cultures we have detected the
presence of HTLV by reverse transcriptase and immunoflourescent
tests. Antibodies to HTLV have only been found in about 2 out of
20 AIDS patient's serum examined. We have confirmed the ability
of HTLV to induce syncytial formation in XC and mink lung cells.
We are perfecting this assay to use as one of the tests for HTLV.
We have also noted that HTLV does not hemagglutinate goose, 1 day
chick, adult chick, guinea pig, rat, rhesus monkey, human 0O, or
sheep erythrocytes.

9. In some cultures, high reverse transcriptase activity has
been noted without evidence of infection with HTLV. We are
presently investigating whether LAV-1 (isolated first by Barre,
et al.) 1is responsible for this RT activity.

10. We have noted that macrophages form AIDS patients adhere
less readily to the cell culture as compared to controls. This
may indicate either a difference in population of macrophages or
an abnormality in their adherance potential.

11. We have noted after long term culture, the presence of
dendritic -like cells growing in cultures of both AIDS patients
and normal controls suggesting that IL2 enhances the growth of
these cell populations. They become evident after long term
culture. -

12. We have established over 35 cell lines from Kaposi's
sarcomas (KS) removed from patients with AIDS. These cells have
been grown by selected techniques on plastic, and then analyzed
for endothelial cell characteristics. They have been studied for
prostaglandin and prostacycline production (with Dr. M. Goldyne).
Over 807 of them produce Factor VIII and have some properties
suggesting malignant potential. Moreover, our Kaposi's cell
lines have been examined by various histochemical tests by Dr.

—-ba-—
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Jay Beckstead. These results have indicated that several of them
have enzyme markers typical of endothelial cells. Nevertheless,
none of these cell lines produced tumors in nude mice, nor have
grown in methylcellulose. We have also attempted to grow the
cell lines in nude mice in the resence of an
angiogenesis-producing tumor (choriocarcinomag. These results,
however, have also been unsuccessful. Nevertheless, we believe
KS is a hormone-dependent tumor, and thus, the cells may only be
tumorigenic when the proper growth factors are present in the
host. :

13. We have analyzed our Kaposi's sarcoma cell lines in
collaboration with Drs. Nelson and MacDougall in Oregon, as well
as individuals at UCSF (Dr. A. Geballe), for the presence of CMV,
EBV and hepatitis B. In a limited number of studies, none of
these agents have been definitively found in the cell lines, nor
in fresh tumor tissue removed from the patients. Previous work
indicated the presence of CMV, but when Dr. Nelson purified his
probes further, and normal human sequences were eliminated, the
positive results could not be confirmed. These studies continue
to be conducted.

14. We have begun a collaborative work with Professor Keonig
in the Domincan Republic as well as colleagues in Haiti examining
blood from Haitian immigrants and patients for the presence of
antibodies to HTLV, CMV, hepatitis B and EBV. These studies have
indicated that Haitian coming from the provinces do not have the
same high titer of antibodies to these agents as do those in the
cities. These results suggest that AIDS was probably introduced
into Haiti and did not result from the voodoo practices, come
from animals, or from the population living in the provinces.

-6b-



PUBLICATIONS ¥ . J LEVY

Marx.,PA, Maul, DH, Osborn. KG, Lerche, NW, Moody. P, Lowenstine., LJ,
Henrickson, RV, Arthur. LO, Gravell, M, London WT, Sever JL, Levy JA
Munn RJ, and Gardner MB. Simian AIDS: Isolation of a Type D
Retrovirus and Disease Transmission. Science. In press.

Levy JA, Ziegler JL, Acquired immunodeficiency Syndrome in an
opportunistic infection and Kaposi's Sarcoma results from secondary
immune stimulation. Lancet 1983;2: 78-81
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VIROLOGY II

SECTION | fcontinued)

SUMMARY OF PROPOSED WORK

GRANT NUMEER

1 UO1 CA34980-01

KEY PROFESSICNAL PERSONMNEL ENGAGED ON PROJECT

T

NAME i POSITION TITLE |  DEPARTMENT AND ORGANIZATION
W. Lawrence Drew, M.D. Associate Clinical Prof. Medicine, Clinical®
PiveDe Pathology & Laboratory
Medicine, U.C.S.F.
John Mills, M.D. Associate Professor iMedicine, U.C.S.F.
Alan Gottlieb, R.N. Nurse Practioner, II IMedicine, U.C.S.F.
Richard Miner, B.A. Research Tech, IV Pathology Research

To Be Hired Research Tech.

|Mt. Zion Hospital
Medicing, U.C.STE.

Give 3 brief summary of oians for the next year of supoors, including the abjectives and specific aims as weil 33 the methodglogy to be usad ta achieve

these sims. DO NCT EXCEED THE SPACE PROVIDED.

f

{1. Enroll 60 additional CMV seronegative homosexual men and correlate ac-

quisition of CMV with the development of abnormal H:S ratios.

{2. Collect sequential isolates of CMV from individual, healthy homosexual
imen and analyse them by restriction enzymes to determine if these healthy
lindividuals are also infected by multiple, different strains of CMV.

|

z
i




SECTION 11 FROM THROUGH Gﬁf\ NUMBER
NEXT BUDGET PERIOD 1 b "5 e
Follow instructions carsfully * 5-1-84 4-30-85 L CA34980
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD . & OUNT REQUESTED (Orut cenes)
PERSONNEL (Aoplicant organization oniy) (See instructions) TIME/EFFCRT P
S FRINGE TOTALS
NAME TITLE OF POSITION % g BENEFITS
Week
W.l... DREW Principal Invesugator 20 8 0
J, MILLS CO-INVESTIGATOR 20 8 4,019 %
A. GOTTLIEB NURSE PRACTIONER ! 50 20 17:61% h2B5 5 2
TO BE HIRED RESEARCH TECH 50 20 13 52 4,060
Bl e . "’
SUBTOTALS——| 46,607 | 13,364 5919°F1
CONSULTANT COSTS (See instructions)
N/A
EQUIPMENT (/temize}
N/A
SUPPLIES (lternize by category)
Plastic and glassware
CO, & liguid N
TiSsue culture
Media & Sera
Reagents (antisera, chemicals, etc.P
. DOMESTIC
AR, FOREIGN
PATIENT CARE COSTS Lt i
OUTPATIENT
ALTERATIONS AND RENGOVATICNS {lternize by category)
0
CONSORTIUM/CCNTRACTUAL COSTS (See instructions) Travel 1,600
MT Zion Hospital Other Expenses S, 00:7
Salaries 16,411 Supplies : 9,184
Fringe Bens 35692 Inditect costsds5. 3% 7,434 ~(16,411) 43,338
OTHER EXPENSES (ltemize by category)
Computer costs
Office supplies
Statistical & epidemiological consultation 383
TOTAL DIRECT COST (Enteron Fage 1, Item 10) 108, 288

INDIRECT . |

CQOST

' Date of DHHS

7
i
| 3greeme

it

5 jpomny
) = Not requeste

1 tn

aar negot

m

(%)



VIROLOGY II GRANT RENEWAL N.I.H. #1 UOl CA34980-01 Subcontract to Mount Zion Hospital

SECTION IN FROM THROUGH GRANT NUMBER
NEXT BUDGET PERIOD 5/01/84 4/30/85 1 U0l CA34980-01
Follow instructions carefully
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED {Omut cents)
PERSONNEL (Applicant organization only) (See instructions) TIME/EFFORT FRINGE
SALARY TOTALS
NAME TITLE OF POSITION % Hhates e BENEFITS 2
Week
W _Lawrence Drew M D _Ph D Principal Investigator 20 8 NONE NONE
R. Miner Research Tech, IV 50 20 16,411. 3,692,
SUBTOTALS ———=| 16.411. 3,692,
CONSULTANT COSTS (See instructions)
N/A
EQUIPMENT (ltemize}
N/A
SUPPLIES (itemize by category)
COp & liquid Njp 413.
Tissue Culture 2067
Media & Sera 1,654,
Reagents (antisera, chemicals, etc.) 1,654.
Plastic & Glassware 3,396. 9,184,
DOMESTIC
TRAVEL FOREIGN International Congress of Virology 1,600,
PATIENT CARE COSTS AR
CUTPATIENT
ALTERATIONS AND RENOVATIONS {l/temize by category)
N/A
CONSORTIUM/CONTRACTUAL COSTS (See instructions)
N/A
OTHER EXPENSES (/temize by category)
Computer Costs 1,650.
Office Expenses 767.
Statistical & Epidemiological Consultation 2,600.
Indirect Costs 45.3% (16,411.) Tl 123451,
TOTAL DIRECT COST (Enter on Page 1, ftem 10) 43.338
: *1f this is a special rate : Date of DHHS TD Not requested
INDIRECT 45,3 xsaws 1 feg. offsite) explain p:aareEment 10 Under negotiation with:
I i
COST 1 1 3/23/83 1
(See instructions) : : :
%ADC] : |
DACE 2

DLIC 970N IDawy SI0T)
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: GRANT NUMEBER
SECTION Il feontinued) i

NEXT BUDGET PERIOD 1 uol _c.gf34980_01

B. Suppiemental information ragarding ITEMS in the propased budget for the next pericd waicn redquire 2xolanation or jusuficaucn. (S22 mstructions)
SALARY JUSTIFICATION

Increases in salary for the following U.C.S5.F. personnel: John Mills, M.D.
Alan Gottlieb, and To Be Hired Tech. Institutional increases of 11% .
for the above U.C.S.F. personnel constitute budgeted salary increases.

'}

Two 50% Research Techs. will replace previously budgeted 100% SRA II, 5,
because the work conducted in this study is divided between two locations.
Typing of viruses is performed at Mount Zion Hospital and Medical Center
as are all serologic studies, requiring one 50% tech (Research tech, IV).
Viral cultures are performed at San Francisco General Hospital requiring
another 50% tech (To Be Hired).

Increase of salary for 50% Research tech, IV at Mount Zion Hospital is

due to higher skill and salary step level.

TRAVEL JUSTIFICATION

Invitation to present lecture on the relationship of cytomegalovirus and
AIDS and to discuss the results of CMV researchers from Japan and European

countries at the International Congress of Virology in Japan.

Other Category for next budget period has been reduced to appropriately
cover Travel costs.
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VIROLOGY II

SECTION 1Nl
CURRENT BUDGET PERIOD

FROM
5/01/83

‘THROUGH
I 4/30/84

GRANT NUMBER
1 U0l CA 34980-01

The foilowing zertzins to your CURAENT PHS budger. Do not include cost sharing funds. This information in conjunczion with that provided on
Page 2 will be usea in determuning ne amount of supcert for the NEXT bucget ceriod.

ACTUAL {esTiMATED ADDITIONAL | ESTIMATED
CURRENT ax?;ga:;f;u RES ’ESE!:‘;Eiasfrﬁ{%%'sTfﬁ:;A“ TOTAL ESTIMATED un%ausma
FUOLET | THRU finsert darej: QBLIGATIONS FOR EAPENDIT URES,“‘"S BALANCE |
A, BUDGET fas approves by | REMAINDER OF GBLICATIONS (Subtrace Cal. 4 fram
awarding unit} } 12/31/83 cuaa;g; ggBGET {Col 2 pius Caf. 3} Cal. 1)
n i {2) {3) 4 (5)
b g i 89,403. I 34,424. 54,979. 89,403. 0.
ECT-COSTS quide ;

_“*fD'HM&-S“ an pravidad) 6,499, |- 2,882, 5 6,499. 0.
10TALS = 195,902, | 377306 58,596. 95,902. 0.
8. THRGQUGH F.
See instructions and provide the infarmation required in items B. through F. Use this nage and continuation pages as necessary.
B. PROFESSIONAIL PERSONNEL
NAME TITLE CATEGORY 25% 26-50% 51-75% more than 75%
W. L. Drew. P.I. 1 X
J. Mills Co-Invest. T o
A. Gottlieb Nurse Pract. 2 *
R. Miner Tech IV 2 *
M. Blair Tech FII 2 X
E. Mocarski Consultant 1 X
T. Merigan Consultant 1 X
To Be Hired Tech 2 x
K. Taylor Secretary 2 X
s EQUIPMENT N/A
D. TRAVEL

Invitation to present a lecture on the Relationship of Cytomegalovirus and
AIDS and opportunity to discuss the results of CMV researchers from Japan
and European countries at the International Congress of Virology to be

held in Japan.

B

EXPLANATION OF COLUMN 5.

Bl

OTHER SUPPORT

N/A

See attached pagse.




F. OTHER SUPPORT FOR DR. W. LAWRENCE DREW:

A.

State of California

Project Title:

Grant Period:

Annual Amount:

Hoffmann LaRoche,Inc.

Pro ject Title:

Annual Amount:

Hoffmann LaRoche,Inc.

Project Title:

Annual Amount:

State AIDS Center Grant Series -
University of California

The Role of Cytomegalovirus in the
Etiology of AIDS. j

7/01/83 to 10/30/84
$135,000.
Pending - Protocol 2563B

Evaluation of the Tolerance and
Efficacy of Escalating Doses of
Recombinant Leukocyte A Interferon
(Ro 22-8181/001) Therapy of Decrea-
sing Titer of Virus in the Urine,
Blood or Semen of Patients with
Disseminated Cytomegalovirus Infec-
tiomns.

Up to $40,000., dependant upon
patient enrollment.

Pending - Protocol 2564B

Safety & Efficacy of Recombinant
Leukocyte A Interferon (Ro 22-
8181/001) in Patients with Acquired
Immunodeficiency and viral Infec-
tions.

Up to $45,000., dependant upon
patient enrollment.



VIROLOGY II

GRANT NUMEER
SECTION IV A
PROGRESS REPORT SUMMARY | 1 U0l CcA34980-01
PRINCIPAL INVESTIGATCR OR PRCGARAM DIRECTOR PERIOD COVERED BY THIS REPORT
W. Lawrence Drew, M.D., Ph.D. FROM !THHLEH
NAME OF CRGANIZATION i
Mount Zion Hospital and Medical Center 5/01/83 {1/31/84 .
TITLE (Repea: title shown in item [ an first page} W

Studies of Acquired Immune Deficiency Syndrome
(SEZ INSTRUCTIONS) i

We have enrolled 40 CMV seronegative homosexual men in our prospective
study. Ten have seroconverted and have lowered their H:S ratios from an
average of 1.6 pre-infection to 0.6 post-infection. Three of the ten have
been followed for more thanorequal to 15 mos. and two continue to have
H:S ratios less than 1.0. CMV infection was asymptomatic in all ten.
Tc assess the possibility that homosexual men experience infection with
more than one strain of CMV, we have analyzed, by restriction enzymes,
multiple CMV isolates from four separate individuals with AIDS. 1In
each patient at least two different strains were identified.

PHS 2590 (Rev.&/82) PAGE G (Use Concinusation Fage as necsssary)



PUBLICATIONS

Drew WL, Miner RC, Ziegler JL, Gullett JH, Abrams DI; Conant
MA, Huang ES, Groundwater JR, Volberding P, Mintz L.

Cytomegalov1rus and Kaposi's Sarcoma in Young Homosexual
Men. Lancet 1982 291525 =1 27 , -

Follansbee SE, Busch DF, Wofsy CB, Coleman DL, Gullet J,
Aurlgemma GP, Ross Hadley WK, Drew WL. An Outbreak
of Pneumocystis carinii Pneumonia in Homosexual Men,.
Ann Int Med 1982, 96:705-713.

Ziegler JL, Drew WL, Miner RC, Mintz L, Rosenbaum E, Gershow J,
Lennette ET, Greenspan J, Shillitoe E, Beckstead J,
Cassavant C, Yamamoto K. Outbreak of Burkitt's-like
Lymphoma in Homosexual Men. Lancet 1982, 2:631-633.

Black SB, Raas M, Mintz L, Shinefield JR, Drew WL. Indirect
Hemagglutination Inhibition: A Direct Method for Detec-
ting Cytomegalovirus Antigen. J Clin Lab Med 1983,
101:450-452.

Drew WL, Mintz L. Cytomegaloviral Infection in Healthy and
Immune Deficient Homosexual Men, in Ma P and Armstrong
D (eds): The Acquired Immune Deficiency Syndrome and
Infections of Homosexual Men. Yorke Medical Books, New
York, New York, April 1983, 117-123,

Mintz L, Drew WL, Sexually Transmitted Viral Infections in Homo-
sexual Men, in de 1a Maza (ed): Med Clin North Am;
Medical Virology. W. B. Saunders Company, Philadel-
phia, Pennsylvania, September 1983, 67/5:1093-1104.

Mintz L, Drew WL, Miner RC, Braff EH. Cytomegalovirus infec-
tions in homosexual men: an epidemiological study. Ann
Intern Med 1983, 99:326-329,.

Drew WL. Sexual Transmission of CMV and Its Relationship to
Kaposi's Sarcoma in Homosexual Men, in Plotkin S (ed):
Pathogenesis and Prevention of Human Cytomegalovirus Infec-
tion. . In Press.,

Abrams DI, Lewis B, Beckstead J, Cassavant C, Drew WL.
Persistent Diffuse Lymphadenopathy in Homosexual Men:
Endpoint or Prodrome? Accepted for publication in the
Ann Int Med.

Drew WL, Mills J, Dylewski J, C Cassavant, A Ammann, H Brodie, T
Merigan. Is CMV Infection the Cause of Abnormal T
Lymphocyte Subset Ratios in Homosexual Men? Submitted
for publication.

Katznelson S, Drew WL, Mintz L. Efficacy of the Condom as a
Barrier to the Transmission of Cytomegalcvirus.
Submitted for Publication.



GRANT NUMBER
SECTION | fcontinued)

SUMMARY OF PROPOSED WORK : Ij_OI CA34980

KEY PROFESSIONAL PERSONNEL ENGAGED ON PROJECT

NAME POSITION TITLE DEFARTMENT AND CRGANIZATION
: : VOLBERDING PA | PRINCIPAL INVESTIGATOR fﬁEPT OF MEDICINE/SFGH
2 ZIEGLER J CO-PRINCIPAL INVESTIGATOR DEPT OF MEDICINE/CRI
4 ABRAMS, DI CO-INVESTIGATOR "DEPT OF MEDICINE/SFGH
LEWIS, BJ CO-INVESTIGATOR  DEPT OF MEDICINE/CRI

Give 3 brief summary aof plans for the next year of suoport, including the objectives and spacific aims as weil as the methodclogy to be used to achieve
these aims. 0O NOT EXCEED THE SPACE PROVIDED.

In the second year of the NIH Grant we will continue to observe and record
the natural history of patients with lymphadencpathy syndrome as well as
ATIDS associated Kaposi's sarcoma. We also will continue to collect material
for banking for collaborative research into the pathogenesis and etiolcgy
of this syndrome. The specific objectives for each main patient group
covered in this grant will include therapy of patients with diffuse
lymphadenopathy with recominant alpha interferon and therapy of Kaposi's
sarcoma with recominant gamma interferon and interleukin-2.. Future
chemotherapy trials after the conclusion of enrollment in INCRF-159 protocol
serial immunologic monitoring.

REMOVE AND USE FOR DRAET COPY

L

VERTESRATE ANIMALS INVOLVED OnNO T YES If “YES.” idenufy by commaon namess and underline primates,

PHS 2520 {Rev. 5/82) PAGE
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SECTION 1I FROM THROUGH GRANT NUMBER
NEALBIDES L Fab L 5-1-84 4-30-85 UL CA 34980A
cllow instructions carefully AR
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOCO DOLLAR AMOUNT REQUESTED (Omit cents)
PERSCONNEL (Apolicant arganization anly) (See instructions) TIME/EFFORT ;
e FRINGE TOTALS
NAME TiTLE OF POSITION % ik BENEFITS
Wieek : ;
P VOLBERDING Principal Investigator 20 12,360 : 2,802
D _ABRAMS CO-INVESTIGATOR 50 27,3435 6,152
J ZEIGLFR : CO-INVESTIGATOR 20 R -
B IEWIS CO-INVESTTGATOR 20 - £F -
G _GEE ADM. NURSE IT 50 16,998 | 4,676
P _ROY PR CIK 50 8,556« 2,353

SUBTOTALS e bt 0] Dy 9§3
CONSULTANT COSTS (See instructions) x

EQUIPMENT (Hternize)

SUPPLIES (ltemuze by category)
MATLING
REPRO/PRINTING
PHONE
OFFICE SUPPLIES
CLINIC SUPPLIES

DOMESTIC P VOLBERDING, D ABRAMS, G GEE
| FOREIGN

INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (ltemize by category!

TRAVEL

PATIENT CARE COSTS

0
CONSORTIUM/COCNTRACTUAL COSTS (See wnstructions)
0
OTHER EXPENSES (/remuze by category)
PHOTO PROCESSING
BOOKS, PERICDICALS 214

TOTAL DIRECT COST {Enteron Page 1, Itam 181

e T
i ” ¢
INDERECT KBRS
e 11 ! ! ;
{26,232 % YL : :
e T ) i, (RS ' ; ‘ B e '

D4c 5 iRay &89
bad

Ao iRy, 5,87)



| GRANT NUMEBER
SECTION 11 (continued) :

NEXT BUDGET PERIOD UL CA 34980A

8. Supplementai information regarding I TEMS in the proposed budget for the next period which require expianation or justufication. (See nstructions)

PERSONNEL

P VOLBERDING 24% increase in salry since 5-1-83 due to promotlonal A
and cost of living increases.

D ABRAMS 50% increase in salary since 5-1-83 due to promotional
reclassification to faculty status and cost of living
adjustment. Paid time reduced to 50% to accomodate
the salary increases.

G GEE 16% increase in salry due to promotional reclassification
and cost of living adjustment.

P ROY 18% increase in salary due to promotional and cost of
living adjustment.

FRINGE BENEFIT RATES EFFECTIVE 1-1-84 EFFECTIVE 7-1-84

ACADEMIC PERSONNEL 26% 22%

STAFF PERSONNEL (CAREER) 30% 27%

EQUIPMENT IEM PC COMPUTER AND MONITOR TO BE USED FOR PATIENT DATA COLLECTION. $3,750

PATTENT DATA COLLECTION NEEDS HAVE INCREASED TO THREE TIMES OF
ORIGNTIAL EXPECTATIONS.

SUPPLIES To accomodate cost of living increases these
TRAVEL sections have been adjusted upwards

OTHER EXPENSES o, 1%

CONTRACTUAL

Mt Zion Hospital

Lawrence Drew, M.D.

In an effort to cover overhead costs at

Mt Zion Hospital Dr. Drew's virology section
will be listed as a sub-contract under

Dr. Paul Volberding's therapy section.




SECTION Il
CURRENT BUDGET PERIOD

FROM
5-1-83

THROUGH

4-30-84

GRANT NUMBER

'I'"e oilcmra periains 1o your CURRENT PHS budaget. Do not include cast sharing funds. This information in conjunction with that provided on
age 2 'mifl B2 used in determining the amount of supgort for the NEXT budget peried. :

ACTUAL ESTIMATED ADDITIONAL i = = ESTIMATED
CURRENT EXPENDITURES EXPENDITURES AND | TOTAL ESTIMATED UNCBLIGATED
BUDGET THRU (insert dara: gaLIGATIONS F0R | EXPENDITURES AND BALANCE
A. BUDGET (as anoravad by REMAINDER 0OF . DBLIGATIONS {Subtract Cal. 4 from
awarding unit} CURRENT BUDGET {Cal. 2 pius Cat. 3} ol 1)
FERIOD o
n (2 {3 L) is)
| i
TOTALRIREL S OHE 78,500 | 52,139 26,361 78,500
INDIRECT COSTS (GSQFGVidEd) 21’135 13’944 7'191 21'135
e > 1 99,635 66,083 33,552 99,635
B. THROUGH F.
See instructions and provide the infarmaticn required in items B. through F. Use this page and continuation pages as necassary.
B. PROFESSIONAL PERSONNEL
NAME TITLE CATEGORY LESS 25% 26-50% 51-75% MORE 75%
P VOLBERDING ASST PROF MED ii *
D ABRAMS CLN INSTR MED 1 *
J ZEIGLER PROF MED ] X
B LEWIS ASSC CLN PROF
MEDICINE X
G GEE ADM NURSE e
P ROY PRIN CLK *
C. EQUEPMENT
Toshiba P1350 printer and components to be used with IBM PC Computer
Sl, 798,87
D. TRAVEL
P Volberding has used the travel money in the amount of $1,500
to partially defray the cost of attending research meetings
for the presentation of research results.
E. EXPLANATION OF COLUMN 5
None
g OTHER SUPPORT

Paul A. Volberding,
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PROGRESS  REPORT

Page Six

THERAPY OF AIDS

OVERALL OBJECTIVES

The overall objectives of the therapy section of this grant have
not changed. Because of work accomplished in the first grant
year, the focus of Kaposi's sarcoma therapy protocols in this
grant year will be on biologic response modifiers rather than
cytotoxic chemotherapy. Also because of the number of cases of
lymphadenopathy syndromeprogressing to AIDS, therapy trials for
this syndrome will also be conducted.

SUMMARY OF WORK ACCOMPLISHED

A number of original observations have been made from our center
on the naural history of the lymphadenopathy syndrome and of
the natural history and therapy of Kaposi's sarcoma in AIDS.

Lymphadenopathy Syndrome: Over two hundred patients with the
syndrome of diffuse lymphadenopathy have been followed in the
.AIDS clinic at UCSF and San Francisco General Hospital. In
contrast to our experience at the time of the original grant
request, five of these patients have now progressed to AIDS as
defined by the CDC. The careful clinical observations made on
these patients prior to conversion should be important in help-
ing predict the natural history of this extremely common syndrome.
Also because of this conversion to AIDS, therapy trials of recom-
binant alpha two interferon as discussed in the original grant
application are now being initiated. The serial evaluations of
patients with lymphadenopathy syndrome has also provided access to
specimens including serum and lymph node material. These are
being collected on a regular basis from this cohort of patients
and have proved valuable for collaborative research studies, many
of which were summarized in virology immunology and epidemiology
sections of this progress report.

Kaposi's Sarcoma: In the first year of this grant approximately
100 patients with Kaposi's sarcoma in AIDS have been evaluated in
the Kaposi's sarcoma clinic at UCSF and the AIDS c¢linic at San
Francisco General Hospital. A staging system devised in retro-
spect from analysis of these patients initial evaluation in clini-
cal outcome is being developed. A preliminary analysis of 81
patients with Kaposi's sarcoma has revealed minimal impact on
survival from the extent of Kaposi's sarcoma but a relatively
greater impact from clinical features which may more directly
reflect the status of immune competance. This has been reported
in abstract form and a more complete analysis of 150 Kaposi's
sarcoma patients is currently being conducted.




The natural history of Kaposi's sarcoma in AIDS has also been
evaluated by studying those patients who have refused therapy
of their tumor. A preliminary analysis of this experience
reveals a broad spectrum of clinical aggressiveness of AIDS
associated Kaposi's sarcoma. While essentially all patients
have shown progression of their tumor, in several well-docu-
mented cases there was at most only minimal progression in
twelve months .of follow-up without therapy. This observation
raises important implications for the design of prospective
clinical trials which will be addressed in the next year of this
grant.

Cytotoxic chemotherapy has been studied in the first year of the
continuation of vinblastine therapy for all stages.of Kaposi's
sarcoma which demonstrates a 35% objective response in these
patients. Also 25 patients have been entered onto a phase two
trial of ICRF-159. Accrual to this study is being completed
and early clinical results suggest that this drug is not more
active than vinblastine in the treatment of Kaposi's sarcoma.
If confirmed in a more complete analysis these results would
suggest that the biology of AIDS associated Kaposi's sarcoma
is unlike that of African Kaposi's sarcoma where ICRF-159 was
extremely active.

In addition to trials of cytotoxic agents biologic response
modifiers are also being tested in Kaposi's sarcoma associated
with AIDS. Over 60 patients have been entered into trials of
recombinant alpha interferon. As reported in several publica-
tions an objective response rate of approximately 40% was
observed with this agent. Disappointingly, no immune restora-
tion of clinical significance was observed in these trials.
Future trials will continue with this and other biologic
response modifiers including recombinant gamma-interferon and
recombinant interleukin-2.

As was true of the patients with lymphadenopathy syndrome,
patients with Kaposi's sarcoma have also been a valuable source
of specimens for collaborative research studies with other com-
ponents of this grant. Patients with Kaposi's sarcoma are
followed serially and specimens including serum and tumor tissue
are regularly preserved for future studies by the tissue and
serum repository discussed in the first section of the grant.

OBJECTIVES FOR THE NEXT GRANT YEAR

In the second year of the NIH Grant we will continue to observe
and record the natural history of patients with lymphadenopathy
syndrome as well as AIDS associated Kaposi's sarcoma. We also
will continue to collect material for banking for collaborative
research into the pathogenesis and etiology of this syndrome.

The specific objectives for each main patient group covered in
this grant will include therapy of patients withdiffuse lympha-
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denopathy with recombinant interieuvkin—2.- ; ture chemotherapy
trials after the conclusion of enrollment in ICRF-159 protoco#l
will continue to invesitigate single agent chemotherapy with 5
serial immunologic monitoring. :

HUMAN SUBJECT CONSIDERATION

Lymphadenopathy Syndrome: A protocol for the use of recombinant
alpha interferon for patients with lymphadenopathy syndrome has
been approved by the Human Subject's Committee at UCSF and a
copy of the protocol is attached.

Kaposi's Syndrome: Three protocols are currently being developed
and will be initiated shortly for the treatment of AIDS associa-
ted Kaposi's sarcoma. While discussed in brief in the original
competitive review these protocols are much more complete at

this stage and are included in this section. These include a
controlled study of no therapy compared with alpha interferon

or alpha interferon plus vinblastine for patients with minimal
stage of Kaposis sarcoma, recombinant gamma-interferon and recom-
binant interleukin-2. In these protocols, particularly in the last
two, substantial efforts will be made to monitor the immunologic
effects of these agents as they may prove helpful in immuneres-
toration. A detailed anaysis of the rational for each agent is
beyond the scope of this progress report but is included in each
of the attached protocols.
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10 Under negotiation with:
|

PHS 2550 (Rev. 5/82) PAGE 3



-

’VERSITY OF CALIFORNIA, SAN FI‘CISCO
ZONTRACTS AND GRANTS APPROV AF%-ORM

(SUBMIT NINE COPIES OF THIS FORM)
ATTACHED ARE ______ COPIES OF A PROPOSAL FUNDING AGENCY: Nati O ok E Haalih

(INCLUDE ONE COPY FOR CONTRACTS AND GRANTS)

AGENCY ADDRESS: 5333 Westhard Ave.
Paul A, Volberding, M.D. Bethesda MD 20205

FROM: (PI1)
(LIST PROFESSIONAL DEGREES)

AcCADEMIC TITLE: _Assistant Professor of Medicine
DEPARTMENT: Dept. of Medicine/SFGH
campus MaiL sTop: SFGH WARD 86 exr._6-4387

PERSON TO CONTACT WITH QUESTIONS ABOUT THIS

PROPOSAL: _ROBERTA WILSON ExT. 4387 AGENCY DEADLINE: _March 1, 1984
PROJECT DATES: - 0, 1985 UNIVERSITY FRANKING NO:
(FIRST 12 MONTHS] (FOR 1ST CLASS MAILING)
FUNDS REQUESTED: _$642,258 ACCOUNT/FUND NO:
(FIRST 12 MONTHS INCLUDING INDIRECT COSTS) (FOR EXPRESS MAILING)

PROJECT TITLE: _STUDIES OF ACQUIRED IMMUNE DEFICIENCY SYNDROME

TYPE OF PROPOSAL (CHECK ONE IN EACH COLUMN): 0O RESEARCH
O TRAINING OXGRANT
0O NEW O CAREER DEVELOPMENT
%CONTINUATION OF NO. UOL CA34980-02 O PUBLIC SERVICE 0O CONTRACT
0O RENEWAL OF NO. 0O EQUIPMENT
0O SUPPLEMENT TO NO. O CONFERENCE 0O SUBCONTRACT
0O REVISION OF NO. O TRAVEL

COMMITMENT OF SPACE: BEFORE A PROPOSAL IS SUBMITTED, IT IS THE RESPONSIBILITY OF THE DEPARTMENT TO
ASSURE THAT APPROPRIATE SPACE WILL BE AVAILABLE FOR THE DURATION OF THE PROJECT.

SITE OF WORK: XUCSF (XSFGH X VA THER 0 RENT/LEASE. P

X = “ESF—Bance eseatch fnstitute, mmunology Lab, Div. of Derm
LIST BUILDINGS AND ROOM NUMBERS: “Viro-
WHAT DEPARTMENT HAS SPACE AssicNMENT? _UCSF Dept of Medicine logy La

Cancer Research Institute
INVENTIONS (For cONTINUATIONS AND RENEWALS): ARE THERE ANY INVENTIONS TO REPORT? (XNO O YES

COMPUTER: EQUIPMENT PURCHASES: § 0 EQUIPMENT LEASES: $ 0

SAFETY REQUIREMENTS: FOR EACH YES MARKED BELOW ATTACH A COPY OF THE APPROPRIATE APPROVAL TO
EACH COPY OF THIS CONTRACTS AND GRANTS APPROVAL FORM.

INVOLVEMENT
A e i REQUIRED ATTACHMENT
NO YES
1. IONIZING RADIATION/RADIOISOTOPES: P D RADIOISOTOPE APPLICATION FORM
2. HUMAN SUBJECTS:
SPECIFIC RESEARCH PLAN(S) DESCRIBED O Bl comMITTEE ON HUMAN RESEARCH APPROVAL LETTER
MULTIPLE PROJECT OR UNSPECIFIED PLANS ] X commITTEE ON HUMAN RESEA ov TE
(GENERAL APPROVAL) SEARCH APPROVAL LETTER
3. BIOSAFETY:
RECOMBINANT DNA KJ D MUA OR RECOMBINANT DNA
REGISTRATION DOCUMENT
CLASS 1%, 2%, OR 3 INFECTIOUS AGENTS K 00 1) inFecTiOUs AGENTS REVIEW FORM, AND
2) BIOLOGICAL LABORATORY INSPECTION
REPORT AND CERTIFICATION
CLASS 1 OR 2 INFECTIOUS AGENTS K] D BIOLOGICAL LABORATORY INSPECTION
REPORT AND CERTIFICATION
CELL CULTURE m D BIOLOGICAL LABORATORY INSPECTION
REPORT AND CERTIFICATION
4. ANIMALS: LOCATION OF ANIMALS CANGER RESEARCH [OJ B) veRTEBRATE ANIMAL USE SUMMARY FORM
5. CHEMICAL SAFETY:
CHEMICAL CARCINOGENS INSTITUTE D CHEMICAL CARCINOGEN APPROVAL FORM
FLAMMABLE AND/OR TOXIC COMPRESSED GAS [0 comPrEssED AND LIQUIFIED GAS
CYLINDERS APPROVAL FORM
FLAMMABLE SOLVENTS (OVER 10 GALLONS) E] [0 FLAMMABLE LIQUID STORAGE USE
AFPROVAL FORM
PERCHLORIC ACID 4] [0 PercHLORIC ACID APPROVAL FORM

’

SUBMITTED BY: .\ ¥/ MARCH 1, 1984
v -;‘UL {Be éﬂ’(/(/( ATURE, PRINCIPAL ESTIGATOR DATE

g < : 4

T CHATR, OF MED/SFGH MARCH 1, 1984

DEPARTMENT CHAIRMAN OR DATE DEAN OF SCHOOL DATE
INSTITUTE DIRECTOR

SFGH, DEAN'S OFFICE DATE ACOS RESEARCH AND DATE

FINREAEE DEVELOPMENT, VAMC

6/83



SECTION 1 " Form Approved OMB No. 0925-0001

REVIEW GROUP ’ ACTIVITY | GRANT NUMBER (Insert
s 3 on all pages)

DEPARTMENT OF HEALTH AQHUMAN SERVICES 585 . 9 , i
PUBLIC HEALTH SERVICE 5 U031 | CA34980-02

TOTAL PROJECT PERIOD

From: 05/01/83 Throug.h: : 04/30/85

APPLICATION
FOR CONTINUATION GRANT B O
From: 05/01/84  Through: 04/30/85

To Be Verified By Applicant. Check Information in ltems 1 Through 6. If Incorrect, Furnish Correct Information In Item 13.
1. -TIFLE :

STUDIES OF ACQUIRED IMMUNE DEFICIENCY SYKDBOME

2a. PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR 4. APPLICANT ORGANIZATION (name and address, street, city,
(name and address, street, city, state, zip code) state, zip cods)
VOLBERDING, PAUL A _ UBIY OF CAL1IF, SAN FRANCISCO
SAN FEANCISCO GENERAL EOSP CAECEE RESEARCH INST, E-1282
MEDICAL SEEVICE,, 5H22 SAN FRANCISCO, CA 94143

SAK FRARCISCO, CALIF 954110

5. ENTITY IDENTIFICATION NUMBER
194603649326

2b. DEPARTMENT, SERVICE, LABORATORY OR EQUIVALENT 6. TITLE AND ADDRESS OF OFFICIAL IN BUSINESS OFFICE
MELCICIBE OF APPLICANT ORGANIZATION

2c. MAJOR SUBDIVISION CONTRACTS ANL GRANTS CFFICER
SCHOOL OF HMEDICINE CFFICE OF EXTEAMURAL SUPPORT

3. ORGANIZATIONAL COMPONENT TO RECEIVE CREDIT FOR UNIVERSITY OF CALIFORKNIA
BIOMEDICAL RESEARCH SUPPORT GRANT (see instructions) SAN FRANCISCO, CA 94 143

01 SCHCOL CF MEDICINE

COMPLETE THE FOLLOWING (See Instructions)

7. HUMAN SUBJECTS 11. INVENTIONS (see instructions)
Exemption # 7
OR
NO YES { D Previously reported

D D D Form HHS 596 enclosed D NO B YES oR
8. RECOMBINANT DNA [[] Not previously reported

Cino []yes TELEPHONE INFORMATION
9. PERFORMANCE SITE(S) (organizations and addresses) 12a. PRINCIPAL INVESTIGATOR AREA TELEPHONE NO.

CODE AND EXTENSION

OR
PROGRAM DIRECTOR (i/tem 2a)

12b. NAME OF BUSINESS OFFICIAL
(Iitem 6)

12c. NAME AND TITLE OF OFFICIAL
SIGNING FOR APPLICANT
ORGANIZATION (/tem 15)

10. DIRECT COSTS REQUESTED FOR BUDGET PERIOD

13. USETHIS SPACE FOR CORRECTIONS TO ITEMS 1 THROUGH 6. INDICATE THE NUMBER(S) WHERE ANSWER(S) APPLY.

14. PRINCIPAL INVESTIGATOR/PROGRAM DIRECTOR ASSURANCE: 1 agres to accept | SIGNATURE OF PERSON NAMED IN 2a. (In ink. | DATE
responsibility for the scientific conduct of the project and to provide the required progress | “Per’” signature not acceptable)
reports if a grant is awarded as a result of this application. Wiiitul provision of false infor-
mation is a criminal offense (U.S. Code. Title 18, Section 1001).

15. CERTIFICATION AND ACCEPTANCE: | certify that the statements herein | SIGNATURE OF PERSON NAMED IN 12c. (In ink. | DATE
are true and complete to the best of my knowledge, and acceptthe obiigation | “Per’’ signature not acceptable)
to comply with the Public Health Service terms and conditions if a grant 1s
awarded as the result of this application. A wiilfully false certification is a
criminai offense (U.S. Code, Titie 18, Section 1001).

PHS 2560 OPTIONAL (Rev. 5/82) PAGE 1
RETURN COMELETED AFPLICATION TO PHS AS SOON AS POSSIBLE:

HNO LATER THAN 1 HABCH 1984



Form approved
OMB No. 0925-0001

SECTION | .

REVIEW GROUP E A(-Z:FI‘\{ITY GRANT NUMBER (Insert on
DEPARTMENT OF HEALTH AND HUMAN SERVICES : all pages)
PUBLIC HEALTH SERVICE SSS 9 5 UoT UOI CA34980 @2
TOTAL PROJECT PERIOD
APPLICATION From: §_1_84 : "Throu.gh: 43086
FOR CONTINUATION GRANT REQUESTED BUDGET PERIOD
From: 5_1_84 > Through: 4-30-85

1. TITLE

STUDIES OF ACQUIRED IMMUNE DEFICIENCY SYNDROME

2a. PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR

{name and address, street, city, state, zip code)

VOLBERDING, PAUL A

ZIEGLER JOHN

SAN FRANCISCO GENERAL HOSP

DIVISION OF ONCOLOGY

WARD 86

995 POTRERO AVE,

SAN FRANCISCO CA 94110

4. APPLICANT ORGANIZATION (name and address, street, city, state,

zip code)

UNIVERSITY OF CALIFORNIA,
SAN FRANCISCO

CANCER RESEARCH INSTITUTE
M-1282

SAN FRANCISCO CA 94143

. ENTITY IDENTIFICATION NUMBER

194603649376

2b. DEPARTMENT, SERVICE, LABORATORY OR EQUIVALENT
MEDICAL SERVICE

2c. MAJOR SUBDIVISION
DEPARTMENT OF MEDICINE

3. ORGANIZATIONAL COMPONENT TO RECEIVE CREDIT FOR
BIOMEDICAL RESEARCH SUPPORT GRANT (see instructions)

School of Medicine

6.

TITLE AND ADDRESS OF OFFICIAL IN BUSINESS OFFICE OF
APPLICANT ORGANIZATION
(415)666-2977

LORRAINE M. PETRAKIS
CONSTRACTS & GRANTS OFFICER
OFFICE OF EXTRAMURAL SUPPORT
UNIVERSITY OF CALIFORNIA

SAN FRANCISCO CA 94143

7. HUMAN SUBJECTS
O Exemption #
O no £Ives |OR
] Form HHS 596 enclosed

i 1

8. RECOMBINANT DNA
kno Oyes

[% NO Oves {OR

INVENTIONS [see instructions)

3 Previously reported

[0 Not previously reported

TELEPHONE INFORMATION

9. PERFORMANCE SITE({S) (organizations and addresses)

University ofCali-Fornia, 1S.F:
Cancer Research Institute UCSF
Dept. of Pediatrics, UCSF
Division of Dermatology, UCSF
San Francisco General Hospital
Mt. Zion Hospital, San Frahcisco

12a. PRINCIPAL INVESTIGATOR AREA TELEPHONE NO.

PAUL VOLBERDING,M.D.

OR CCDE | AND EXTENSION

PROGRAM DIRECTOR (/tem 2a/

415 |666-4387

12b. NAME OF BUSINESS OFFICIAL

(Item &) -

LORRAINE PETRAKIS |415 |666-2977

10. DIRECT COSTS REQUESTED FOR BUDGET PERIOD
488,090

12c. NAME AND TITLE OF OFFICIAL

SIGNING FOR APPLICANT OR-
GANIZATION f(/tem 15)

13. DO NOT USE THIS SPACE

14, PRINCIPAL INVESTIGATOR/PROGRAM DIRECTOR ASSUR-
ANCE: | agree to accept responsibility for the scientific conduct of
the project and to provide the required progress reports if a grant is
awarded as a result of this application. Willful provision of false infor-
mation is a criminal offense. (US Code Title 18, Section 1001.)

?1GN URE OF PERSON NAMED IN 22 DATE
In 4

“Per” signature ngt acceptable)
@/M% g/e 9/{;/

15. CERTIFICATION AND ACCEPTANCE: | certify that the statements
herein are true and complete to the best of my knowledge, and accept
the obligation to comply with the Public Health Service terms and
canditions if a grant is awarded as the result of this application. A
willfully false certification is a criminal offense. (U.S. Code, Title 18,
Section 1001.)

SIGNATURE OF PERSON NAMED IN 12¢ DATE
(In ink. “Per” signature not acceptable)

PHS 2590 (Rev. 5/82) PAGE 1



REMOVE AND USE FOR DRAFT COPY

SECTION | feontinued)

SUMMARY OF PROPOSED WORK

o

GRANT NUMBER

UOI CA3498002

KEY PROFESSIONAL PERSCNNEL ENGAGED ON PRCJECT

DEPARTMENT AND ORGANIZATICN

NAME POSITION TITLE
o ‘

1} ICLINIC CONANT, MARCUS DIV. OF DERMATOLOGY UCSF
2) EPIDEMIOLOGY MOSS, ANDREW DEPT. :OF EPIDEMIOLOGY .
3) IMMUNOLOGY AMMAN, ARTHUR DEPT.? OF PEDIATRICS | ™'
4) VIROLOGY I LEVY, JAY CANCER RESEARCH INST "
5) VIROLOGY II DREW, LAWRENCE MT ZION HOSPITAL/SFGH
6) THERAPY VOLBERDING, PAUL DIV OF ONCOLOGY/SFGH

Give a brief summary of pians faor the next year of support, including the objectives and specific aims as well as the methodolegy to be used to achieve

these sims.

DO NOT EXCEED THE SPACE PROVIDED.

For the second year of this grant we propose the following projects:
(1) continue epidemiclogic surveillance studies of the sexual contacts of
AIDS patients seen at the KS clinic, compare clinical features of KS in

ATIDS patients to the classical form, and provide tissue and serum specimen

0]

to the central tissue bank facility (MA Conant): (2) continue to collect
incidence data for population-based analysis of morbidity and mortality,
conduct pilot study of AIDS in intravencus drug-abusers, and contrive
surveillance of non-Hodgkin's lymphoma in homosexual men (AR Moss) 7 (3)
immunologic and functional assays of T cell subsets and monocytes in pre-
AIDS and AIDS patients to define immunopathogenesis, follow immune parame-
ters in patients receiving interferon and IL2 therapy (AJ Amman); (4)
continue studies of viral etiology of AIDS by inoculating AIDS tissues
into Balb-C and CH3 mice and newborn hamsters,

(T2 Levy):

baboons and chimpanzees

(5) ccntinue surveillance of CMV- sero-negative homosexual men
néd conduct extensive immunologic studies when sero-conversion occurs,
Fontinue CMV znalysis of homosexual men to determine strain variations and
|

£ 1

fects of multiple-strain infections (WL Drew); (6) continue to study
o

e
£ initiate treatment

e
Latural history KS and lymphadenopathy syndrome,
i

otocols using ICRF-159, gamma-interferon, and interleukin-2, study

ratu:al history and treamtent of non-Hodgkin's lymphoma in homosexual men

((PA Volberding, JL Ziegler, DI Abrams),
VERTEESRBATE ANIMALS INVOLVED COOINO [ YES If "YES,” «denufy by comman names and underline primates.
PHS 2520 {Rev. 5/82) PAGE 2



JETAILED BUDGET FOR Fl‘ 12-MONTH PERIOD:

(1) sALARIES: LIST ALL SALARIED, NON-SALARIED UC PERSONNEL. PROJECT MERIT, PROMOTIONAL INCREASES IN
COMPUTATION. USE TIME FOR STAFF EMPLOYEES ONLY — USE EFFORT FOR ACADEMICS.

FRINGE BENEFITS ARE CALCULATED AT % ACADEMICS, % STAFF.
Name and Title Step | Time or Based on Actual Gross Fringe Benefits Total
Effort % Annual Rate
(p1) —_CLINTC - CONANT, M. 42,199 42,199 12,220
EPIDEMIOQLOGY - MOSS, A. 24,678 24,678 7,157
IMMIINOLOGY 54,109 54,109 15,685
VIROLOGY T = LEVY, J. 39,671 39,671 8,686
VIROLOGY TIT - DREW, L 46,607 46,607 13,364
THERAPY — VOLBERDING, P 65,057 65,057 15,983
SUBTOTALS: —————3 1979 321 73,095 345,416
(2) CONSULTANT COSTS (ITEMIZE): Q

(3) EQUIPMENT- DEFINED AS COSTING $500 AND MORE titemize): COIILTER COUNTER 55.“““ |

5,000
(4) SUPPLIES (ITEMIZE BY CATEGORY):
CLINIC 1,0 LN 2. substrates, plastic, slides, chemicals, film
EPIDEM 0 tissue culture media, fetal calf serum, filters,
IMMUN 3,008 freezing vials, masks, sterile robes, gloves,
VIROL I 34,050 biochemical supplies,glassware, C02, sera,
VIROL II 4,596 reagents (anti sera), mailing repro/printing,
THERAPY 1,284 phone, office supplies, clinic supplies 43,938
(5) TRAVEL (DOMESTIC): _CLN 1,000 - IM 1,500 = VRT 1,100 - THRP - 1,605 9,205
(FOREIGN): 0
(6) PATIENT COSTS (INPATIENT): 0
{OUTPATIENT): 0
(7) ALTERATIONS AND RENOVATIONS: 0

(8) CONTRACTUAL OR THIRD PARTY COSTS:

— VIROLOGY (MT ZION -HOSP. SALARY SUPPLIES, QTHER EXPENSES, INDIRECT COSTS) 43,338

(9) OTHER EXPENSES (ITEMIZE):

CLIN 5,000 VRIL 383

ERPI Q THER. 214

IMMUN. 8

s

(10) TOTAL DIRECT COST. . . ..ttt t ittt ettt e ittt e ettt e et et ettt e ettt e e e e —488 ,090
(11) % INDIRECT COST . 27,77 5-1-84 to- 6=30-84- - 31..87% 7-1-84 to 4—=30-85 - - - 1545168 —
(12) TOTAL REQUESTED FOR EXTRAMURAL SUPPORT . . . ..ottt ittt ettt e e e e e e Le4p a5
IF MATCHING FUNDS ARE REQUIRED, INDICATEAMOUNTS___________ SOURCE OF FUNDS

FACULTY EFFORT: LIST ALL ACTIVE OR PENDING GRANTS BY AGENCY, GRANT NUMBER OR TITLE AND PERCENT
OF EFFORT DEVOTED TO EACH BY THE PRINCIPAL INVESTIGATOR (CONTINUE ON SEPARATE SHEET IF NECESSARY):

ACTIVE PENDING




et T

T

SECTION Ii FROM ; THHOUG. . [GRANT NUMBER _
NEXT BUDGET PERWID 5-1-84 | 4-30-85 . | £UOI cA 34980 A02
Follow instructions carefully -
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIQD DOLLAR AMOUNT REQUESTED (Omit cents)
PERSONNEL [Applicant organization only) (Seg instructions) TIME/EFFORT 3"-
Hoursoer | CRARERY | SRUIES. | 5 Torass
NAME TITLE OF POSITION: % Week ‘,:igﬁ"?} :
E: Principai Investigator ®
CLINIC CONANT 429999 12 220
EPIDEMIOLOGY MOSS 24 - 'ﬁ.'t_‘R 2357
IMMUNOLOGY AMMANN 54 ] [A5e] 15,68 5
VIROLOGY I LEVY 39,671 | .8 684
VIROLOGY ITI DREW 46,607 13,364
THERAPY VOLBERDING [ 0 f 1593
SUBTOTAIS———DT2.321 173 0698 g8 218
CONSULTANT COSTS (See instructionsl] &
8 0
E JUIPMENT (ltemize)
CLINIC 5,000
EPIDEMIOLOGY 0
IMMUNOLOGY 0
VIROLOGY I 5,000
VIROLOGY II 0
THERAPY 0
SUPPLIES [ltemize by category!
CLINIC 1,000 VIROLOGY II 4,596
EPIDEM (0} THERAPY 1,284
IMMUNOLOGY 23,008
VIROLOGY I 34,050
e : 43,938
U DOMESTIC CI.N 1,000-TM 1,500-VRT 1,100-THRP 1,605 5,208
RMEL FOREIGN n
PATIENT CARE COSTS aratie .
OUTPATIENT 0
ALTERATIONS AND RENOVATIONS (ltermize by category)
Q
CONSORTIUM/CONTRACTUAL COSTS (See instructions)
VIROLOGY IIL 43,338
OTHER EXPENSES (ltemiz2 by category|
CLINIC 5,000 VRI 34,596
EPI 0 RII 383
IMMUN G THRP 214 40,193
TOTAL DIRECT COST (Enter on Page 1, Itern 10) 488,090
' *|f this is @ special rate :Date of DHHS :L__||‘\19t requested
INDIRECT % Sawe | (e.g. off:site) explain fagrEErHEnt }':\L.'-'xder negotiaticn with:
: = Sl ) I
COST 2T B ] _8dto 6-~30-847 !
(32 instructions) 31.87%7-1-84 to 4-30-85 | |
154168 A0k . ;

PHS 2530 (Rev. 5/82)

PAGE 3



R

FROM
05-01-84

SECTION Il
NEXT BUDGET PERIO

Follow instructions carefully

THROUGH
04=-30~-

GRANT NUMBER

r

UOI CA349080-02

A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omit cents)
PERSONNEL (Applicant organization oniy) (See’instructions) TIME/EFFORT g3t
e Hours per SALARY :;;::ggrs .TOTALS
- NAME . . TITLE OF POSITION % s et v
CONANT, M Principal Investigator 10 v =] 677080 1,560
VOLBERDING, P CO=-INVESTIGATOR | 10 5,000 1,300
GREENSPAN, J CO-INVESTIGATOR |10 - it
BAUMGARTNER, F NURSE PRACTIONER[L00 23,939 é
TO BE HIRED CLK/DATA ENTRY |50 7.260 - i
’ P
£
: £
SUBTOTALS m— — | 42,199 | 12,220 54,419
CONSULTANT COSTS (See instructions)
0
EQUIPMENT (/termize) SR T
COMPUTER TERMINAL STAND/ALTERATIONS g ons ; 3
TISSUE HOLDERS LN2 (e
LNa STORAGE i e 5%
LTS
5,000
SUPPLIES (/temize by category) 3 - :”
LN2 :}n H
KNIVEiS (FOR CRYOSTAT, PIPETTES s SLIDES) ,1 5 5
: 1,000
, DOMESTIC CONANT ,M 1,000
TRAVEL FOREIGN - s
PATIENT CARE COSTS PAPRLIENT
OUTPATIENT
ALTERATIONS AND RENOVATIONS (/temize by category)
0
CONSORTIUM/CONTRACTUAL COSTS (See instructions)
0
OTHER FXPENSES (Itemize by category)
MAILING XEROXING GRAPHIC SLIDES
PRINTING PATHOLOGY PROCESSING
PERIODICALS AND BOOKS 5,000
TOTAL DIRECT COST (Enter on Page 1, Item 10) 66,419

: *If this is a special rate

‘. (8.5’. 0”‘5“8} explaill

COsST

{See instructions)

27.7% 5-1-84 to 6-30-84
19,146

. ~s |
TPl Fol=gd bo Ae30=pE

:Date of DHHS

| agreement
2|

|
1
1

:D Not requested

10 Under negotiation with:

PHS 2550 (Rev. 5/82)

PAGE 3



SECTION 1l FROM THROUGH GRANT NUMBER i
NEXT BUDGET PERIOD 5-1-84 4-30-85. UOI CA349080-02
Follow instructions carefully i f i

A. ITEMIZE DIRECT CCSTS RECUESTED FCR NEXT BUDGET PEFICD COLLAR AMOUNT REQUESTED (Omut cencs/
PESSONNEL fApplicant argamization only) (See nstructionsi TIME.EFFORT —

2 s Hoursper | SALARY SNEFITS TOTALS

NAME . . TITLECF POSITION % Wi

MOSS, A Principal investugator 25 3 R 1

PETRAKIS, N PROQFESSOR & CHR 5 - - -

DRITZ, S. DEPUTY CHIEF 10 - - s S

OSMOND, D ASSOC SPECLST 30 7,809 2,265

SWIG, L STAFF RES ASSC 50 8,769 2,54

BACHETTI, P STATISTICIAN 25 6,168 1,789

|
SUBTOTALS ———-2 4 ¢ /40 6,597

CONSULTANT COSTS (See instructionsi

EQUIPMENT (/termuze)

SUPPLIES (ftemize by category/

r‘i n
0
_ DOMESTIC 0
TRAVEL FOREIGN ' Fa il
PATIENT CARE COSTS JNEPATIENT
OUTPATIENT
ALTERATIONS AND RENOVATIONS (/temuze by category)
0
CONSORTIUM/CONTRACTUAL COSTS (See instructions)
N 0
OTHER EXPENSES (/temize by category)
MAILING, XEROXING EXPENSES ‘138
TOTAL DIRECT COST (Enter on Page 1, Item 10) 29,481
Te1f this is a special rate ‘ "Date of DHHS ;L"‘l_ Not requested
INDIRECT o sawe | fe.g. off-site) explain -, agreement : :G Under negatiation with:
1

COST

(See instructions)

I
27.7 5—1-:I94 to 6-30-84 E
9,191 3, g%™@f 1y g4 to 4-30-85 |




THROUGH

SECTION {1 FROM
NEXT BUDGET PERIOD 05=-01-84 0430
Follow instructions carefulily

GRANT NUMEER i
UOI CA349080-02

.A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD

DOLL_AR AMCUNT RECQUESTED (Omu¢ cenc/

PERSONNEL (Applicant orgamization only) [See irtseructions)

| TIME.EFFORT

FRINGE

85 A TOTALS

e NAME **  TITLE OF POSITION - % “a‘::" i Y BENEFITS *
LEVY, J Principal Investigator 10 A =
MORROW, J RES IMMUN 40 8,611 =
LANDES, J SRA I 100 21,792 126,108 - :
~SHINMOBUKARO, T ISRA I 25 _ 4,874 | 1,354 thes
SZOENYI, M |LAB ASST 25 4,394 1,230 Lhads:

|

f

SUBTOTALS =——{ 39,671 8,686

CONSULTANT COSTS (See instructions)

EQUIPMENT (/termize)
COULTER COUNTER $5,000

SUPPLIES (/temize by category)

TISSUE CULTURE MEDIA AND FETAL CALF SERUM
PLASTI.C PIPETTES, SLIDES, FILTERS, FREEZIND VIALS

MASKS, " STERILE ROBES, GLOVES
BIOCHEMICAL SUPPLIES
. DOMESTIC
TRAVEL FOREIGN %
PATIENT CARE COSTS i f
OUTPATIENT

ALTERATIONS AND RENOVATIONS (/rernize by category/}

0
CONSORTIUM/CONTRACTUAL COSTS (See instructionsl
0
OTHER EXPENSES (/temize by categary)
CO2 & LN2 TANK
ANIMAL MAINTENANCE COSTS: MICE & GUINEA PIGS; ISOLATION CAGES
GOWNS, CAPS, MASKS, SHOE COVERS, SECY COSTS, PUB COSTS 36,741
TOTAL DIRECT COST (Enter on Page 1, Item 10) 125 ’ 248

INDIRECT
COST

{See instructions)

g0 e s "U tys is a spegial rap

=
o Goaase, | Q. ‘off-si ite) explam ) ;

. 48727 .7% 5= 1F84 to 6-30-84
31.893°%-1-84 to 4-30-85

"Date of DHHS
j agreement

b = - - -

:E Not requested
10 Under negouation with:

e AP -



SECTION 11 FROM THROUGH GRANT NUMEER :
NEXT BUDGET PERIO 05-01-84 04-30-@ UOI CA349080-02
Foilow instructions carefully )
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOOD COLLAR AMOUNT REQUESTED (Omut centsi
PERSONNEL fAppricant organization only) (See instructions) | TIME/EFFORT ——
ALARY AF TOTALS
N NAME TITLE OF POSITICN % Hours per | SALA _ BENEFITS
i ) Week
AMMANN. A | Principal Invesugatar 10 Dk
STITES, D CO-INVESTIGATOR 10
CASAVANT, C CO=-INVESTIGATOR 10
ARIAS, N HOSP LAB TECH 100 32,206
KALECEK, T STAFF RES ASSC 80 17,0522
|
SUBTOTALS —{ 49,728 13,670 |63,398
CONSULTANT COSTS (See instructions)
0

EQUIPMENT (/temize)

SUPPLIES (/temize by categoryl

’i

.

PLASTIC CULTURE SUPPLIES

’ DOMESTIC 3 TRIPS FOR INVESTIGATORS @ 500 each
TRAVEL ;
FOREIGN
PATIENT CARE COSTS iaicadR5 1
OUTPATIENT

ALTERATIONS AND RENOVATIONS (/temize by category)

0
CONSORTIUM/CONTRACTUAL COSTS (See instructions)
0
OTHER EXPENSES (/temize by category)
1,030
TOTAL DIRECT COST (Enter on Page 1, Item 10)
68,936

INDIRECT
COST

{See instructions)

e 1f this is a speciai rate
asgwe | (e.g. off-site) explain
1

21,491

27.7% 5-1r84 to 6-30-84
« |
31.894°9-1-84 to 4<30-85

_:Date of DHHS
1 agreement

I
; Z Not requested

1 C Under negatiation with:

|
|
I
|
2

PHS 2580 (Rev. 5/82)

PAGE 3



SECTION I FROM THROUGH GRANT NUMEER
NEXT BUDGET PERIOD 05-01-84 04—30-8’ UOI CA349080-02
Follow instructions carefuily .
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERICD ] DOLLAR AMOUNT REQUESTED (Omit cencst
PERSONNEL fAppiicant organization only) (See instructionsi TiME.EFFORT | iR
R TOTAL
g NAME + TITLE OF POSITION x |Hoursper | SALARY BENEFITS QIR
! : Week

DREW, L Principal Investigator 20 i

MILLS, J CO-INVESTIGATOR !20 8 15,458 14,019

GOTTLIEB, A NURSE PRACTIONER| 50 20 17,617 15,285

TBH RESEARCH TECH 50 20 13,532 | 4,060

susTOTALS ——>| 46,607 | 13,364

CONSULTANT COSTS (See instructions/

EQUIPMENT (/temuzel

SUPPLIES (/temize by category)

PLASTIC & GLASSWARE
CO2 & LIQUID N2
TISSUE CULTURES
MEDIA .& SERA

REAGENTS (ANTISERA, CHEMICALS, ETC.) o
DOMESTIC
5 FOREIGN
PATIENT CARE COSTS INPATIENT
OUTPATIENT

ALTERATIONS AND RENOVATIONS (ltemize by category)

CONSORTIUM/CONTRACTUAL COSTS (See instructions)

MT ZION HOSP SALARIES 16,411 INDIRECT COSTS 45.3% 7234
FRINGE BENEFIT 3,692 (5 & W)
SUPPLIES 1,543 29,080

OTHER EXPENSES (/termize by categary)

0
TOTAL DIRECT COST (Enter on Page 1, Item 10) 89, 821
: *If this is a special rate 'Date of DHHS :E Not requested
INDIRECT % SEW® : fe.g. off-site) explain | agreement :GUnder negotiation with:

|
COST - pamy :
(See instructionsi 28,001 27 ohe 5-1-84 to 6-30-84 :
|

31 498 7=1-84 to 4~-30-85
PHS 2550 (Raev. 5/82) ; PAGE 3

|
1
1
|
"




SECTION 11 FROM THROUGH GRANT NUMBER
NEXT BUDGET PERIO 9
Follow instructions carefully 5-01-84 04-30-8 Uol cA34980-02
A, ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERICO DOLLAR AMCUNT REQUESTED (Omut cens)
PERSONNEL (Aporicant organization anly) (See instructions) TIME/EFFCRT
e 1 BALARY FRING = TOTALS
5 NAME *  TITLE CF POSITICN - % V:;e:e BENEFITS
W.Lawrence Drew,M.D,Ph,D, Princioal investigator 20 8 Q - 0
R. Miner Research Tech 50 20 16,411 3,692
%
ot
"'l'-h‘"i'iu J'j z '1; =
SUBTOTALS —»| 16,411 3,692 0,103

CONSULTANT COSTS (See instructionsi
N/A

ECUIPMENT (/temizel

N/A

SUPPLIES (ftemize by categoryl
PLASTIC & GLASSWARE
. CO2 & LIQUID N2
* MEDIA & SERA
* REAGENTS (ANTISERA,CHEMICALS, ETC.)

: DOMESTIC
TRAVEL FOREIGN
PATIENT CARE COSTS INPRTIENT
OUTPATIENT
ALTERATIONS AND RENOVATIONS (lremize by category)

N/A

CONSORTIUM/CONTRACTUAL COSTS (See instructions)

N/A

QTHER EXPENSES (/temuze by category)

Indirect costs 45.3% (16,411) 7,434 7,434
TOTAL DIRECT COST (Enter on Page 1, Item 10) 29,080
Veif this is a special rate :D:ne of DHHS :D Not requested
INDIRECT 45.3 % saw® ! (e.g. off-site) explain | agreement :[:Under negotiation with:
1 |
COST 1 | 1
(See instructionsi] %n . 'l : :
%T-DC ; I i

PHS 2520 (Rav. 5/82) PAGE 3



SECTION i FROM THROUGH GRANT NUMBER
NEXT BUDGET PERIOD ey peate e
T HUBG T HER 05-01-84 04-30-@) | vor ca34980-02
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omut cencs:
PERSONNEL fApolicant organization oniv) (See instructionsi TIME.EFFORT FRINGE
. s TOTALS
-, NAME } . TITLE OF POSITICN - B O e SAUARY | eeneriTs
VOLBERDING, P Princinal Investigator 20 lg ,360. 2,802
_ABRAMS, D CO-INVESTIGATOR | 50 27,143 6,152
ZIEGLER, J CO-INVESTIGATOR 20 - -
LEWIS, B CO=INVESTIGATOR 20 - -
GEE, G ADM. NURSE 50 14,610 4,090
ROY, P PR_CLK 50 8,556 2,353
SUBTOTALS ———

CONSULTANT COSTS (See instructionsi

EQUIPMENT (/termize}

SUPPLIES (/temize by category)

COMPUTER PAPER

MAILING
XEROX SUPPLIES
TRAVEL OOMESTIC VOLBERDING, ABRAMS, GEE
FOREIGN :
PATIENT CARE COSTS INPATIENT
OUTPATIENT

ALTERATIONS AND RENQOVATIONS (/temize by category)

0
CONSORTIUM/CONTRACTUAL COSTS (See instructionsi
: 0
OTHER EXPENSES (/termize by category)
0
TOTAL DIRECT COST (Enter on Page 1, Item 10) 80,670

INDIRECT
COST

(See instructions)

' *1f this is a ssecial rate
% saw® | {e.g. off-site) explan
1

25,151

27.7% 5-1~84 to 6-30-84
31.8%8%-1-84 to 4-30-85

, Date of DHHS
| agreement

| C Not reguested
10 Under negotiation with:

PHS 2520 (Rev. 5/82)

PAGE 3



SECTION W (continued) '

B. buﬂpieme'\lul information regaraing ITEMS in the proposed budget for the next period which require exalammn ar justification. (See instructionsi

GRANT NUMBE 52

SEE INDIVIDUAL SECTIONS FOR "NEXT BUDGET PERIOD" }\ND NEXT BUDGET PERIOD"
JUSTIFICATIONS. ; ; .

DUE TO COST OF LIVING INCREASES IN SUPPLIES, TRAVEL, “,p'OTHER'EXPENSEsj
THESE SECTIONS WERE INCREASED BY 7%. THE UNIVERSITY ‘OF CALIFORNIA, ‘SAN
FRANCISCO PERSONNEL SALARIES AND FRINGE BENEFITS WERE INCREASED ON AN :
AVERAGE OF 8% and 12%. THE RESULT OF THE INCREASE IS AYTOTAL DIRECT '« =
COST OF $488,090 FOR 'THE PROPOSED '84-'85 BUDGET PERIOD. < THIS IS LESS

THAN AN OVERALL 7% INCREASE OVER THE $457,463 TOTAL DIRECT COSTS FOR

THE '83-'84 BUDGET PERIOD. ..

PHS 2590 (Rev. 5/82} PAGE 4



REMOVE AND USE FOR DRAFT COPY

SECTION 1H

®

CURRENT BUDGET PERIOD

FROM

5-1-84

THRCOUGH
4-30-85

The foilowing pertains to your CURRENT PHS budget. Do not include cost sharing funds. This information In comunctlon with that provided on
Page 2 will be usad in determining the amount of support for the NEXT budget period. Ex

ACTUAL ESTIMATED ADOITIONAL | - ESTIMATED
: CURRENT EXPENDITURES EXPENDITURESAND | TOTAL ESTIMATED | yNggLIGATED
! BUDGET THAU finserr daral: 0BLIGATIONS FOR EXPENDITURES AND BALANCE™
A. BUDGET {as approved by REMAINDER OF S OBLIGATIONS (Subtract Col. 4 from
awarging unit) CURRENT BUDGET . | [ {Cal 2plus Col. 3) Cal. 1)
PERICO 5 . ;
L4} (¥} (3) - {8)
FOTALDIRECT COSTS 457,463 240,521 216,942 467,463 0
INDIRECT COSTS (as provided) ., 0
06,786 54,958 5% .802 106,766
TOTALS -
564,229 295,479 268,750 564,229 0

B. THROUGH F.

See instructions and provide the information required in items B. through F. Use this page and continuation pages as necessary.

SEE

"CURRENT BUDGET PERIOD"

PAGES IN EACH SECTICN

PHS 2580 (Rev. 5/82)

(Use Continuation Pages as necsssaryl



REMOVE AND USE FOR DRAFT COPY

SECTION IV
PROGRESS REPORT SUMMARY

2 QNT_NUM_B%_,@ _
UOI CA34980 02

PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR
PAUL VOLBERDING JOHN ZIEGLER

PERIOD COVERED BY THIS REPORT
FROM L : THROUGH

NAME OF ORGANIZATION

UNIVERSITY OF CALIFORNIA, SAN FRANCISCO 5-1-83

4-30-84 ™

TITLE (Repeart title snown in item [ on first pagei

STUDIFES OF ACQUIRED IMMUNE DEFICIENCY SYNDROME

(SEE INSTRUCTICNS)

SEE "PROGRESS REPORT SUMMARY" PAGE

IN EACH SECTION.

PHS 2530 (Rev. 5/82)

PAGEB {Use Continuation Page as necessary)



s 2

FRGM

May 1, 1984

SECTICN I}
NEXT EUDGET PER.)

Frilow instruczicns carafully

THRQUGH

April

®..

GHANT NUMBER

1001 CA34980 - 02

A ITEVHIE 2URETT COST3 REIUESTID FOR NEXT EUTGET PERICO ! COLLAR AMOUNT REZUSSTZD ‘Ot cwnress
PESSOMNNEL \2ocucant arsanliaan crivi (Ses astructigng: TIME EFFORT | e {
= s FRIMGE
" SALARY g
5 e i - - N
NaME TITLE OF POSITICH S A et B BEMEFITS
I Wesk

M. Conant

P, Vaolberding ' Co.~- Investigator

40

F, Baumgartner CN
To be hired oAk

{1

r

E PR VAV A
LA~ v

20

/

et A g
L ] gt I S
B i et s i 18 b i B sk

|
|
i | :
? | ; | i '3
i i | % ;
| ! | bt ey
| | | | fiass s
SUBTOTALS———: 42,199 | 12,220 | 54,419
CONSULTANT CIST3 (Sew mnstructions) et |
|
STUIPMENT lremizey - 7
Computer terminal stand/alterations e e
. a
Tissue holders for LN2 B
t
LN 2 Storage .
{5,000
S'_,f”'_ 23 r2miee a4 23726y i ¢
LN2 7 i ;
Becksted ( substrates, plastic, slides, chemicals, film ) i :
Knives ( for Cryostat, pipettes, slides ) TR 80
; |
| 1,000
o 'ff:fsrc : M, Conant b~ 1,000
FCEEICN
PATIENT CARE COSTS A TIEAT J
FOUTRATIENT |
ALTZRATIONS AND BENCYATICNS (r2miza by c tegary !
|
!
i
'
CONSORTAUNICONTHACTOAL CO575 15 LU C T N5l
OTHER SXESNEZS HHesiniZ2 By o3tisaryy i
Mailing; Xeroning: Graphic sildes presentations: |
Printing; Pathology processing ;
ecksted (color plates, ect )
Periodicals, and Books. 5,000
TCTAL DIRECT C ST (SnzerienPoge 1, Issai 17 |
Cra s R S T SR 0 66,419
: ' 5 : Tt o S i falussiss
i v Mo S S e : T i SSPEE T
iSss s b, | 31.87% . :
19,146 ST ’ :

P ‘8



.QTICW | lcant.nuea)l

SUMMARY OF PROPOSED WORK

KEY PEGFZSZICMAL PERSINNEL ENCAGED CN PECUEST

NAME 1{ POSITIEN-TITL= i .5;;4?\7“!ENT AND C=SANIZATICN
Marcus A. Conant, M.D. ASspc. ‘Blin,. Prot,, UCSF ’Vf;matology, UCSF .
Paul Volberding, M.D. Asst. Prof. of Medicine, UCSF SChool of Med1c1ne, UCSF
John Greenspan, Ph.D Prof. of Oral Biology & Oral s

Pathology D1v1s10n of 0ra1 B1ology,
UCSF

Jay H. Beckstead, M.D. Asst. Prof. of Pathology Pathology, UCSF

Giva 2z 5ref sjummary of Slans for the next vear of suoport, inctuding he cbiectives and specific a:ms as wel as e meinoacicay 10 te gsed "o 3cmisve
thes2 ams. OO NOT EXCEZD THE SPACE PROVIDED.

I. To recruite more participants in each of our studies to continue to achieve our

research objectives.
A. Contact Study

‘ 1. Presentations to professional groups

2. Media releases
3. Networking to outpatient facilities in the community by the Nurse Coordinator

1

-

of the K.S. Clinic. :

‘ 4. Networking through community resources to contact more participants, i.e.
San Francisco Aids Foundation, Shanti Project, and Aids Coordination
Committee of San Francisco, by Nurse Coordiantor.

B. Traditional Study

1. Presentations to professional groups
2. Media releases :
3. Networking to the private physicians ccmmitties of the bay area. i

coordinated through K.S. Nursing Coordinator. |
Ca - Kid. Patient Study

5 1. Presentations to professional groups :
5 2. Networking to the outpatient areas in the community and also the private
physicians communities to serve as a resource and a referral to patients.

This will be done by Nursing Coordinator.

II. To expand on patient Specimen Banking: i
A. Speciman Bank

: 1. In collaboration with Dr. J. Greenspan the Nursing Coordinator will cont1nue
: to coordinate specimen collection for the specimen bank.

2. The Nurse Coordinator and Principal investigator will establish new
j areas of specimen collection in the community.
—Wﬁn—-uuﬁmativTre hu*sg LC”FHlxi ar. hi?l €0 Gfdjnate_zhese.ﬁew,act1‘1j1gsj

2 \
Vsl LS e e ey 15e van we < - o] fizE sy A 1 Gt LT uhGs
i < i ALS - e el e o L v




I — - - -
l FRCM ETmRAoUCH

SECTION 111 I ;
CUNRENT BUDGET PERICD | May 1, 1983 | April 30, 1984 1 o1 CA34980 0Z

“w@

The followsna perizing =9 your CLAIZYT Pe3 sugz2t Ca agt ‘ncx
Pige 2 snil 22 usag in o -cas=un: 73 17€ 2TouNt Cf WISart for tha NIAT zucger o

i L | AITURL IITIMITED A0QITIOYA b e et EITIMATES
: e b geshmmiaEs Sermrings ox3 LesTimaTan | anigates
A. BU2GeT E =HGHE b TARD ummer garze 2HTUSES ANT | ISLANGE
. BU2GE i 4 jgarcves Yy i : 3IENINGER 1F L,ﬁa;,m\.; e Sk P
| SNETAG SNt} ‘01/31/84 ; 4:4511{;4\1557 2aws Ca 3 iSLhrscy G 4 rom
: oy €. 1}
i g t FEJICO : ‘-‘ ;
i m (3} b i 15
FRTALDIRECT Cages | 68,451 | 37,878 130,573 | “A N -0-
i b 4377 | ted4aZ i 440 : 94'-11
IND!RECT COSTS /a5 erovigea) { o i '
18,033 “lo1p. 490 6,440 | 16,932 0
3 HEe e o B BED ; TS C 25D
_TOTALS £ T !
fgsi3g3 - HidB a0 37,013 { 83 | 0

B. THRQUG
Ses instructicns and provics the irigrmaticn requirss in items 3. *hrcugn £, Use his ssce ang =ontnuation £4ges 33 necsssary.

] 9 L= XL NP0 Fioos es aeceniary)



SECTION IV . i
PROGRESS REPORT SUMMARY UOI CA34980 02
FRINCIPAL INVESTICGATCR CR FROGAAM DIRECTCR PCRIOO C«GVEFED BY THIS RE”ORT
MARCUS A. CONANT, M.D. THROUGH
MNAME QF OHuANh.ATlCN :
UCSF, DIVISION OF DERMATOLOGY -30-84 i

TITUE (Repeat titie shown in item 1 on first page} s iy N o P

B T N 3 P S e T S

PRINCIPAL INVESTIGATOR : e IR P e T A
(SES INSTRUCTIONS] RS ‘

The general scientific goals of the Kaposi's SarcomaiCiinic have not
changed. They include the following:

1. To coordinate the studies of the epidemiology, etiology, and treatment
of Kaposi's Sarcoma and AIDS. -

2. To collect data on AIDS patients, KS patients, persons exposed to
AIDS, and persons exposed to KS to understand the natural history
of the disezases.

3. To develop a specimen bank for tissue and serum collection and to
distribute materials for research.

The following studies are being conducted:
1. Fifty patients have been followed from August 1981 to the present.

A. Deceased 13 patients
B. Receiving treatment or

have received treatment 31 patients
C. Never received treatment 6 patients

2. Since November 1982 we have staged approximately 99 patients through
the KS clinic and are following them through the natural course of
their disease.

3. The KS Clinic has been the primary source for patient material
collection in the Specimen Bank. The Nursing Coordinator has
scheduled and dcone the biopsies and serum collection during
patients visits to the KS Clinic. Coordinated specimen collection
from variocus facilities in the community. San Francisco General
and the Veterans Administration Hospital of San Francisco have been
participating in the specimen collection.

To date the Specimen Bank contains 200 tissue specimens divicded in
the following categories:

A. Lymph nodes D. KS tumor bowel tissue

B,  KS'tumor skin E. KS tumor spleen

C. Normal skin tissue F. KS ‘tumor tonsil

In the Serz Bank 300 sera specimens have been collected from
patients with the following

A. AIDS D. Lymphadenopathy
B KS EL ITP
C AIDS related conditions

These specimens havé been allocated and stored from 2 to 1l5cc
per tube in lcc vials..




PUBLICATIONS

T-Lymphocyte Subsets in Lymph Nodes from Homosexual
Vol. 250:1302-05 i
Meyer, P., Modlin R., Mehlmauer, M., Taylor, C., Lukes, R., Conant, M.
ané Rea, T.: Immunologic Ascessment of Thymus, Bursea and Macrophege
Antigens in Homosexual Patients with Reactive Lymph Nodes, Lymph Nodes
Containing Kaposi's Sarcoma and Malignant Lymphomas Compared with
Reactive Tonsils and Lymph Nodes from Non-Homosexual patients.

Clinm. Res,; 4983, Vol: 31 s(lji=a9- Aa

Colombe, B., conant, M., Volberding, P., and Garovoy, M.: Susceptibility
of Kaposi's Sarcoma and HLa BW44., Clin. Res., 1983, Vol. 31:340

Volberding, P., Gottlieb, M., Bothmany 3., Rudnick, S.; Conant; :M:;
Derezin, M., Weinstein, W. and Groopman, J.: Therapy of Kaposi's SArcoma
(KS) in Acquired Immune Deficiency (AIDS) with a -2Recombinant Interferon
Amer. Sec. Clin. Oncology Proc., 1983, Vol -2:C-206

Modiin,/sR., Conant, M.;:TFayler, C., . Meyer, -R., Hofman, F.; Lukes; Rd,
Parker, J., Ammann, A. and Rea, T.: T-Lymphocyte Subsets in Skin, Blood
and Lymph Nodes from Hcomosexual Men with Kaposi's Sarcoma. J. Invest.
Derm., 1983, vol 80 (4):332

Mosgs, A.; Bacchetti, P., gorman, M., Dritz, . S., Conant, M., Abrams,.DJ,
Volberding, P., and Ziegler, J.: AIDS in the "Gay areas of San Francisco.
The "Lancet; April 1983; Vol, 1(8330):923-24

Zieglter «J,,. Eonapt M, utemers MisoKaposits Sarcoma- L 1In P. Fétzpatrick

Ed., Dermatclogy in General Medicine, McGraw Hill, New York, 1984
(3rd Editicn) in press

page 11



. R NT.NUMBES

SECIION | fcantinueg) A% t

SUMMARY OFf PROPOSED WOERK o) 1 UG: ?CA34980 02
K.EY FROFESSICNAL PERSONNEL ENCAGED ON PRCUELT
NAME | POSITION TITLE { cga':;mvew N0 SEGANIZATICN
A. R. Moss, Ph.D. : Adjunct Assistant Professor z Epldem1o1ogy & Internataona}
: ~ |Healthy UCSF 8
N. Petrakis, M.D. Professor, Chairman of Dept._“‘"iEpidf“iology & Internat1onalﬂ'
AR Heé}th“‘UCSF g SR s
s aritz, n.B. Deputy Chief f'i~8ureau of. Cemmunzcab1e
. - - |Disease Control, g
D. Osmond, M.A. Assoc. Specialist, Epidemiology [Epidemiclogy & Internationa]
_{Health, UCSF »
P. Bacchetti, M.S. Statistician Epidemiology & International
Health, UCSF .
L. Swig, B.A. Staff Research Associate Ep1demlology & Internat1ona1
Health, UCSF

Give 3 oref summary of cians for the next vear 2f sucport, inciuaing the 2orecTives 3nd scec:fic aims as weil as the methedoicgy 10 D€ ysedg 1o achieve
thece aims. 00 NOT EXCEED THE SPACE PROVIDED. :

I }
1. In association with Selma Dritz, M.D., we will continue to collect and analyze AIDS
| incidence and mortality data for San Francisco. We will report incidence data at
six-monthly intervals, as of July 1, 1984 and January 1, 1985. We will carry out a
population-based analysis of mortality among San Francisco-resident AIDS cases in
Fall 1984. i

2. In association with Dr. Dritz, we will continue to find AIDS cases for case-control |
| and other-case-based epidemiological studies, using the collaborative UCSF-City of I
San Francisco AIDS casefinding process. (1) A case-control study of AIDS in homo- !
sexual men has been funded by the State of California and will continue through |
Movember 1984. (2) Pilot studies of AIDS in intravenous drug users are in progress. |
(3) A prospective study on AIDS risk in sexual partners of documented AIDS cases j
will be initiated in 1984-85. !

:3. In collaboration with Drs. J. Ziegler and D. Austin, AIDS incidence in San Francisco .
! will be compared with incidence of other tumors believed to be associated with the
acquired immune deficiency syndrome (including non Hodgkin's lymphomas and squamous
cell tumors of the mouth and tongue) as reported by the California Tumor Registry.




SECTION 11 ‘ FROM THROLGH GFAN}’ NUMEER

A

(] £ ] ! . ~ ‘\e‘
NEXT BUDGET PERIOU. May 1, 1984 April 30,1985 34980-02
Follow instructions carzfully / i =
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERICO | SCOLLAR 'HGL‘NT REAQUESTED (Omuc cenrzi
PEASONMNNMNEL (Apciicant sraamzition aniy}) (See .nszructions! b« BIME-ESFORT i
: FRINGE | +arss
NAME ; TITLEQFPCSITICN | % i BENEFITS
A.R. MQSS, Ph.D. | Princical Inuestnator i 25 | -
N. Petrakis, M.D. Professcr & Chawman s -

'S. Dritz, M.D. Deputy Chief 4fisg =
D. Osmond, M.A. {Assoc. Specialist { 30 |
L. Swig {Staff Research Assoc.50

P. Bacchetti iStatitician FED
| ? |

2,457
2,153
1,941

57157 . 131,835 .

 idl

SUBTOTALS— = | 24 678

CONSULTANT CCOSTS (S22 instructionsi b kit |
H
{
H
ECQUIFMENT {lezmuzses i & 2 3—*3
i- PP
e
L]

SUPPI_|ES fremuzs 5y cstegory ) W ke G
5 T S e
£ ¥’ =4
S 3
4 2
i ¥ |
¥ % vl b
¢ S AR
i
TRAVEL
PATIEMNT
ALTESRA
CONECRTIUM CONTR 2CTUAL COSTS {Sewunscruciron:t '
i
i
!
i
j
s S
e E AT T NSES e Ly curedory ) i
i
i
i
1
H
!
1]
|
1
i
e B s R R e R rr b i
I'::r L DR ECT .._,.l '.‘.'4-.'.’-.---."."_":' Ii fesmy Q0 31,835
..... < a T = ‘: ‘: : 7 =
= e & i v =
! S & : oL
i
]
]
]




ll FACM THROUGH '-mm HUMBEF! ;

SECTICN I
CURRENT BUDGET PERIOD l 5/1/83 4/30/84 CA 34980 02
The fodowing Sertains ¢ your CUFRENT r'-a‘“ sugget. Oa aot inciuge cost nanng ‘ung3. This information u_'s cnn;um:’u:n with that provided on
Page 2 anil 52 usest in geTermUNING RS Imount 3f wuzenrt for sne MEXT sudger Jerod. St |
? ACTUAL semateagomionaL | oo Bl oo Estimaicd
CURAENT PERDITURES ok euventitrunes ann | FPIZRERHMATED ’ UNDELIGATE]
§UOGET TRAY (insert dami t Q4LIGATIONS FOA EXFENDITURES AND BALANCE &
A, BUGGET : ias apgrovad v 1 REMANGER OF = QBLIGATIONS (Sutzract Cal. 4 from
awaraing ames ‘ CURAENT JUOGET ﬁ.’d{}m l.'dt. 33 Cai. 1) ke
PEAY lJL‘I ', :,, ) GRS
" i {2 J (8}
! i 4 =
TOTAL G SEST COSTS 29,343 | 23,581 | 5,762 - 5
1 { !
INCIFEST COSTS ias providac) | 8,128 | 6,532 | 1,59
! i
ToTALS > | 37,471 | 30,113 | 7,358 A
1 |

8. THRCULGH F.
Ses insiruct.ons and orovide the information reQuired n iteMs 3. througn F. Use this cage 3ng continuation pages 33 nécsssary.

B. Professional Personnel

NAME TITLE CATEGORY LESS THAN 25% 26-50% 51-75% MORE THAN 75%
A. Moss, Adjunct Assist, 1 X .
Professor
N. Petrakis Professor 1 X
Chair. Dept.
S.4Pritz Deputy Chief
Communicable '
Disease Control X ;
D. Osmond Associate > * 1
Specialist i
L. Swig Staff Research 2 % :
Assistant %
P. Bacchetti Statistician 2 : * *

F. Other Support
A. R. Moss, Ph.D. NIOSH "Occupational Exposure in Adult Glioma Patients". $95,997

State of California "A Case-Control Study of Acqu1red Immune

Deficiency Syndrome Diseases" $125 ;815

D. Osmond, M.A. NIOSH “Occupational Exposure in Adult Glioma Patients" $95,997

State of California "A Case-Control Study of Acqu1red Immune

Deficiency Syndrome Diseases” $125,815

L. Swig - City of San Francisco "Study of AIDS Partners and Relationships
Between Lifestyle and Immune Status in

Well Gay Men". $78,936

P. Bacchetti, M.S. NIOSH "Occupational Exposure in Adult Glioma Patients". $95,997

State of California "A Case-Control Study of Acqu1red Immure
Deficiency Syndrome Diseases” $125 815
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1. Introduction

Funding was received to assist Dr. Selma Dritz in the establishment of a system for
analyzing AIDS surveillance data in San Francisco. No funds were received for specific
projects based on the surveillance data. Partial support was received for a statistician,
a field supervisor, and research associate.

2. Progress to Date

In association with Dr. Dritz, a computerized incidence file has been established for
San Francisco-resident diagnosed AIDS cases. Using census based denominator data and
a division of the city of San Francisco into demographically homogenous areas, a procedure
has been developed to obtain incidence rates which can reasonably 'be assumed to estimate
AIDS incidence in homosexual men. A preliminary report on this data was published in
April 1983.1

In the current project, a six-month schedule has been established for incidence report-
ing and a first report (as of July 1983) has been submitted for publication (Moss, Bacchetti,
Osmond et al., attached). We propose to continue to examine AIDS incidence in detail on a
six-month basis.

In association with Dr. Dritz and the AIDS clinic at San Francisco General Hospital, we
have also established a mortality surveillance procedure for San Francisco-resident AIDS
cases which allows us to obtain population-to-based mortality estimates. A first report
(as if summer 1983) has been submitted for publication. (Moss, Volberding, McCallum et
al., attached.) We propose to continue to report AIDS mortality on an annual basis.

A collaborative relationship with the California Tumor Registry has been established
and in the comming year we plan to compare AIDS incidence with incidence rates for other
tumors which may be associated with the syndrome on a census tract level. This study will
be collaborative with Drs. Dritz, J. Ziegler and D. Austin.

3. Studies using the surveillance system for casefinding

The surveillance system established by us in collaboration with the San Francisco
Department of Public Health serves as a casefinding mechanism for studies of the acquired
immune deficiency syndrome. During the current project year, funding has been received
for two studies based on this casefinding system. 1) A case-control study of 140 AIDS
cases matched with clinic controls and randomly-selected neighborhood controls was funded
by the State of California and is currently nearing completion. 2) A cross-sectional study
of immune function in the controls for the case-control study wad funded by the City of
San Francisco and is currently in progress.

. Although only a handful of AIDS cases in intravenous drug users has yet been reported
in San Francisco, we expect more cases to be found in the coming year. We are currently
conducting pilot studies for an AIDS case-control study in intravenous drug users. A
formal study will be proposed in the coming year. ;

We are also conducting pilet studies of both male and female sexual partners of documented
AIDS cases. In the coming year we expect to propose a formal study of this conort.

iI. Moss A.R., Bacchetti, P., Gorman, M., et al. AIDS in the "gay
Lancet 1983;" 11:923-4.




Publicaztions (cont'd)

Moss AR, Bacchetti P, Osmond D et al. the
Immunodeficiency Syndrome in San Francisco 1980-1983¢.5

(Submitted 2/84) Fior e
Mcss AR, McCallum J, Volberding P, Bacchetti P, Dritz
associated with the Acquired Immunodeficiency Syndro

;E=Morta1ityzﬁf=$£fA
(In preparation}
Moss AR, Bacchetti P, Gorman M et al. AIDS in the "gay“'éreas of
San Francisco. The Lancet 1983; 2:923-4
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Cive 3 brief summary of olans for the next vear of suppart, inciuding the objectives and specific aims as well as the methodoicgy 1o be used to achieve

these aims. DO NOT EXCESD THE SPACE PROVIDED.

Research will continue to analyze the specific immunologic abnormalities
found in patients with AIDS and related disorders. Our current
investigations suggest there is both a monccyte and T-cell defect present
in the patients. The monocyte defect, if found to be an early abnormality
may explain the inability of patients to re spond to antigen with an
appropriate antibody response. Defining the specific defect which is
found in"pre AIDS" will have important implications regarding pathogenesis|
of the immunodeficiency. We continue to cdefine T and B cell subset
concrmalltles in the groups of patients. The extent of these abnormalities
nd the specific patient populations in which these abnormalities are
found are being utilized for correlation with epidemiologic and clinical
Detailed evaluetion.

i
1

jdata to improve diagnosis and therapeutic approaches.
| of the patients receiving immunotherapy is in progress. One hundred pqtler*
|will be treated with 9 doses of recombinant DNA interleukin-2. Included !
in this study is an immunologic evaluation of patients before and during
therapy as well as in vitro incubation studies to determine the correlatiorn
between in vitro response and subsequent in vivo response.
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SECTION i1 FROM THROUGH GRANT NUMEER
NEXT BUDGET PERI sl % By A -
Follow instructions carefuliy * 3/1/84 4/30 CA ASBOA 02
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD - DOLLAR AMOUNT REQUESTED (Omit cents)
PERSONNEL (Appiicant organization only) (See instructions; TIME/EFFORT
ot TOTALS
NAME TITLE OF POSITION S 21 Fouks per BENEFITS
Weesk
L O o Principal Investigator % "?m« "
; Ligd ce-_lnvestigator 0%
Conrad Casavant C0- Investigator 10% il ;
Nanita Arias Hos. Lab, Tech 100% 40 32,206 19,114
Teresa Kadlecek Staff. Res, Assoc. [100% L0 21,903 16,5871
r }.
SUBTOTALS ———> 1:;!4’1[)9 ]5’(,95 ;,9,.7914
CONSULTANT COSTS (See instructions)
—0_
EQUIPMENT (/temize)
SUPPLIES (/temize by category/
Plastic Tissue culture supplies 3,008
ODOMESTIC 3 trip for investigators @ 500 each 1,500
RN EL FOREIGN
PATIENT CARE COSTS I
OUTPATIENT

ALTERATIONS AND RENOVATIONS (ltemize by categoryl

CONSORTIUM/CONTRACTUAL COSTS (See instructions)

OTHER EXPENSES (fremize by category )

TOTAL DIRECT COST (Enter on Page 1, ltem 10) 714 ,302
Paif this is 2 special rate :Dete of DHHS :: Not requested
INDIRECT % S&W* : (2.g. off-site] explain :agreement 1T Under negotiation with:
,COST, , : :
kit g DRSO SERE L : | ;
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NEXT BUDGET PERIOD

CA 34 935A 02
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B. Suppiementai infarmaton regarding ITEMS in the proposed budget for the next period wrich require expianation or justification. (See instructions)

EEB Q:"\NNET N

Ircreased technlclian time: The present single FTE is divided between one

principzl Investlgator and two co-Investigators. -in the nearl¥'one Eear that
the grant has been in effect, the investigatcrs have requlred two FTE -- - - --

techniclans., “The-additiconal technictian has*beenvfemﬁcrarify funded from a one
year state grant which wlll not be aveilabie after this year.- -The number of-

studies which we ere committed to performing to-fulfill-the objectives. of the

grant will require the additicnal FTE... A-single technician can-perform 20
functional assays of T cetl -Immunity per week and enalyze the-data.- This - --:--
number Is required to perform the initial-and-follow up studies cn-100 patients

with AIDS who are going to receive {L2 treatment beginning in April-of.1984 and
continuing for one year. Without the added FTE the studies cannot be performed

and the effects of IL2 on-the immunclogic status of the patient cannoT be . . .
assessed. This Is critical information which must be ebtained to determine If

a clinical -effect of |IL2 can be correlated with-an -immunologic- effect, - .. -
Simultaneous studies in AIDS and AIDS related syndrome must alsc be performed
utilizing lymphocyte phenotyping-and-menoclonat entibody. -Because fwo. -

techniclians are therefore required we are requesting-that ait-funding be~ -~ "=~ "7~
appiied to technical salaries. Funding for additional supplies will be obtzined from
other scurces. :

EQUIPMENT:

$12,000 lease of B.D. Research Anatyzer is deleted due to coverage from O?heg
sources. - These funds- are rebudgeted among personnel and remaining categerie
individually justified.

PHS 2580 (Rev. 5/82) PAGEXG
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CURRENT BUDGET PERIOD

3/1/84 L/30/85 CA34980A 4,

The following pertains to your CURRENT PHS budget. Do not include cost sharing funds. This nfcrmatlon_
Page 2 will be used in determining the amount of support for the NEXT budget period. 2

coniunction with that provided on

ACTUAL ESTIMATED ADOITIONAL | .o, ESTIMATED
CURRENT EXPENDITURES EXPENBITURES AND | TOTAL ESTIMATED UNDBLIGATED
BUDGET THAU (insert dars): QBLIGATIONS FOR EXPENDITURES AND SALANCES
A. BUDGET (as appraved by REMAINDER QF flc";:?GATéoﬂgj {Subtract Col. 4 from
ing uni CURRENT BUDGET o,
awarding unit} i /3 1 /81'5 J' e e plus Cai. 1)
n 2) 3 (]
TOTAL DIRECT COSTS ' s . :
68,758 38,843.31 - 29,954.69 -0~
INDIRECT COSTS ! i
COSTS {as provided) '5’733 9,434-1414 6,298-56 _0_
TOTALS T
84,531 48,277.75 36,253.25 .
B. THROUGH F.
See instructions and provide the information required in items B. through F. Use this page and continuation pages as necessary.
B. Name Title Category less than 25% 26-50% 51-75% More ths
Arthur J. Ammann Professor ] X
Daniel Stites Professor 1 X
Conrad Casavant Assoc. Clin Prof.] X
b Equipment:
1. Bechman Refrigerated Centrifuge $4,362.52
* note BD Research Analyzer lease are covered from other funding sources
2. Ranna #8086 drives $2,950

D. 3 investigators will share travel money in the amount of $1,000, used to partially
defray the cost oF attending research meetings for the presentation of research
results. : : >

E. None

F. OTHER SUPPORT

Arthur J. Ammann, M.D.
Northern California Sickle Cell Center Grant # HL 20985, (100% Technician salary)
4L/1/83 through 3/31/84 $47 139

Arthur J. Ammann M.D.
State of California AIDS Research Grant, '( 50% Technician )
$25,000

Daniel Stites
NICHHD - 03939, Study of Fetal- Placental Maternal Interaction
$100,000 7/1/83 through 6/30/84

aniel Stites -
NICHHD-13543, Basic and Clinical studies of preterm parturition
$45,753 4/1/83 through 3/31/84

Daniel Stites
State of California AIDS Research Grant
$115,000 7/1/83 through 6/30/84

PHS 2590 (Rev. 5/82) PAGE ‘.'2 0 {Use Continuation Pages as necessary)



the amount of immunoglobulln detected. Elution sTud{es have Indlcafed that
these Immunoglobulins are not Intrinsic but are fixed to the surface of the
T lymphocytes. Whether these represent Immune complexes, cyTophtlIc
antibodies or antl-lymphocyte antibodies will be further Inves?lga?eL.

- z

Using simultaneous two-color fluorescence with phycoeryfhripf abeled and
FITC labeled monoclonal antibodies, we have been able to detect large

amounts of CR antigens on the surface of both helper and suppressor. T-(ymphocyfes A

In these same patlient groups. Again, there is a relative Incresse from
health to full=blown AIDS In relation to these markers of azctivation. The
significance of this finding remalins unknown but will be further pursued by
additlional study.

We have studied a group of CMV negative individuals and found normal
distributions of lymphocyte subsets. In a longitudinal study, some of these
individuals have converted from sera positive to sera negatlive assoclated
with profound changes In |ymphocyte subssts. We are continuing to follow
this Interesting group of patients perspectively to see If these changes are
progressive. |t Is clear that In normal healthy subjects, CMV Infection
results in similar changes which are transient.

A variety of support studies for the therapy section of the grant In
fcllowing lympheccyte subsets in several trials of immuno-mcdulating agents
are In progress. .

O Fts e, s Tha Bantna. Yaars

Research will continue to analyze the speclfic Immuncloglc abnormalities
found In patients with AIDS and related disorders. COur current investigations
suggest there Is both a monccyte and T-cell defect present in the patients.

- The monccyte defect, If found to be an early sbnormality may explain the
inability of patients to respend fto antigen with an appropriate antibody
response. Defining the specific defect which Is found In "pre AIDS"™ will have
important implicaticns regarding pathogenesis of the immunocdeficiency. We
continue to define T and B cell subset abnormalities In the groups of patlients.
The extent of these abnormallities and the specific patient populations in which
These ebnormalities are found are being utilized for correlation with
epidemiologic and cliinical date to Improve diagncsis and therzpeutic
approaches. Detailed evaluation of the patlents recelving Immunotherapy Is in
pregress. One hundred patients will be treated with 9 doses of recombinant DNA
interleukin-2. Included in this study Is an Immunologic evaluation of patients
befcre and during therapy as well as In vitro Incubation studles to determine
the correlation between In vitro response and subsequent In vivo response.

Reszarch Involving Human Subjects:

Cur leboratories utilize blood seamples from patlients and we have
received humen experimentaticon epproval. The risks of cobtalining blood semples
ere minimel. The potential tenefit to the patient Is great If Improved
immunologic diagnesis can be obtained.

page 21
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TITLE (Repeat titie shown in item 1 an first page}
studies of Acquired Immune Deficiency Syndrome

{SEE INSTRUCTIONS)

The sclentiflc goals of the project have not been altered since the
submission of the grant. The following Is a brief summary of the studies which
have been completed during the award year.

Categorization of the Immunologlic profile of patients with AIDS (Kazposi's
sarcoma) and opportunistic Infection (as well as AIDS related syndromes has
been completed and the work has been published. A distinctive profile can be
demonstrated In the patient groups of heaithy homosexuzl controls, patients
with lymphadenopathy syndrome, cpportunistic Infection or Keposi's sarcoma.

The degree of Immunologic abnormalities can be ranked and correlates well with
prognosis and survival. Functicnal Impairment of T-cell Immunity occurs In the
most severely affected patients and when less than 10% of normal, usually
Indicates an immunolcgic state which Is Incompatible with survival beyond 1
year. Our studies aiso Indicate that there Is an Impaired antibody response
fcllowing specific Immunization in patlents with severe impairment of T=cell
immunity. Many of these patlents have a paradoxical Increase in Immuncglobulin
levels. The impaired antibody response was demonstrated when patients were
immunized with pneumccoccal pelysaccharide and a protein antigen, keyhole

| impet hemocyanin. These studles prcvide important informaticn in relation to
eppropriate epproaches to freatment when reconstituting deficient Immunity In
this population of patients.

Additional AIDS related syndromes have been investigated to determine
whether immunoclogic abnormalities in these groups of patients are consistent
with AIDS. Two groups were defined, patients with hemophilia receiving
concentrate factor VIl therapy and pediatric patients with blood transfusicn
related AIDS or AIDS acquired by means of vertical transmission from an [V drug
addict mother. An analysis of additional patients who received blood products
from patients with AIDS clearly indicates & significant risk In these
populations for acquiring AIDS. The epidemioclogic, clinical and Immunclogic
findings In these groups of patlents have been described and published and will
serve as a continulng basis for Investigation.

We have also Investigated the distribution of B and T Iymphcocytes In the
lymgh nodes of homosexual men with Kaposi's sarcomz. The Information obtzined
from these studies was utllized to compare with results of peripheral blood
eznalysis of simllar populations of cells. These studies have provided a basis
for cetermining whether or not peripheral blced studles accurately reflect the
distribution of immunclogically competent cells within the tlssue of affected
patlents.

Flow cytomeiric analysis using monoclonal antibodles to leukocyte
subsets has revezled striking changes In the distribution of cells among
patients with AIDS, the lymphadencpathy syndrome znd normal homosexual
controls. Large emounts of surface immunoglobulin are present on both T
helper and T suppressor cells In these veriocus groups. There is a
guantitative increase from healthy to lymphacenopatny to full-blown AIDBS in

PHS 2520 (Rev. 5/82) PACE g {Use Continuation Page as necessary)
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Give 3 orief summary aof pians “or the next year of sucoori, inciuding the gojectives ana soecific aims as weil as the methodcicgy 10 be ysas [0 achieve
these 3ims. OO NOT EXCEED THE SPACE PROVIDED.

The specific objective of this laboratory is to identify the infectious agent respon-
'51b1e for AIDS. Over the next year, we shall continue our efforts to isolate this agent
: using tissue culture and animal experimentation. For tissue culture studies, we shall !
{ employ a selected number of different animal c211 lines which are suscept1ble to.a . |
i variety of known viruses. These cells will be cocultivated with white cells and sperm |
. from individuals with AIDS. In addition, the white cells of patients with AIDS will
- be cultured in the presence of IL2 to estabiish T cell lines, with B cell growth factor
' (when available) to cultivate B cells, and in human sera, to cultivate macrophages. The
. presence of an infectious agent in these cells will be assessed. In particular, over the .
next year we shall concentrate on the presence of retroviruses in the T cells of AIDS i
patients and the possibility of a new agent in cultured monocytes. Assays for HTLV and |
LAV-1 will be conducted.

‘ For animal studies, mice and hamsters appnear to be the most sensitive rodents to in-
fections which may result from immune deficiency induced by the AIDS agent. We shall

. thus inoculate these animals with purified white cells from patients with AIDS, as well
 as the pellets of centrifuged serum samples. The animals will be followed for changes in

' immunologic parameters as well as for differences in their cell numbers as measured by
immunofluorescence (FACS) using helper and suppressor T cell antisera. The end point !
will be the development of immunologic changes and opportunistic infections in these 5
i animals. :

In all these studies, sera from patients with AIDS, a collection of sera from close |
intimate contacts of AIDS patients over at least six months, and normal healthy gay in-
. dividuals will be used in an attempt to identify the agent responsible for the disease.
- The tests conducted will include immunofluorescence testing, hemagglutination, hemad-
. sorpticn, reverse transcriptase assays and interferon assays, as well as electron micro-
. scopy. i

: : : . : : |
Finally, we shall continue to establish and characterize cell lines derived from ;
Kaposi's sarcomas. We ultimately want to develop a tumorigenic line that can be studizd
for its transformation properties and presence of cncogenic viruses.
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A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERICO

PSRSONNEL fAppiicance arganizztion anly) (See mstructions) TIME/EFFCRT
- FRINGE

NAME | TiTLE OF POSITICN e e e BENEFITS
T IEVY. M. e | Princioat Investigator 10 i £
J MCRROW RES TMMUNOLOGIST 40 ; -
J_LANDES | SeA I 100 | 21,792 6,102
T _SHIMOBUKARO SRA I i 4,874%171;354 ~~
M SZCENYT IAB ASST 25 4 /394 WP} 2] 230

l

SUBTOTALS —=! 39,671

8,686

CONSULTANT COSTS (See instructions/

ESUIPMENT (ltemcs)

COULTER COUNTER $5,000

SUPPLIES /fremize 5v caregory)

Tissue culture media and fetzl calf serum
Plastic pipettes, sicdhes, filters, freezing vials
Masks, sterile rcioes, gloves

Biochemical supplies (TE-thymidine, lectirs, scintillation fluicds)

DOMESTIC
TRAVEL R
SOREIGN i 0
NPATIENT 1
PATIENT CARE COSTS L - 1; 0
{ CUTPATIENT | 0
LTERATIONS AND SENCVATICONS fiternizs bv category ) i
i
F 0

CCNSCATIUM/CONTRACTUAL CIOSTS (S22 .nssvuctions)

g s = =
THEREATENSE &2 by ciregoryl
-

\ S e
and IN. tanks

special isolation care

GCowns. caps, masks, shoe covers
Secretarial costs, punlishing césts

Anfmal meifitenance costs; mice, and guinez pigs; isolaticn cages,

FOGA IR ECT COST (EnEren £

<0t
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£ Suppiemental information regarding 1T EMS in ne prooogseq Sucget for tne next pericc wnich requirs 2xmignation or justuficancn. (Se2 wisvucnonsi
SR

Equipment

-

We have requested $5,000. to buy a Coulter Counte‘ to
our P-2 facility. At this time, we must take the. whlte' '
they are separated through Flcoll -Hypaque gradients’ and? ount them in
a Coulter Counter in a lab situated at a distance from} e pP-2 facility'
This procedure has alarmed some individuals in the other laboratory -
and also could present problems in the bio-safety requlrements for sep—
aration of euqipment used in AIDS research. We, thus, hope that funding
for this important piece of equipment will be approved

CEh e o
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SECTION 11l e
CURRENT BUDGET PERIOD 5-.1-83 4-30-84

The following pertains to your CURRENT PHS budget. Do not inciude cost sharing funds. This mformanon in, con;unct:on with that proviced on
Page 2 will be used in determining the amount of support for the NEXT budget period.

ACTUAL IMAT e ESTIMATED
CURRENT EXPENDITURES “E;;E,.%?T?ﬁ&'s’lﬂa"a“ TQTAL ESTIMATED UNOBLIGATED
BUDGET THRY finsert date): 08LIGATIONS For | EXPENDITURES AND BALANCE *
A. BUDGET {as approved by AEMAINDER QF & QBLIGATIONS {Subtrace Col. 4 from
awarding unit} CURRENT BUDGET {Cat. 2;1-:: Cal. 3} Col. 1
PERICD ; ;
(1 (2 {3 (8}
OTAL DIRECT COSTS 122,968 53,656 69,312 122,968 0
S T
b 153,568 65,330 88,238 153,568 0
B. THROUGH F.
See instructions and provide the infarmation required in items 8. through F. Use this page and continuation pages as necessary.

PROFESSIONAL PERSONNEL

NAME TITLE CATEGORY 25% 26-50% 51-75% MORE THAN 75%
J Levy Asst. Prof 1 X

J Morrow rin-training™ 3 *

J Landes SRA I 2 *

T Shimobukasro SRA I 2 b

MSzoenyi Labk Asst 2 X

EQUIPMENT

Lease of Becton-Dickenson Research FACS Analyzer

TRAVEL

Dcmestic travel to the East coast for an AIDS Conference.

OTHER SUPPCRT

J. Levy, M:D., State of Califormia “A Case~Control Study of Acquired
Immune Deficiency Syndrome Diseases". $81,000
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2

SINCIPAL INVESTIGATCR CR PRCGRAM JIRECTCR

-

Jay A. Lewy, M.D.

NAME OF CRGANIZATICN

-‘ tReoesr utie snowrn n wem | on hirst page’

olation of Agent Responsible for AIDS

(SE£ INSTRUCTIONS:

1. Inoculation of concentrated white e’ls’

patlents with AIDS into newborn animals from fourwidifferentj

trains of mlc_, and from guinea pigs, hamsters, and rats. Over
1,000 animals have been inoculated and maintained for up to 1
year. Control animals have received white cells from healthy
donors. Results show a 157 incidence of opportunistic infections
in BALB/c mice and not in ICR, C37 black, or C3H mice. Control
animals had less than 1%Z infection rate. Hamsters had a somewhat
increased death rate compared to contrcls. Guinea pigs and rats
showed no infection or mortality after 1 year.

2. Histologic examination of blood smears from the animals
has indicated a reduction in Lymphocy es in some of the mice and
hamsters inoculated with AIDS material, but not in rat or guinea
plgs. Thus, combined with the above mentioned results, we
believe that mice may be a potential animal model for the study
of AIDS.

3. In collaborative studies with Dr. Sy Kalter, Southwest
Texas Foundation, we have inoculated AIDS blood into 4 baboons,
one of which was a newborn. The first three animals inoculated

11 showed initially a lymphoecytosis, with many atypical
lymphocytes. In two animals, this picture has been maintained.
Their blood contains no antibédies to CMV, EBV, or hepatitis B.
Blood from one c¢f the infected animals was inoculated into a
newborn baboon, and the same pattern of lymphocytoslis has been
maintained in this animal after 9 months.

L. We have inoculated purified white cells from AIDS patients
ontc a variety cof heterologous cell lines, including mink, dog,
cat, mongoose, azelle, chicken, human, chimp, rhesus monkey.
They have also been cocultivated with the CEM and MOLT T cell
lines and the U937 human macrcphage cell line. In a limited
number of studies conducted thus far, we can find no evidence of
an infectious agent by CPE, hemagglutination or hemadsorption
tests. Immunoflourescent studies using sera from a patient with
AIDS has not indicated any preqeqce of an agent in these cell
lines, but these studies are only preliminary.

5, We have cocultivated AIDS white cells with the established
T cell lines and attempted to induce interferon production in
these cells. Thus far, no interferon has been noted in these
cells after a short cocultivation period.




6. We have cultured over 50 T cell lines from patlents w1th
AIDS as well as controls and healthy gay donors. fThese cel
have been studied by FACS for antigen markers afte +ong term
grOWuh in culture. We have achieved 100% success 1nr rowing the
cell lines in the preﬂeﬁce of IL2. In those studied’ by FACS, we
find tnat the helper cells are initially increased in ‘number, but
these then decrease after about 3 weeks. Suppressor T cells can
be maintained in culture for several months. Macrophages and NK
cells disappear after one week. We have maintained AIDS T cell
lines in the presence of IL2 for over 90 days with good
viability. As noted above, there is then &a preponderance of
suppressor T cells in culture,

7. In one lymphocyte culture, we have evidence that B cell
remain and are maxlng antibodies to T cells. By double labelling
the presence of T cells carrying immunoglobulins on their surface
have been noted even after three months in culture.

8. In about 5 out of 50 cultures we have detected the
presence of HTLV by reverse transcriptase and immunoflourescent
tests. Antibodies to HTLV have only been found in about 2 out of
20 AIDS patient's serum examined. We have confirmed the ability
of HTLV to induce syncytial formation in XC and mink lung cells.
We are perfectlng this assay to use as one of the tests for HTLV.
We have also noted that HTLV does not hemagglutinate goose, 1 day
chick, adult chick, guinea pig, rat, rhesus monkey, human 0, or
sheep erythrocytes.

9. In some cultures, high reverse transcLLPtase activity has
been noted without . evidence of infection ith HILV. We Tre
presently investigating whether LAV-1 (1sc¢ated first by Barre,
et al. ) is responsible for this RT activity.

na
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a
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0. We have noted that macro

o
less readily to the cell culture

ges form AIDS patients adhe
E s compared to controls. Th
may indicate either a difference in population of macrophages

an abnormality in their adherance potential.

11. We have noted after long term culture, the presence of
dendritic -like cells growLng in cultures of both AIDS patients
and normal controls suggesting that IL2 enhances the growth of
these cell populations. They become evident after long term
culture.

—
4

e

12. We have establishe over 35 ec¢ell lines from Kaposi's
sarcomas (XKS) removed from patien:s with AIDS. These cells have
been grown by selected techniques on plastie, and then analyzed
for endothelial cell characteristics. They have been studled for
prostaglandin and prcstacyc;lne production (with Dr. M. Goldjre)
Over 80% of them proavce Factor VIII and have some properties
suggesting malignant potential. Moreover, our Kaposi's cell
lines ‘have been examined by various hist cchem;ce tests by Dr.

A



Jay Beckstead. These results have indicated that saveral of them

have enzyme markers typical of endothelial cells. Neverthekess,
none of these cell lines produCcd tumors in nude mi¢e, nor have
grown in methylcellulose. We have also attempted ‘to' grow the

cell 1lines in . nude i mice in 5 the gresenc?
angiogenesis-producing tumor (choriocarcinoma
however, have also been unsuccessful. Nevertheless

KS is a hormone-dependent tumor, and thus, the cells may only be .

tumorigenic when the proper growth factors are present in the
host.

13. We have analyzed our Kaposi's sarcoma cell lines in
collaboration with Drs. Nelson and MacDougall in Oregon, as well
as individuals at UCSF (Dr. A. Geballe), for the presence of CMV,
EBV and hepatitis B. In a limited number of studies, ncne of
these aven+s have been definitively found in the cell lines, nor
in fresh tumor tissue removed from the patients. Previous work
indicated the presence of CMV, but when Dr. Nelson purified his
probes further, and normal human sequences were eliminated, the
positive results could not be confirmed. These studies continue
to be ccnducted.

14. We have begun a collaborative work with Professor Keonig
in the Domincan Republic as well as colleagues in Haiti examining
blood from Haitian immigrants and patients for the presence of
antibodies to HTLV, CMV, hepatitis B and EBV. These studies have
indicated that Haitian coming from the provinces do not have the
same high titer of antibodies to these agents as do those in the
cities. These results suggest that AIDS was probably introduced
into Haiti and did not result from the voodoo practices, come
from animals, or from the population living in the. provinces.

o
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SECTICN | feontinuea!

SUMMARY OF PROPOSED WORK

KIY PRCOFEISICNAL PEASONMNEL ENGAGED ON PROJEST
NAME i PCSITION TITLE | DEPAATMENT AND CRGANIZATICN
W. Lawrence Drew, M.D. |Associate Clinical Prof. . |Medicine, Clinical” F
Ph.D. ., Pgwhology & Laboratory ~§
Mea;cine. U.C.S:P. 4 i
John Mills, M.D. !As sociate Professor ']Meﬁicine,;U.C.S.F._ :
Alan Gcttlieb, R.N, urse Practicner, II i IMedicine; U.C.S.F.
Richard Miner, B.A. EResearch Tech, IV "~ |Pathology Research
§ IMt. Zion Hospital
To Be Hired {Research Tech. Medicine, U.C.S.F.

Giva 2 srie? ummary of cians for wne next vaar ot usocrt, \nciucing he apiect.ves and :pec:fic aims as weil 35 the methadoiogy 1o be used to achieve
these sims. DO NCT EXCEED THE SPACE PROVIDED.

1. Enroll 60 additional CMV seronegative homosexual men and correlate ac-
iquisition of CMV with the development of abnormal H:S ratios.

12. Collect sequential isolates of CMV from individuzl, healthy homosexual
men and analys= them by restriction enzymes to determine if these healthy

-

individuals are also infected by multiple, different strains of CMV.
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W.L., DREW Princical Invesugator 20 0 -
- JMILLS CO-INVESTIGATCR 20 4,019
=% A -GOTTLIEB NURSE PRACTIONER | 50 5285
TO BE HIRED RESEARCH TECH 50 4,060

ETOTALS coceccpn]” $65 604 |13, 300

CONSULTANT COSTS (See instructions)

N/A
EZUIPMENT (lremzei

N/A

SUPBLIES (ltermize by caregory)
Plastic and glassware
C02 & liquid N
TiSsue culture
Media & Sera

Reagents (antisera, chemicals, etc.P 4,598
B DOMESTIC l o)
TRAVEL FOREIGN I A
NB =2
PATIENT CARE COSTS et l Q
OUTPATIENT i 9
ALTZAATICONS ANO AENCVATICNS ifrermmze by category)
0
CONSCRTIUM/CCONTRACTUAL COSTS (See instructions) Travel 1,600
MT Zion Hospital Other Expenses 5,017
Szlaries R e Supplies 5L o 9,184
ringe Bens 3,692 Indirech costsd5.3% 7,434 (16.411) 43,338
OTHER EXFENSES Jiteruzz by categary )
Computer cosgsts
Office supplies
Statistical & epidemiological consultation : 383
OTAL DIRECT ST (Enteron Face 1, [ten H
TOTAL D CT COST (Enter on Fz¢ .v_!r.JIG_ . 108,288
T . = 22aroie Ditr of LHHS — 3t rouesiesd
INDIRECT LS = P S ) T Sroztan e
COST e
= o o . ]
G S 38,882 s Tone

FAGE 33




VIROLOCY II GRANT RENEWA..I.H. #1 U0l CA34980-01 Subco,act to Hount Zion Hospital

{See instructions)

SECTION 1t FROM THROUGH GRANT NUMBER
NEXT BUDGET PERIOD 5/01/84 4/30/85 1 UOL CA34980-@i2
Follow instructions carefully o
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Qmut cens)
PERSONNEL (Apoiicant arganization onfyj [S2e nstructionsi TIME/EFFORT M;'» i
SALARY. s TOTALS
NAME TITLE OF POSITION i |7 oucs met BENEFITS > 4
Week 4 =
W _Taurence Drew M D _Ph Principal Investigator 20 8 NONE “ NONE
R. Miner Research Tech, IV 50 20 16,4118 713,692,
AR ; o
SUBTOTALS —| 16 411, 3,692, 20.103,
CONSULTANT COSTS (See instructions) 4
N/A ;
EQUIPMENT (/temize) ¥,
N/A
SUPPLIES (Itemnize by category)
-C0p & liquid Njp P 413.
Tissue Culture 25064,
Media & Sera 15 654,
Reagents (antisera, chemicals, etc.) 1,654.
Plastic & Glassware 3.,396.
DOMESTIC
TEAVEL FOREIGN [nternational Congress of Virology 1.600,
PATIENT CARE COSTS bl ek
OUTPATIENT
ALTERATIONS AND RENOVATIONS (/temize by category)
N/A
COCNSORTIUM/CONTRACTUAL COSTS (See instructions)
N/A
OTHER EXPENSES [ltermze by category)
Computer Costs 1,650,
Office Expenses 767.
Statistical & Epidemiological Comsultation 2,600.
Indirect Costs 45.3% (16,411.) 7,434, 12,451,
TOTAL DIRECT COST (Enteron Page 1, Item 10} 2
&3 -338
T'if this 15 a special rate ; ,Date of DHHS }Ci Not raquasted
“\iD‘RECT !+S ) 3 % SEW : (c’g off-sit2) expiain | 3greement 'GUnder negotiation weth:
COST i 3/23/83
I
i
|

i
i
% TOC* .

i
i
]
I
|

34




g

GRANT NUMEER
SECT! 11 feantinued] gt

NEXT EQ@IGET PERIOD ® . CA34980-0%

E. Suppiemenial information ragarding ITEMS in tha proposad budges for e nex: pericd wnicn raguirs etsiarﬁ’ﬁim or justficaaon, (S22 wstruciions}
: T ek ':'7'

SALARY JUSTIFICATION

Increases in salary for the following U.C.S.F. perscnnelig John Mills, M.D.
Alan Gottlieb, and To Be Hired Tech. Institutional increases of 11% -
for the above U.C.S5.F. personnel constitute budgeted salary increases.

Two 50% Research Techs. will replace previously budgeted 100% SRA II, 5,

* because the work conducted in this study is divided between two locations.
Typing of viruses is performed at Mount Zion Hospital and Medical Center
as are all serologic studies, reguiring one 50% tech (Research tech, IV).
Viral cultures are performed at San Francisco General Hospital requiring
another 50% tech (To Be Hired).

el
u

e of salary for 50% Research tech, IV at Mount Zion Hospital is
higher skill and salary step level.

e3s
to

o HH
(D

TRAVEL JUSTIFICATION

Invitation to present lecture on the relationship of cytomegalovirus and
AIDS and to discuss the results of CMV researchers from Japan and European
countries at the Intermational Congress of Virology in Japan.

Other Category for next budget period has been reduced to appropriately
cover Travel costs.
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B. PROFESSIONAL PERSONNEL

NAME TITLE CATEGORY 25% 26-50% 51-75% more than 75%
W. 1 Dréw i P.%. i3 X i

J. Mills Co-Invest. 35 P

A. Gottlieb Nurse Pract. 2 *

R. Miner Tech IV 2 *

M. Blair Tech III 2 X
E. Mocarski Consultant 1 X

T. Merigan Consultant 1 X

To Be Hire Tech gl *

K Taylor Secretary 2 X
C. ECUIPMENT N/A :

D. -~TRAVEL

Invitation to present a lecture on the Relationship of Cytomegalovirus and
AIDS and cpportunity i thh results of CMV researchers from Japan
and European countries at tke Internaticrnal Congress of Virology to be
held in Japan.

ot
(8]
i)
4
U]
La
0
10}

E. EXPLANATION OF COLUMN 5. N/A

F. OTHER SUPPORT See attached page




F. OTHER SUPPORT FOR DR. W. LAWRENCE DREW:

A. State of California State AIDS Center Graﬁf?Series b
University of California

Project Title: The Role of Cytomegalq%irus in the
: Etiology of AIDS. None

Grant Period: 7/01/83 to 10/30/84

Annual Amount: $135,000.

B. Hoffmann LaRoche,Inc. Pending - Protocol 2563B

Pro ject. Titles Evaluation of the Tolerance and
Efficacy of Escalating Doses of
Recombinant Leukocyte A Interferon
(Ro 22-8181/001) Therapy of Decrea-
sing Titer of Virus in the Urine,
Blood or Semen of Patients with
Disseminated Cytomegalovirus Infec-
tions.,

Annual Amount: Up to $40,000., dependant upon
patient enrollment.

C. Hoffmann LaRoche,Inc. Pending - Protocol 2564B

Project Titles Safety & Efficacy of Recombinant
Leukocyte A Interferon (Ro 22-
8181/001) in Patients with Acquired
Immunodeficiency and viral Infec-
tions.

Annual Amount: Up to $45,000., dependant upon
patient enrollment.
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PROGRESS REPORT SUMMARY

PRINCIPAL NVEST.CATOR CR PRCGAAM CIRECTOR t PERICD covegeo 8Y THIS REPORT
W. Lawrence Drew, M.D., Ph.D. [ FROM THROUGH

NAME GF CRCANIZATICN ;

Mount Zion Hospital and Medical Center 5/01/83 1/31/84 4

TITLE {Repear utie shown i it2m 1 0n st pages

Studies of Acquired Immune Deficiency SyndrOﬁe

{SEZ INSTRAUCTIONS/ -
We have enrolled 40 CMV sercnegative homosexual me :1nzour_prospect1ve5

study. Ten have seroconverted and have lowered thelr ‘H:S ratios from an =+

avarage of 1.6 pre-infection to 0.6 post-infection. Three of the ten have '

been followed for more thanorequal to 15 mos. and two continue to have

H:S ratios less than 1.0. CMV infection was asymptomatic in all ten.

To assess the possibility that homosexual men experience infection with

more than one strain of CMV, we have analyzed, by restriction enzymes,

multiple CMV isoclates from four separate individuals with AIDS. In

each patient at least twoc different strains were identified.




Drew WL, Miner RC, Ziegler JL, Gullett JH, Abrams DI Conant
MA, Huang ES, Groundwater JR, Volberding Pj;:Mintz L.
Cytomegalovirus and Kaposi's Sarcoma in Young Homosexual
Men.. Lancet 1982, 2:125-127. 7

PUBLICATIONS

Follansbee SE, Busch DF, Wofsy CB, Coleman DL, Gullét;J;
Aurigemma GP, Ross T, Hadley WK, Drew WL. ~An Outbreak
of Pneumocvstis carinii Pneumonia in Homosexual Men.
Ann Int Med 1982, 96:705-713.

Ziegler JL, Drew WL, Miner RC, Mintz L, Rosenbaum E, Gershow J,
Lennette ET, Greenspan J, Shillitoe E, Beckstead J,
Cassavant C, Yamamoto K. Outbreak of Burkitt's-like
Lymphoma in Homosexual Men. Lancet 1982, 2:631-633.

Black SB, Raas M, Mintz L, Shinefield JR, Drew WL. Indirect
Hemagglutination Inhibition: A Direct Method for Detec-
ting Cytomegalovirus Antigen. J Clin Lab Med 1983,
101:450-452.

Drew WL, Mintz L. Cytomegaloviral Infection in Healthy and
Immune Deficient Homosexual Men, in Ma P and Armstrong
D (eds): The Acquired Immune Deficiency Syndrome and
Infections of Homosexual Men. Yorke Medical Books, New
York, New York, April 1983, 117-123,

Mintz L, Drew WL, Sexually Transmitted Viral Infections in Homo-
sexual Men, in de 1la Maza (ed): Med Clin North Am;
Medical Virology. W. B. Saunders Company, Philadel-
phia, Pennsylvania, September 1983, 67/5:1093-1104.

Mintz L, Drew WL, Miner RG; Braff -EH. Cytomegaleovirus ianfec-
tions in homosexual men: an epidemiological study. Ann
Intern Med 1983, 99:326-329,

Drew WL. Sexual Transmission of CMV and Its Relationship to
Kaposi's Sarcoma in Homosexual Men, in Plotkin § (ed):
Pathogenesis and Prevention of Human Cvtomegalovirus Infec-

vd

tion. in Press.

Abrams DI, Lewis B, Beckstead J, Cassavant C, Drew WL.
Persistent Diffuse Lymphadenopathy in Homosexual Men:
Endpoint or Prodrome? Accepted for publicaticm in the
Ann Int Med.

Drew WL, Mills J, Dylewski J, C Cassavant, A Ammann, H Brodie, T
Merigan, Is CMV Infection the Cause of Abnormal T
Lymphocyte Subset Ratios in Homesexual Men? Subaitted
for publication.

Katznelson S, Drew WL, Mintz L. Efficacy of the Condom as a

Barrier to the Transmission of Cytomegalovirus.
Submitted for Publication.
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SUMMARY OF PROPOSED WORK

XY PQOFESSIONAL PEASONNEL ENGAGED ON PROJECT

NAME POSITION TITLE § g nsmﬁ*vew AND OFGANIZATION

J-‘ ’9‘"!.

VOLBERDING PA . - | PRINCIPAL INVESTIGATOR EBT"OF MEDICINE/SFGH

&
©

| R :
ZIEGLER - J = CO-PRINCIPAL INVESTIGATOR D,PT'QF MEDICINE/CRI 7:
ABRAMS, DI CO-INVESTIGATOR - Wk % EﬁMEDICINE/SFGH
LEWIS, BJ CO-INVESTIGATCOR iDEPf OFN

MEDICINE/CRI

Give 3 orief summary of oians for the next year of suoocort, including the cbiectives anc specific sims as we!l as the methodology to be used 0 achieve
these aims. DO NOT EXCEED THE SPACE PROVIDED.

In the second year of the NIH Grant we will continue to observe and record
the natural history of patients with lymphadenopathy syndrome as well as

for banking for collaborative research into the pathogenesis and etiology
of this syndrome. The specific objectives for each main patient group
covered in this grant will include therzpy of patients with diffuse
lymphadenopathy with recominant alpha interferon and therapy of Kaposi's
sarcoma with recominant gamma interferon and interleukin-2.. Future
chemotherapy trials after the conclusion of enrollment in INCRF-159 protoc
i serial immunologic monitoring.

AIDS associated Kaposi's sarcoma. We also will continue to collect materiz:
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P VOLBERDING

D ABRAMS
adjustment. Paid time reduced to 50% to ccomodate :
the salary increases. - 3
G. GEE 16% increase in salry due to prcmotlonal recla551f1catlon
and cost of living adjustment.
P ROY 18% increase in salary due to promotional and cost of
living adjustment.
FRINGE BENEFIT RATES EFFECTIVE 1-1-84 EFFECTIVE 7-1-84
ACADEMIC PERSONNEL 26% 22%
STAFF PERSONNEL (CAREER) 30% 27%

FQUIPMENT IBM PC COMPUTER AND MONITOR TO BE USED FCR PATIENT DATA CQCLLECTTION. $3 750

PATTIENT DATA COLLECTION NEEDS HAVE INCREASED TO THREE TIMES OF
CRIGNIAL EXPECTATICNS.

SUPPLIES To accomcdate cost of living increases these
TRAVEL sections have been adjusted upwards

OTHER EXPENSES o k.

CONTRACTUAL

Mt Zion Hospital

Lawrence Drew, M.D.

In an effort to cover overhead costs at

Mt Zion Hospital Dr. Drew's virology section
will be listed as a sub-contract under

Dr. Paul Volberding's therapy section.
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Paul A, Volberding, M.D.
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THERAPY OF AIDS

OVERALL OBJECTIVES

‘grant ‘have

ol

The overall objectives of the therapy section of h;
not changed. Because of work accomplished in the first grant
year, the focus of Kaposi's sarcoma therapy protocols®in this
grant year will be on biologic response modifiers rather ‘than
cytotoxic chemotherapy. Also because of the number of cases of
lymphadenopathy syndromeprogressing to AIDS, therapy trials for
this syndrome will also be conducted.

SUMMARY OF WORK ACCOMPLISHED

A number of criginal observations have been made from our center
on the naural history of the lymphadenopathy syndrome and of
the natural history and therapy of Kaposi's sarcoma in AIDS.

Lvmphadenopathy Syndrome: Over two hundred patients with the
syndrome of diffuse lymphadenopathy have been followed in the
AIDS clinic at UCSF and San Francisco General Hospital. - In
contrast to our experience at the time of the original grant
request, five of these patients have now progressed to AIDS as
defined by the CDC. The careful clinical observations made on
these patients prior to conversion should be important in help-
ing predict the natural history of this extremely common syndrome.
Also because of this conversion to AIDS, therapy trials of reccm-
binant alpha two interferon as discussed in the original grant
application are now being initiated. The serial evaluations of
patients with lymphadenopathy syndrome has also provided access to
specimens 1including serum and lymph node material. These are
being collected on a regular basis from this cohort of patients

nd have prcoved valuable for collaborative research studies, many
which were summarized in virology immunology and epidemiology
ctions of this progress report.
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Kaposi's Sarccma: In the first year of this grant approximately
100 patients with Kaposi's sarcoma in AIDS have been evaluated in
the Kaposi's sarcoma clinic at UCSF and the AIDS clinic at San
Francisco General Hospital. A staging system devised in retro-
spect from analysis of these patients initial evaluation in clini-
cal outcome is being developed. A preliminary analysis of 81
patients with Kzposi's sarcoma has revezled minimal impact on
survival from the extent of Kaposi's sarcoma but a relatively
greater impact from clinical features which may more directly
reflect the status of immune competance. This has been reported

a o)
rm and a2 more complete analysis of 150 Kaposi's
Rl
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in abstract fo =
ents is currently being conducted.
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The natural history of Kaposi's sarcoma in AIDS ha_éalso been .,
evaluated by studying those patients who have refugsd th erapy SE
of their tumor. A preliminary analysis of this expgrlence
reveals a broad spectrum of clinical acgressxveness éf AIDS
associated Kaposi's sarcoma. While essentially all patieﬂts
have shown progression of their tumor, in several’ well-docu-
ented cases there was at most only minimal progression in
twelve months of follow-up without therapy. This observation
raises important implications for the design of prospective
clinical trials which will be addressed in the next year of this
grant.

Cytotoxic chemctherapy has been studied in the first year of the
continuation of vinblastine therapy for all stages.of Kaposi's
sarcoma which demonstrates a 35% objective response in these
patients. Also 25 patients have been entered onto a phase two
trial of ICRF-159. Accrual to this study is being completed
and early clinical results suggest that this drug is not more
active than vinblastine in the treatment of Kaposi's sarcoma.
If confirmed in a more complete analysis these results wcould
suggest that the biology of AIDS associated Kaposi's sarcoma
is unlike that of African Kaposi's sarcoma where ICRF-159 was
extremely active.

In addition to trials of cytotoxic agents biologic response
mcdifiers are also being tested in Kaposi's sarcoma associated
with AIDS. Over 60 patients have been entered into trials of
recombinant alpha interferon. As reported in several publica-
tions an objective response rate of approximately 40% was
observed with this agent. Disappointingly, no immune restora-
tion of clinical significance was observed in these trials.
Future trials will continue with this and other biologic
response modifiers including recombinant gamma-interferon and
recombinant interleukin-2.

As was true of the patients with lymphadencpathy syndrome,
patients with Kaposi's sarcoma have also been a valuable source
of specimens for collaborative research studies with other com-
ponents of this grant. Patients with Kaposi's sarcoma are
followed serially and specimens including  serum and tumor tissue
zre regularly preserved for future studies by  the tissue and
serum repository discussed in the first section of the grant.

OBJECTIVES FOR THE NEXT GRANT YEAR

In the second year of the NIH Grant we will continue to observe
and record the natural history of patients with lymphadenopathy
syndrome as well as AIDS associated Kaposi's sarcoma. We also
will continue to collect material for banking for collaborative

research into the pathogenesis and etiology of this syndrome.
The specific objectives for each main patient group covered in
this grant will include therapy of patients withdiffuse lympha-



PROGRESS REPORT
(cont'd)

denopathy with recombinant alpha interferon and therapy of
Kaposi's sarcoma with recombinant gamma interferon and v
interleukin-2. Future chemotherapy trials after the conclusion
of enrollment in ICRF-159 protocol will continue to investigate
single agent chemotherapy with serial immunologic monitoring.

HUMAN SUBJECT CONSIDERATION

Lymphadenopathy Syndrome: A protocol for the use of recombinant
alpha interferon for patients with lymphadenopathy syndrome has
been approved by the Human Subject's Committee at UCSF and a
copy of the protocol is attached.

Kaposi's Syndrome: Three protocols are currently being developed
and will be initiated shortly for the treatment of AIDS associated
Kaposi's sarcoma. While discussed in brief in the original
competitive review these protocols are much mode complete at

this stage and are included in this section. These include a
controlled study of no therapy compared with alpha interferon

or alpha interferon plus vinblastine for patients with minimal
stage of Kaposi's sarcoma, recombinant gamma-interferon and
recominant interleukin-2. In these protocols, particularly in the
last two, substantial efforts will be made to monitor the
immunologic effects of these agents as they may prove helpful in
immunerestoration. A detailed analysis of the rational for each
agent is beyond the scope of this progress report but is included
in each of the attached protocols.
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1. Natural Killer cell activity in homosexual men: i:Kaposi's
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.Single agert or combination chemotherzpy of Kzazposi's sarcoma in

Acquired Immune Deficiency Syndrcme. Lewis, B., Abrams, D. Zlegler,g
J.; Conant, M., Gee, GC., Sllve-uerg, I., Volberding, P., Proceecdings:
American Society of Clinical Oncology, Vel. 2, pg. 59, 1983.

Immune thrcombccytcopenic purpura in homosexual men: Clinical mani-
festitations and treatment results., Aktrams, D., Voldterding, P.,
Linker, .5 ‘Kipeev, " D.; Moss, R, Sperlinead., and EmbGry, S. Blooad,
Vol 62, No. S5, Stupplement 1, °pc. 108z, Nov. 1983.

Syngenic borie marrcw transplantaticn for patients with AIDS and
Karosi's sarcoma. Mitsuyssu,. R., Volberding, P., Grocpmsn, J.
Champlin, R Bldad, N&l. 62, #=No. 5, Supplement 1; pg.i2263.
Recombinant alpha-interferon therapy for Kzaposi's sarcoma in Acquired
Immune Deficiency Syndrcme, Velberdirg, P., Moran, ‘T., Rudinck, S.,
Rothman, J. Proceedings: Seconc Eurcrean Conference in Clinicszl
Orncology ané Cancer Nursing, pcg. 221, Nov, 1983.
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UNIVERSITY OF CAL&)RNIA, SAN FRANCISCO

BERKELEY * DAVIS * IRVINE * LOS ANGELES * RIVERSIDE * SAN DIEGO * SAN FRANCISCO SANTA BARBARA * SANTA CRUZ

SCHOOL OF MEDICINE SAN FRANCISCO, CALIFORNIA 94143
DEPARTMENT OF MEDICINE

March 1, 1984

U.S. Department of Health and
Human Services

Public Health Service
Division of Research Grants
National Institutes of Health
5333 Westbard Ave.

Bethesda MD 20205

Dear Sirs:

Please note that this noncompeting continuation of Grant Number
5 UOI CA 34980-02 is one day late. Due to various changes with
regards to the subcontract for Mt. Zion Hospital the continuation
completion was not available for the due date of March 1, 1984.

Your consideration in the matter of making funding available by
the scheduled May 1, 1984 start date would be appreciated. Every
effort was made to meet the deadline.

Thank you for your attention to this matter.

Sincerely, .

QLL( Vﬁ/ b’mdp

Paul A. Volberding, M.D.
Assistant Professor of Medicine
PRINCIPAL INVESTIGATOR, Studies of AIDS, CA 34980-02
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SECTION | [continued)

SUMMARY OF PROPOSED WORK

GRANT NUMBER

UOI CA3498002

KEY PROFESSIONAL PERSONNEL ENGAGED ON PROJECT

NAME POSITION TITLE DEPARTMENT AND ORGANIZATION
1) CLINIC CONANT, MARCUS DIV. OF DERMATOLOGY UCSF
2) EPIDEMIOLOGY MOSS, ANDREW DEPT. OF EPIDEMIOLOGY "
3) IMMUNOLOGY AMMAN, ARTHUR DEPT. OF PEDIATRICS 5
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6) THERAPY VOLBERDING, PAUL DIV OF ONCOLOGY/SFGH

Give a brief summary of plans for the next year of support, including the objectives and specific aims as well as the methodology to be used to achieve
these aims. DO NOT EXCEED THE SPACE PROVIDED.

For the second year of this grant we propose the following projects:
(1) continue epidemiologic surveillance studies of the sexual contacts of
AIDS patients seen at the KS clinic, compare clinical features of KS in
ATIDS patients to the classical form, and provide tissue and serum specimenps
to the central tissue bank facility (MA Conant); (2) continue to collect
incidence data for population-based analysis of morbidity and mortality,
conduct pilot study of AIDS in intravenous drug-abusers, and contrive
surveillance of non-Hodgkin's lymphoma in homosexual men (AR Moss) ; (3)
immunologic and functional assays of T cell subsets and monocytes in pre-
ATDS and AIDS patients to define immunopathogenesis, follow immune parame-
ters in patients receiving interferon and IL2 therapy (AJ Amman); (4)
continue studies of wviral etiology of AIDS by inoculating AIDS tissues
into Balb-C and CH3 mice and newborn hamsters, baboons and chimpanzees
(TA Levy):;

and conduct extensive immunologic studies when sero-conversion occurs,

(5} cocntinue surveillance of CMV- sero-negative homosexual men

continue CMV analysis of homosexual men to determine strain variations and
effects of multiple-strain infections (WL Drew); (6) continue to study
natural history of KS and lymphadenopathy syndrome, initiate treatment
protocols using ICRF-159, gamma-interferon, and interleukin-2, study

natural history and treamtent of non-Hodgkin's lymphoma in homosexual men

(PA Volberding, JL Ziegler, DI Abrams).
VERTEBRATE ANIMALS INVOLVED O NO [OYES If “YES,” identify by common names and underline primates.
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SECTldN 1} {continued) gl
NEXT BUDGET PERIOD UOI CcA34980 02

B. Supplemental information regarding ITEMS in the proposed budget for the next period which require explanation or justification. {See instructions)

SEE INDIVIDUAL SECTIONS FOR "NEXT BUDGET PERIOD" AND "NEXT BUDGET PERIOD"
JUSTIFICATIONS. e %

DUE TO COST OF LIVING INCREASES IN SUPPLIES, TRAVEL, AND OTHER EXPENSES
THESE SECTIONS WERE INCREASED BY 7%. THE UNIVERSITY OF CALIFORNIA, SAN
FRANCISCO PERSONNEL SALARIES AND FRINGE BENEFITS WERE INCREASED ON AN
AVERAGE OF 8% and 12%. THE RESULT 'OF THE INCREASE IS A TOTAL DIRECT
COST OF $488,090 FOR 'THE PROPOSED '84-'85 BUDGET PERIOD. «THIS IS LESS
THAN AN OVERALL 7% INCREASE OVER THE $457,463 TOTAL DIRECT COSTS FOR

THE '83-'84 BUDGET PERIOD.
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A. BUDGET (as approved by REMAINDER OF OBLIGATIONS (Subtract Col. 4 from
awarding unit) CURRENT BUDGET {Col. 2 plus Col. 3) Col. 1)
PERIOD :
n (2) (3) {4) (5)
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564,229 295,479 268,750 564,229 0
B. THROUGH F.
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SECTION IV

PROGRESS REPORT SUMMARY
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UOT CA34980 02

PRINCIPAL INVESTIGATCOR OR PROGRAM DIRECTOR
PAUL VOLBERDING JOHN ZIEGLER

PERIOD COVERED

BY THIS REPORT

FROM

NAME OF ORGANIZATION

UNIVERSITY OF CALIFORNIA, SAN FRANCISCO

5-1-83

THROUGH

4-30-84

TITLE (Repeat titie shown in item 1 on first page)

_STUDIES OF ACQUIRED IMMUNE DEFICIENCY SYNDROME

(SEE INSTRUCTIONS)

SEE "PROGRESS REPORT SUMMARY"
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I
SUMMARY OF PROPOSED WORK i 1 UOl CA34980 - 01
|

KEY PEOFESZIONAL PERECNNEL ENGAGED CN PREQJELT

IALIE | POSITION TITLE | DEPARTMENT AND CSGANIZATION
Marcus A. Conant, M.D. Assoc. Clin. Prof., UCSF Dermatology, UCSF
Paul Volberding, M.D. Asst. Prof. of Medicine, UCSF |School of Medicine, UCSF
John Greenspan, Ph.D Prof. of Oral Biology & Oral ; .

Pathology Division of Oral Biology,
UCSF

Jay H. Beckstead, M.D. Asst. Prof. of Pathology Pathology, UCSF

Guva 2 Gref summary of glans for the next vear of susport, inciuding ihe objectives and specific :ims as well as the me:hodcicgy 0 te used o 3cmave
thesa aims. DO NOT EXCEED THE SPACE PROVIDED.

I. To recruite more participants in each of our studies to continue to achieve our

research objectives.
A. Contact Study

Presentations to professional groups
Media releases

Networking to outpatient facilities in the community by the Nurse Coordlnator
of ;the K.5: Clinic,

Networking through community resources to contact more participants, i.e.
San Francisco Aids Foundation, Shanti Project, and Aids Coordination
Committee of San Francisco, by Nurse Coordiantor. :

B. Traditional Study

= W M

1. Presentations to professibna] groups

2. Media releases
3. Networking to the private physicians committies of the bay area.

coordinated through K.S. Nursing Coordinator.
C. K.5. Patient Study

2. Networking to the outpatient areas in the community and also the private
physicians communities to serve as a resource and a referral to patients.

This will be done by Nursing Coordinator.

|
i 1. Presentations to professional groups |

F II. To expand on patient Specimen Banking: i
! A. Speciman Bank

1. In collaboration with Dr. J. Greenspan the Nursing Coordinator will cont1nue
to coordinate specimen collection for the specimen bank.
2. The Nurse Coordinator and Principal investigator will establish new
g areas of specimen collection in the community.
hn—nmu~-v3=TwThe Nurse anrd1nator wnli coord1nate Iheseunew . ac Ll_ltlgw,
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GRANT NUMBER

SECTION 1V s
PROGRESS REPORT SUMMARY UOT CA34980 02
PRINCIPAL INVESTIGATCR OR PROGRAM DIRECTOR PERIOD COVERED BY THIS REPORT

MARCUS A. CONANT, M.D. FROM e THROUGH
NAME OF ORGANIZATION _ A
UCSF, DIVISION OF DERMATOLOGY
TITLE (Repeat title shown in item 1 on first page}
PRINCIPAL INVESTIGATOR
(SEE INSTRUCTIONS}

4-30-84 7

The general scientific goals of the Kaposi's Sarcoma clinic have not
changed. They include the following:

1. To coordinate the studies of the epidemiology, etiology, and treatment
of Kaposi's Sarcoma and AIDS.

2. To collect data on AIDS patients, KS patients, persons exposed to
AIDS, and persons exposed to KS to understand the natural history

of the diseases.
3. To develop a specimen bank for tissue and serum collection and to
distribute materials for research.

The following studies are being conducted:
1. Fifty patients have been followed from August 1981 to the present.

A. Deceased 13 patients
B. Receliving treatment or

have received treatment 31 patients
C. Never received treatment 6 patients

2. Since November 1982 we have staged approximately 99 patients through
the KS clinic and are following them through the natural course of
their disease.

3. The KS Clinic has been the primary source for patient material
collection in the Specimen Bank. The Nursing Coordinator has
scheduled and done the biopsies and serum collection during
patients visits to the KS Clinic. Coordinated specimen collection
from various facilities in the community. San Francisco General
and the Veterans Administration Hospital of San Francisco have been
participating in the specimen collection.

To date the Specimen Bank contains 200 tissue specimens divided in
the following categories:

A. Lymph nodes D. KS tumor bowel tissue
B. -KS tumer skin E. KS tumor spleen
€. +Normals skin tissue F. KS tumor tonsil

In the Sera Bank 300 sera specimens have been collected from
patients with the following

A, AFps D. Lymphadenopathy .
By EE PRt iy
C. AIDS related conditions

These specimens have been allocated and stored from 2 to l5cc
per tube in lcc vials..

PHS 2520 (Rav. 5,
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Modlin, R., Meyer, P., Hofman, F., Mehlmauer, M., Levy, N., Lukes, R.;
Parker, J., Ammann, A., Conant, M., Rea, T. and Taylor, C.:
T-Lymphocyte Subsets in Lymph Nodes from Homosexual Men. JAMA, 1983
Vol e 2502130205 5

Meyer, P., Modlin R., Mehlmauer, M., Taylor, C., Lukes, R., Conant, M,
and Rea, T.: Immunologic Ascessment of Thymus, Bursea and Macrophege
Antigens in Homosexual Patients with Reactive Lymph Nodes, Lymph Nodes
Containing Kaposi's Sarcoma and Malignant Lymphomas Compared with
Reactive Tonsils and Lymph Nodes from Non-Homosexual patients.

Clin. Res.,. 19835 " Vol: 31 {1)sa® XA,

Colombe, B., conant, M., Volberding, P., and Garovoy, M.: Susceptibility
of Kaposi's Sarcoma and HLa BW44. Clin. Res., 1983, Vol. 31:340

Volberding, Pz wGottlieb, M.,:Bothman, Ji, Rudnick, 'S, ConantE, M.,
Derezin, M., Weinstein, W. and Groopman, J.: Therapy of Kaposi's SArcoma
(KS) in Acquired Immune Deficiency (AIDS) with a -2Recombinant Interferon
Amer. Soc. €lin: Oncology Procs; o983, Vol . .i2:C=206

Modlin, R.j%“Conaat,>M,* Fayler, @y, Meyer,  R., Hofman,-Pi,> Lnkes, R.;
Parker, J., Ammann, A. and Rea, T.: T-Lymphocyte Subsets in Skin, Blood
and Lymph Nodes from Homosexual Men with Kaposi's Sarcoma. J. Invest.
Derm., 1983, Vol 80 (4):332

Moss; “2:; Bacechetti, P., gormahn, "M, Dritz, S.; Cofiant, .M., ;Abrams,-Ds.;
Volberding, P., and Ziegler, J.: AIDS in the "Gay areas of San Francisco.
The Lancet, April 1983, Vol. 1(8330):923-24

Ziegler, J., Conant M., Lutzner M. Kaposi's Sarcoma In T. Fitzpatrick

Ed., Dermatology in General Medicine, McGraw Hill, New York, 1984
(3rd Edition) in press
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Y PROFESSICNAL PERSONNEL ENGAGED ON PROJECT

NAME

POSITION TITL

CEPARTMENT AND CRGANMIZATICON

AsR =Mdess Phibs

N. Petrakis, M.D.

S. Dritz, M.D.

o

. Osmond, M.A.

Adjunct Assistant Professor

Professor, Chairman of Dept.

Deputy Chief

Epidemiology & International
Health, UCSF

|Epidemiology & International

Health, UCSF

|Bureau of Communicable

Disease Control, S.F.
Epidemiology & International

Assoc. Specialist, Epidemiology
Health, UCSF

P. Bacchetti, M.S. Statistician Epidemiology & International
Health, UCSF
L. Swig, B.A. Staff Research Associate Epidemiology & International

Health, UCSF

-
Give 2 brief summary of glans for the next vear of support, including the abjectives and soec:fic aims as well as the methodoiogy t¢ De used to achieve
these aims.

DO NOT EXCEED THE SPACE PROVIDED.

|1.

In association with Selma Dritz, M.D., we will continue to collect and analyze AIDS
incidence and mortality data for San Francisco. We will report incidence data at
six-monthly intervals, as of July 1, 1984 and January 1, 1985. We will carry out a
Eopu1ation—based analysis of mortality among San Francisco-resident AIDS cases in
all 1984.

In association with Dr. Dritz, we will continue to find AIDS cases for case-control
and other-case-based epidemiological studies, using the collaborative UCSF-City of
San Francisco AIDS casefinding process. (1) A case-control study of AIDS in homo-
sexual men has been funded by the State of California and will continue through
November 1984. (2) Pilot studies of AIDS in intravenous drug users are in progress.
(3) A prospective study on AIDS risk in sexual partners of documented AIDS cases
will be initiated in 1984-85.

In collaboration with Drs. J. Ziegler and D. Austin, AIDS incidence in San Francisco
will be compared with incidence of other tumors believed to be associated with the
acquired immune deficiency syndrome (including non Hodgkin's lymphomas and squamous
cell tumors of the mouth and tongue) as reported by the California Tumor Registry.
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The foilowing sertains to your CURRENT PHS budget. Do not inciude cost snaring funds, This information in conjunction with that provided an
Page 2 will be usad in determining the amount of supcort for the NEXT budget period. i

T T T ! I eTIMATED
i { ACTUAL | ESTIMATED AQDITIONAL | o TR ESTIMATED
CURRENT | EXPENDITURES A TE ] O InG | TOTALESTIMATED |  yNgBLIGATEQ
BUOGET THRY (insert darai: . QSLIGATIONS 0A EXPENDITURES AND BALANCE
A. BUDGET {as apargved by REMAINDER OF QBLIGATIONS (Subzract Cai, 4 fram
awarging unit/ CURRENT BUDGET {Cal. 2 plus Cal. 3] Cei. 1)
PERIO0 g 5
i | {2) (3 W {8}
| T
TOTAL O RECT COSTS 29,343 | 23,581 5,762 29,343 -
1
| |
- — - i : g }
INDIBEZT COSTS (as providea) % 8,128 1 6,532 | 1,596 8,128
| i 1
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8. THRCUGH F.
Ses instructions and provide the information requiread in items 3. through F. Use this paue and continuation pages as necessary.

B. Professional Personnel

NAME TITLE CATEGORY LESS THAN 25% 26-50% 51-75% MORE THAN 75%

A. Moss, Adjunct Assist, 1 X ;
Professor

N. Petrakis Professor 1 X
Chair. Dept.

5. Dritz Deputy Chief
Communicable
Disease Control X

D. Osmond Associate 2 *
Specialist

L. Swig Staff Research 2 *
Assistant

P. Bacchetti Statistician 2 . *

F. Other Support

A. R. Moss, Ph.D. NIOSH "Occupational Exposure in Adult Glioma Patients". $95,997

State of California "A Case-Control Study of Acquired Immune
Deficiency Syndrome Diseases".  $125,815

D. Osmond, M.A. NIOSH "Occupational Exposure in Adult Glioma Patients" $95,997
State of California "A Case-Control Study of Acquired Immune
Deficiency Syndrome Diseases"”. $125,815
L. Swig City of San Francisco "Study of AIDS Partners and Relationships
Between Lifestyle and Immune Status in
Well Gay Men". $78,936

P. Bacchetti, M.S. NIOSH "Occupational Exposure in Adult Glioma Patients". $95,997

State of California "A Case-Control Study of Acquired Immune
Deficiency Syndrome Diseases". $125,815
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A. R. Moss, Ph.D- fFROM !THF\DL{EH
NAME CF ORGANIZATICN | 5/1/83 i 4/30/84

1
1

TITLE /Repear titte shawn in iterm 1 on first pagel

(SEE INSTARAUCTIONS}

1. Introduction

Funding was received to assist Dr. Selma Dritz in the establishment of a system for
analyzing AIDS surveillance data in San Francisco. No funds were received for specific
projects based on the surveillance data. Partial support was received for a statistician,
a field supervisor, and research associate.

2. Progress to Date

In association with Dr. Dritz, a computerized incidence file has been established for
San Francisco-resident diagnosed AIDS cases. Using census based denominator data and
a division of the city of San Francisco into demographically homogenous areas, a procedure
has been developed to obtain incidence rates which can reasonably 'be assumed to estimate
AIDS incidence in homosexual men. A preliminary report on this data was published in
April 1983.1

In the current project, a six-month schedule has been established for incidence report-
ing and a first report (as of July 1983) has been submitted for publication (Moss, Bacchetti,
Osmond et al., attached). We propose to continue to examine AIDS incidence in detail on a
six-month basis.

In association with Dr. Dritz and the AIDS clinic at San Francisco General Hospital, we
have also established a mortality surveillance procedure for San Francisco-resident AIDS
cases which allows us to obtain population-to-based mortality estimates. A first report
(as if summer 1983) has been submitted for publication. (Moss, Volberding, McCallum et
al., attached.) We propose to continue to report AIDS mortality on an annual basis.

A collaborative relationship with the California Tumor Registry has been established
and in the comming year we plan to compare AIDS incidence with incidence rates for other
tumors which may be associated with the syndrome on a census tract level. This study will
be collaborative with Drs. Dritz, J. Ziegler and D. Austin.

3. Studies using the surveillance system for casefinding

The surveillance system established by us in collaboration with the San Francisco
Department of Public Health serves as a casefinding mechanism for studies of the acquired
immune deficiency syndrome. During the current project year, funding has been received
for two studies based on this casefinding system. 1) A case-control study of 140 AIDS
cases matched with clinic controls and randomly-selected neighborhood controls was funded
by the State of California and is currently nearing completion. 2) A cross-sectional study
of immune function in the controls for the case-control study wad funded by the City of
San Francisco and is currently in progress.

Although only a handful of AIDS cases in intravenous drug users has yet been reported
in San Francisco, we expect more cases to be found in the coming year. We are currently
conducting pilot studies for an AIDS case-control study in intravenous drug users. A
formal study will be proposed in the coming year. 5

We are also conducting pilot studies of both male and female sexual partners of documented
AIDS cases. In the coming year we expect to propose a formal study of this conort.

1. Moss A.R., Bacchetti, P., Gorman, M., et al. AIDS in the "gay" areas of San Francsico
Lancet 1983; ii:923-4.




Publications (cont'd) ' AR MOSS

Moss AR, Bacchetti P, Osmond D et al. 1Incidince of the Acquired
Immunodeficiency Syndrome in San Francisco 1980-1983... The Lancet -
(Submitted 2/84) 5y

Moss AR, McCallum J, Volberding P, Bacchetti P, Dritz S., Mortality
associated with the Acquired Immunodeficiency Syndrome. (In preparation)

Moss AR, Bacchetti P, Gorman M et al. AIDS in the "gay" areas of
San Francisco. The Lancet 1983; 2:923-4
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SUMMARY OF PROPOSED WORK

UOI CA34980 02

KEY PROFESSIONAL PERSONNEL ENGAGED ON PAOJECT

NAME POSITION TITLE DEPARTMENT AND ORGANIZATION

AMMANN AJ - PRINCIPAL INVESTIGATOR = * |1

STITES D ' CO-INVESTIGATOR
CASAVANT C CO-INVESTIGATOR

Give a brief summary of olans for the next year of support, including the objectives and specific aims as well as the methodolcgy to be used to achieve
these aims. DO NOT EXCEED THE SPACE PROVIDED.

Research will continue to analyze the specific immunologic abnormalities
found in patients with AIDS and related disorders. Our current
investigations suggest there is both a monocyte and T-cell defect present
in the patients. The monocyte defect, if found to be an early abnormality
may explain the inability of patients to re spond to antigen with an
appropriate antibody response. Defining the specific defect which is
found in"pre AIDS" will have important implications regarding pathogenesis
of the immunodeficiency. We continue to define T and B cell subset
abnormalities in the groups of patients. The extent of these abnormalitie
and the specific patient populations in which these abnormalities are
found are being utilized for correlation with epidemiologic and clinical
data to improve diagnosis and therapeutic approaches. Detailed evaluation
of the patients receiving immunotherapy is in progress. One hundred patient
will be treated with 9 doses of recombinant DNA interleukin-2. Included
in this study is an immunologic evaluation of patients before and during
therapy as well as in vitro incubation studies to determine the correlation
between in vitro response and subsequent in vivo response.

ur

SRATE ANIMALS INVOLVED O nNO [OYES 1f “YES.” idenufy by common names and underiine primates.
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SECTION 11 FROM THROUGH GRANT NUMBER
NEXT BUDGET PERI e
Follow instructions carefully - 3/] /81' . 4/30/ 5 CA 31}980A 02
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omit cents)
PERSONNEL (Applicant arganization only) (See instructions/ TIME/EFFORT Sh—
SALARY TOTALS
NAME TITLE OF POSITION % PR et BENEFITS
Week
Arth 1A R Principal Investigator 10% N/A
Daniel Stites co-_lnvestigator 10% N/A
Conrad Casavant CO0- Investigator 10% N/A
Nanita Arias Hos. Lab. Tech 100% 4o 32,206 19 114
Teresa Kadlecek Staff. Res. Assoc. [100% Lo 21,903 16,571
SUBTOTALS ————p qj;']nsl ]5,(,31;
CONSULTANT COSTS (See instructions)
-.0...
EQUIPMENT (/temize)
SUPPLIES (/temize by category)
Plastic Tissue culture supplies 3,008
3,008
TR NEL DOMESTIC 3 trip for investigators @ 500 each 1,500
FOREIGN
PATIENT CARE COSTS IBEATIENY
OUTPATIENT
ALTERATIONS AND RENOVATIONS (/temize by category)
CONSORTIUM/CONTRACTUAL COSTS (See instructions)
OTHER EXPENSES (/temize by category)
TOTAL DIRECT COST (Enter on Page 1, item 10) 74302
b

T*1f this is a special rate
(e.g. off-site) explain

INDIRECT % S&W* :
COST !
{See instructions) 99164 % TDC* E

:DmeofDHHs
| agreement

|
1
|
1

:DNot requested
10 Under negotiation with:

o e . i,
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NEXT BUDGET PERIOD
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B. Supplemental information regarding ITEMS in the proposed budget for the next period which require explanation or justification. (See instructions)

PERSONNEL:

Increased technician time: The present single FTE Is divided between one

principal Investigator and two co~-investigators. In the nearly one Eear that
the grant has been in effect, the investigators have required ME: L T it

technicians. “The-additional technictan has been temporarily funded from a one
year state grant which will not be available after this year. -~The number of-

studies which we are committed to performing to- fulfill the objectives of the
grant will require the additional FTE. . A.single technician can-perform 20
functional assays of T cell -immunity per week and-anaiyze the-data.- This
number is required-To‘perform-fhe—ini%ialnand~follow-up-s+udie5'on“I00 patients
with AIDS who are going to receive {L2 freatment beginning in April_of 1984 and
continuing for one year. Without the added FTE the studies cannof'be‘gerformed
and the effects of IL2 on-the immunologic status of the patient cannot be . ..
assessed. This is critical information which must be obtained to determine If
a clinical -effect of 1L2 can be correlated with-an -immunologic effect. .
Simultaneous studies in AIDS and AIDS related syndrome must also be performed
utilizing lymphocyte phenotyping and monoclenal antibody. -Because two -
technicians are therefore required we are requesting-that all funding be - ""°°
applied to technical salaries. Funding for additional supplies will be obtalned from
other sources. '

EQUIPMENT:

$12,000 lease of B.D. Research Anatyzer is deleted due to coverage from’b+be£
sources. These -funds- are rebudgeted among personnel and remaining categorie
individually justified.

PHS 2590 (Rev. 5/82) PAGEHQ
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FROM THROUGH GRANT NUMBER

SECTION I

CURRENT BUDGET PERIOD

CA 34980A -

The following pertains to your CURRENT PHS budget. Do not include cost sharing funds. This information in conjunction with that provided on

3/1/84 L/30/85

Page 2 will be used in determining the amount of support for the NEXT budaget period.

ACTUAL ESTIMATED ADDITIONAL ESTIMATED
‘ CURRENT EXPENDITURES EXPENDITURES AND TOTAL ESTIMATED UNOBLIGATED
BUDGET THRU finsert dats): OBLIGATIONS FOR EXPENDITURES AND BALANCE ~
A. BUDGET (a5 approved by REMAINDER OF . DBLIGATIONS) {Subtract Col, 4 from
awarding unit) CURRENT BUDGET Col. 2 plus Col. 3,
5 1/31/84 . PERIOD i for. 1)
(1 (2) (3) (4) {5)
TOTAL DIRECT COSTS
68,798 38,843.31 29,954.69 .
INDIRECT S ided
COSTS (as provided) ]5’733 9’43444 6,29855 P
TOTALS I
84,531 48,277.75 36,253.25 = (et
B. THROUGH F.

See instructions and provide the information required in items B. through F. Use this page and continuation pages as necessary.

B. Name Title Category less than 25% 26-50% 51-75% More thar
Arthur J. Ammann Professor 1 X
Daniel Stites Professor 1 X
Conrad Casavant Assoc. Clin Prof.]1 X

C Equipment:

1. Bechman Refrigerated Centrifuge $4,362.52
* note BD Research Analyzer lease are covered from other funding sources
2. Ranna #8086 drives $2,950

D. 3 investigators will share travel money in the amount of $1,000, used to partially
defray the cost of attending research meetings for the presentation of research
results. ‘ 4

E. None

F. OTHER SUPPORT

Arthur J. Ammann, M.D. 2
Northern California Sickle Cell Center, Grant # HL 20985, (100% Technician salary)
L/1/83 through 3/31/84  $47.139

Arthur J. Ammann M.D.
State of California AIDS Research Grant, '( 50% Technician )
$25,000,

Daniel Stites : :
NICHHD - 03939, Study of Fetal- Placental Maternal Interaction
$100,000 7/1/83 through 6/30/84

Daniel Stites _
NICHHD-13543, Basic and Clinical studies of preterm parturition
$45,753 4/1/83 through 3/31/84

Daniel Stites :
State of California AIDS Research Grant
$115,000 7/1/83 through 6/30/84

PHS 2590 (Rev. 5/82) PAGE % 0 {Use Continuation Pages as necessary)



+he amount of Immunoglobulin detected. Elution studies have indicated that
these Immunoglobulins are not Infrinsic but are fixed to the surface of the
T lymphocytes. Whether these represent Immune comp lexes, cytophillic
antibodies or anti-lymphocyte antibodies will be further investigated.

Using simultaneous two-color fluorescence with phycoerythrin labeled and
FITC labeled monoclonal antibodies, we have been able to dstfect large
amounts of DR antigens on the surface of both helper and suppressor T=-1lymphocytes
in these same patlent groups. Again, there is a relative Increase from
health to full-blown AIDS In relation to these markers of activation. The
significance of this finding remains unknown but will be further pursued by
additional study.

We have studied a group of CMV negative individuals and found normal
distributions of lymphocyte subsets. In a longitudinal study, some of these
individuals have converted from sera positive to sera negative associated
with profound changes in lymphocyte subsefs. We are continuing to follow
this interesting group of patients perspectively to see If these changes are
progressive. It Is clear that In normal healthy subjects, CMY Infection
results In similar changes which are fransient.

A variety of support studies for the therapy section of the grant In
following lymphocyte subsets in several trials of immuno-modulating agents
are In progress. .

s b Ehe Tra liinn s

Research will continue to analyze the specific Immunoclogic abnormalities
found in patients with AIDS and related disorders. Our current investigations
suggest there Is both a monocyte and T-cell defect present in the patients.

The monocyte defect, if found to be an early abnormality may explain the
inability of patients to respond to antigen with an appropriate antibody
response. Defining the specific defect which Is found In "pre AIDS" will have
important implications regarding pathogenesis of the immunodeficiency. We
continue to define T and B cell subset abnormalities in the groups of patients.
The extent of these abnormalities and the specific patient populations in which
these abnormalities are found are being utilized for correlation with
epldemiologic and clinical data to improve diagnosis and therapeutic
approaches. Detalled evaluation of the patients recelving immunotherapy Is in
progress. One hundred patients will be treated with 9 doses of recombinant DNA
interleukin-2. Included in this study is an Immunologic evaluation of patients
before and during therapy as well as in vitro Incubation studies to determine
+he correlation between In vitro response and subsequent In vivo response.

Rescarch Involving Human Subjects:

Our laboratories utilize blood samples from patients and we have
received human experImentation approval. The risks of obtaining blood samples
are minimal. The potential benefit to the patient is great if improved
immunologic diagnosis can be obtained.

page 21
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ARTHUR J. AMMANN FROM _ THROUGH
NAME OF ORGANIZATION
UNIVERSITY OF CALIFORNIA, SAN FRANCISCO 5-1-83 4-30-84

TITLE (Repeat title shown in item 1 on first page)
Studies of Acquired Immune Deficiency Syndrome

(SEE INSTRUCTIONS)

The sclentiflc goals of the project have not been altered since the
submission of the grant. The following Is a brief summary of the studies which
have been completed during the award year.

Categorization of the immunologic profile of patients with AIDS (Kaposi's
sarcoma) and opportunistic Infection (as well as AIDS related syndromes has
been completed and the work has been published. A distinctive profile can be
demonstrated in the patient groups of healthy homosexual controls, patients
with lymphadenopathy syndrome, opportunistic infection or Kaposi's sarcoma.

The degree of immunologic abnormalities can be ranked and correlates well with
prognosis and survival. Functional impairment of T-cell Immunity occurs In the
most severely affected patients and when less than 10% of normal, usually
Indicates an immunologic state which Is Incompatible with survival beyond 1
year. Our studies also Indicate that there is an Impaired antibody response
fellowing specific immunization in patients with severe impairment of T-cel |
immunity. Many of these patients have a paradoxical increase in immunoglobulin
levels. The Impaired antibody response was demonstrated when patients were
immunized with pneumococcal polysaccharide and a protein antigen, keyhole

| Impet hemocyanin. These studies provide important Information In relation to
appropriate approaches to treatment when reconstituting deficient Immunity in
this population of patients.

Additional AIDS related syndromes have been investigated to determine
whether Immunologic abnormalities in these groups of patients are consistent
with AIDS. Two groups were defined, patients with hemophilia receiving
concentrate factor VII| therapy and pediatric patients with blood transfusion
reiated AIDS or AIDS acquired by means of vertical transmission from an IV drug
addict mother. An analysis of additional patients who received blood products
from patients with AIDS clearly indicates a significant risk in these
populations for acquiring AIDS. The epidemiologic, clinical and Immunologic
findings in these groups of patients have been described and published and will
serve as a continulng basis for investigation.

We have also investigated the distribution of B and T lymphocytes in the
lymph nodes of homosexual men with Kaposi's sarcoma. The information obtained
from these studies was utllized to compare with resilts of peripheral blood
analysis of similar populations of cells. These studies have provided a basis
for determining whether or not peripheral blood studies accurately reflect the
distribution of immunologically competent cells within the tissue of affected
patients.

Flow cytometric analysis using monoclonal antibodies to |leukocyte
subsets has revealed striking changes in the distribution of cells among
patients with AIDS, the |ymphadenopathy syndrome and normal homosexuazl
confrols. Large amounts of surface immunoglobulin are present on both T
helper and T suppressor cells in these various groups. There is a
quantitative Increase from healthy to |ymphadenopathy to full=blown AIDS in

PHS 2590 {Rev. 5/82) PAGE Q 5, (Use Continuation Page as necessary)
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Abrams D!, Lewls BJ, Beckstead JH, Casavant H, Drew WL. Persistent diffuse
|ymphadenopathy In homosexual men: Endpoint or Prodrome? Ann, Int, Med,
(In press).

Drew WL, Mills J, Dylewski.J, Casavant H, Ammann A, Brodie H, Merigan T.

CMV infection: |s the cause of abnormal T-lymphocyte subset ratios In
homosexual men. (Submitted for publication).
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SECTION | fcontinued)
SUMMARY OF PROPOSED WORK

. GRANT NUMBER

CA34980 02

KEY PECFESSIONAL PERSONNEL ENGAGED ON PROJECT

NAME POSITION TITLE DEPARTMENT AND CRGANIZATICON

Jay A. Levy Principal Investigator _Dgpartment of Medicine
-ngcgr Research Institute
John Morrow Research Immunologist - Caﬁcér Research Institute

i
i
f
|
b

3

Give a orief summary of pians for the next year of supoort, inciuding the objectives ang specific ams as well as the methodology to be used to achieve

these sims. DO NOT EXCEED THE SPACE PROVIDED.

[
i
]

. be cultured in the presence of IL2 to establish T cell lines, with B cell growth factor
' (when available) to cultivate B cells, and in human sera, to cultivate macrophages. The
. presence of an infectious agent in these cells will be assessed. In particular, over the

next year we shall concentrate on the presence of retroviruses in the T cells of AIDS
patients and the possibility of a new agent in cultured monocytes. Assays for HTLV and

LAV-1 will be conducted.

| For animal studies, mice and hamsters appear to be the most sensitive rodents to in-
~fections which may result from immune deficiency induced by the AIDS agent. We shall

animals.

In all these studies, sera from patients with AIDS, a collection of sera from close
intimate contacts of AIDS patients over at least six months, and normal healthy gay in-
dividuals will be used in an attempt to identify the agent responsible for the disease.
The tests conducted will include immunofluorescence testing, hemagglutination, hemad-
sorption, reverse transcriptase assays and interferon assays, as well as electron micro- |

. Scopy.

for its transformation properties and presence of oncogenic viruses.

ATE ANIMALS INVOLVED TINO EYES if "YES.” danuiy by csmmon names zad ung

..

Finally, we shall continue to establish and characterize cell lines derived from
Kaposi's sarcomas. We ultimately want to develop a tumorigenic line that can be studiad

thus inoculate these animals with purified white cells from patients with AIDS, as well
as the pellets of centrifuged serum samples. The animals will be followed for changes in
immunologic parameters as well as for differences in their cell numbers as measured by
immunofluorescence (FACS) using helper and suppressor T cell antisera. The end point
will be the development of immunologic changes and opportunistic infections in these

| The specific objective of this laboratory is to identify the infectious agent respon—f
| sible for AIDS. Over the next year, we shall continue our efforts to isolate this agent

. using tissue culture and animal experimentation. For tissue culture studies, we shall
employ a selected number of different animal cell lines which are suscentible to a
variety of known viruses. These cells will be cocultivated with white cells and sperm
. from individuals with AIDS. In addition, the white cells of patients with AIDS will
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SECTION 11 f FROM THROUGH _‘ GRANT NUMBER
NEXT BUDGET PERIOU 5-1-84 14-30-85 | UT.CA.34980A 02
Foliow instructions carefully o]
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERICD DOLLAR AMOUNT REQUESTED (Omit cents)
PERSONNEL fApoticant arganization onlyl (See instructions) TIME/EFFORT -‘r;,."'r'—w- Sing
SALARY i TOTALS
NAME _ TiTLE OF POSITION Nl o | BENEFITS
J IEVY., M.D. Principal Investigator ]_0 o
J MORROW RES IMMUNOLOGIST 40 i -
J_LANDES SRA I 100 21,792 6,102
- T SHIMOBUKARO SRA T 25 4,874 1,354
M SZOENYT IAB ASST Iy 4,394 14230
|
SUBTOTALS ——| 39,671 8,686
CONSULTANT COSTS (See instructions)
EQUIPMENT (/temize) \.
COULTER COUNTER $5,000
SUPPLIES (lternize by caregoryl
Tissue culture media and fetal calf serum
Plastic pipettes, sidhes, .filters, freezing vials
Masks, sterile robkes, gloves
Biochemical supplies (TH-thymidine, lectins, scintillation fluids)
Wy, | DOMESTIC
TRAVEL T
== ‘
PATIENT CARE COSTS INPATIERT
QUTPATIENT
ALTERATIONS AND SENCVATIONS (/ternize by categary)
0
CONSORTIUM/CONTRACTUAL CGSTS (See instructions)
0
OTHER EAFENSES (lremize by category ) i
CO., and IN 5 !
An%mal miﬁtenance costs: mice, and guinea pigs; isolation cages, !
special isolation care |
Gowns. caps, masks, shoe covers |
Secretarial costs, publishing cdsts | 34,596
TOTAL DIRECT COST /Enter on Page 1, itam 10]
1 iric .—.P C [ 123'103
Taystres s T Notreoie
% Sawr | fe.g. o j: Undar nezotelic H
| H
% THg~ ! :
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SECTION 1l (continued] i U
E UI CA 34980A 02

NEXT BUDGET PERIOD
E. Suppiemental information regarding ITEMS in the proposed budget for the next period whicn require =x:>laﬂa'lor! or jusufication, (Ses insuuctions)

Equipment

We have requested $5,000. to buy a Coulter Counter to be placed in
our P-2 facility. At this time, we must take the white cells, after
they are separated through Flcoll -Hypaque gradients and. count them in
a Coulter Counter in a lab situated at a distance from the P-2 facility.
This procedure has alarmed some individuals in the other laboratory
and also could present problems in the bio-safety requirements for sep-
aration of eugipment used in AIDS research. We, thus, hope that funding
for this important piece of equipment will be approved.
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SECTION i1l

CURRENT BUDGET PERIOD

FROM
5-1-83

THROUGH
4-30-84

GRANT NUMBER

UL CA 34980A 02

The following pertains to your CURRENT PHS budget. Do not include cost sharing funds. This information in conjunction with that provided on
Page 2 will be used in determining the amount of support for the NEXT budget period.

Lease of Becton-Dickenson Research FACS Analyzer

TRAVEL

Domestic travel to the East coast for an AIDS Conference.

OTHER SUPPORT
M.D.

J. Levy,

State of California
Immune Deficiency Syndrome Diseases'".

ACTUAL ESTIMATED
CURRENT EXPENDITURES | EXPENDITURES AND | TOTAL ESTIMATED UNOBLIGATED
BUDGET THRU (insert date): OBLIGATIONS FOR EXPENDITURES AND BALANCE
A. BUDGET (as approved by REMAINDER OF OBLIGATIONS (Subtract Col. 4 from
awarding unit) CURRENT BUDGET {€ol. 2 plus Cal. 3) cal. 1)
PERIOD ;
(1) (2) (3) (4) (5)
TOT IRECT T
OTALD COSTS 122,968 53,656 69,312 122,968 0
TOTALS =
153,568 65,330 88,238 153,568 0
B. THROUGH F.
See instructions and provide the information required in items B. through F. Use this page and continuation pages as necessary.
PROFESSIONAL PERSONNEL
NAME TITLE CATEGORY 25%  26-50% 51-75%- MORE THAN 75%
J Levy Assc. Prof L
J Morrow min training" 3 5
J Landes SRA T 2 *
T Shimobukaro SRA I 2 %
MSzoenyi Lab Asst 2 x
EQUIPMENT

"A Case-Control Study of Acquired
$81,000

PHS 2590 (Rev. 5/82)

PAGE D7

(Use Continuation Pages as necessary)
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SECTION IV
PROGRESS REPORT SUMMARY CA}%QSO 02
PRINCIPAL INVESTIGATCR QR PRCGRAM DIRECTOR | PERICO COVERED BY THIS REFORT
Jay A. Levy, M.D. | FROM THROUGH
NAME CF QRCGANIZATION .

TITLE (Regeat ttle shown in item 1 on first page}

Isolation of Agent Responsible for AIDS

(SEE INSTRUCTIONS/

1. Inoculation of concentrated white cells and sera from
patients with AIDS into newborn animals from four ‘different
strains of mice, and from guinea pigs, hamsters, and rats. Over
1,000 animals have been inoculated and maintained for up to 1
year. Control animals have received white cells from healthy
donors. Results show a 157 incidence of opportunistic infections
in BALB/c mice and not in ICR, C37 black, or C3H mice. Control
animals had less than 17 infection rate. Hamsters had a somewhat
increased death rate compared to controls. Guinea pigs and rats
showed no infection or mortality after 1 year.

2. Histologic examination of blood smears from the animals
has indicated a reduction in lymphocytes in some of' the mice and
hamsters inoculated with AIDS material, but not in rat or guinea
pigs. Thus, combined with the above mentioned results, we
believe that mice may be a potential animal model for the study
of AIDS.

3. In collaborative studies with Dr. Sy Kalter, Southwest
Texas Foundation, we have inoculated AIDS blood into 4 baboons,
one of which was a newborn. The first three animals inoculated
all showed initially a lymphocytosis, with many atypical
lymphocytes. In two animals, this picture has been maintained.
Their blood contains no antibédies to CMV, EBV, or hepatitis B.
Blood from one of the infected animals was inoculated into a
newborn baboon, and the same pattern of lymphocytosis has been
maintained in this animal after 9 months.

4+ We have inoculated purified white cells from AIDS patients
onto a variety of heterologous cell lines, including mink, dog,
cat, mongoose, gazelle, chicken, human, chimp, rhesus monkey.
They have also been cocultivated with the CEM and MOLT T cell
lines and the U937 human macrophage cell line. 1In a limited
number of studies conducted thus far, we can find no evidence of
an infectious agent by CPE, hemagglutination or hemadsorption
tests. Immunoflourescent studies using sera from a patient with
AIDS has not indicated any presence of an agent in these cell
lines, but these studies are only preliminary.

5. We have cocultivated AIDS white cells with the established
T cell lines and attempted to induce interferon production in
these cells. Thus far, no interferon has been noted in these
cells after a short cocultivation period.




. Levy

6. We have cultured over 50 T cell lines from patients with
AIDS as well as controls and healthy gay donors. These cells
have been studied by FACS for antigen markers after long term
growth in culture. We have achieved 100% success in growing the
cell lines in the presence of IL2. In those studied by FACS, we
find that the helper cells are initially increased in number, but
these then decrease after about 3 weeks. Suppressor T cells can
be maintained in culture for several months. Macrophages and NK
cells disappear after one week. We have maintained AIDS T cell
lines in the - presence of JIL2 for wover 90 .days with :  good
viability. As noted above, there is then a preponderance of
suppressor T cells in culture.

7. In one lymphocyte culture, we have evidence that B cell
remain and are making antibodies to T cells. By double labelling
the presence of T cells carrying immunoglobulins on their surface
have been noted even after three months in culture.

8. In about 5 out of 50 cultures we have detected the
presence of HTLV by reverse transcriptase and immunoflourescent
tests. Antibodies to HTLV have only been found in about 2 out of
20 AIDS patient's serum examined. We have confirmed the ability
of HTLV to induce syncytial formation in XC and mink lung cells.
We are perfecting this assay to use as one of the tests for HTLV.
We have also noted that HTLV does not hemagglutinate goose, 1 day
chick, adult chick, guinea pig, rat, rhesus monkey, human 0, or
sheep erythrocytes.

9. In some cultures, high reverse transcriptase activity has
been noted without evidence of infection with HTLV. We are
presently investigating whether LAV-1 (isolated first by Barre,
et al.) 1is responsible for this RT activity.

10. We have noted that macrophages form AIDS patients adhere
less readily to the cell culture as compared to controls. This
may indicate either a difference in population of macrophages or
an abnormality in their adherance potential.

11. We have noted after long term culture, the presence of
dendritic -like cells growing in cultures of both AIDS patients
and normal controls suggesting that IL2 enhances the growth of
these cell populations. They become evident after long term
culture.

12. We have established over 35 c¢ell lines from Kaposi's
sarcomas (KS) removed from patients with AIDS. These cells have
been grown by selected techniques on plastic, and then analyzed
for endothelial cell characteristics. They have been studied for
prostaglandin and prostacycline production (with Dr. M. Goldyne).
Over 80Z of them produce Factor VIII and have some properties
suggesting malignant potential. Moreover, tour -Keposils <cell

-

lines have been examined by various histochemical tests by Dr.

2%



| T Levy

Jay Beckstead. These results have indicated that several of thenm
have enzyme markers typical of endothelial cells. Nevertheless,
none of these cell lines produced tumors in nude mice, nor have
grown in methylcellulose. We have also attempted to grow the
cell lines in nude mice in the resence of an
angiogenesis-producing tumor (choriocarcinoma?. These results,
however, have also been unsuccessful. Nevertheless, we believe
KS is a hormone-dependent tumor, and thus, the cells may only be
tumorigenic when the proper growth factors are present in the
host.

13. We have analyzed our Kaposi's sarcoma cell lines in
collaboration with Drs. Nelson and MacDougall in Oregon, as well
as individuals at UCSF (Dr. A. Geballe), for the presence of CMV,
EBV and hepatitis B. In & limited number of studies, none of
theze agents have been definitively found in the cell lines, nor
in fresh tumor tissue removed from the patients. Previous work
indicated the presence of CMV, but when Dr. Nelson purified his
probes further, and normal human sequences were eliminated, the
positive results could not be confirmed. These studies continue
to be conducted.

14. We have begun a collaborative work with Professor Keonig
in the Domincan Republic as well as colleagues in Haiti examining
blood from Haitian immigrants and patients for the presence of
antibodies to HTLV, CMV, hepatitis B and EBV. These studies have
indicated that Haitian coming from the provinces do not have the
same high titer of antibodies to these agents as do those in the
cities. These results suggest that AIDS was probably introduced
into Haiti and did not result from the voodoo practices, come
from animals, or from the population living in the provinces.

=+ @b.)_



PUBLICATIONS J LEVY

Marx, ,PA, Maul, DH, Osborn., KG, Lerche., NW, Moody, P, Lowenstine. LJ, *
Henrickson, RV, Arthur., LO, Gravell, M, London WT, Sever JL, Levy JA,
Munn RJ, and Gardner MB. Simian AIDS: Isclation of a Type D
Retrovirus and Disease Transmission. Science. In press.

Levy JA, Ziegler JL, Acquired immunodeficiency Syndrome in an

opportunistic infection and Kaposi's Sarcoma results from secondary
immune stimulation. Lancet 1983;2: 78-81
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VIROLOGY II ' . . .

SECTION | fecontinuea)

SUMMARY OF PROPOSED WORK - ’ i Ho1 cA34980-02

[GRAMTNUMBER

KEY PROFESSIONAL PERSONNEL ENGAGED ON PROJECT

NAME | POSITION TITLE | DEPARTMENT AND ORGANIZATION
W. Lawrence Drew, M.D. Associate Clinical Prof. Medicine, Clinical®

Ph.D. ; Pathology & Laboratory
reiiMedicine, U.C.S5.F. !

John Mills, M.D. Associate Professor - ““TMedicine, U.C.S.F.
Alan Gottlieb, R.HN. {Nurse Practioner, II i IMedicine, U.C.S.F.
Richard Miner, B.A. iResearch Tech, IV Pathology Research
iMt. Zion Hospital
To Be Hired Research Tech. Medicine, U.C.S.F.

Give a 9rie? summary of pians for the next vear af suppors, including the abjectives and specific aims as well as the methodoiogy to be used to achieve
these aims. DO NOT EXCEED THE SPACE PROVIDED,

1. Enroll 60 additional CMV seronegative homosexual men and correlate ac- |
lquisition of CMV with the development of abnormal H:S ratios. f
{2. Collect sequential isolates of CMV from individual, healthy homosexual f
men and analyse them by restriction enzymes to determine if these healthy |
lindividuals are also infected by multiple, different strains of CMV. !
|




VIROLOGY II GRANT RENEWA..I.H. #1 U0l CA34980-01 Subcor.act to Mount Zion Hospital

SECTION i1 FROM THROUGH GRANT NUMBER
NEXT BUDGET PERIOD 5/01/84 4/30/85 1 U0l CA34980-®@12
Follow instructions carefully
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omit cents)
PERSONNEL (Applicant organization only} (See instructions) TIME/EFFORT ;
Hoars oer LA SALARY FRINGE TOTALS
NAME TITLE OF POSITION % vkl & BENEFITS »

W__Lawrence Drew M D _Ph Principal Investigator 20 8 NONE NONE

R. Miner Research Tech, IV 50 20 16.41%; 3.692.

SUBTOTALS ————| 16 .411. 3,692,

CONSULTANT COSTS (See instructions)

N/A

EQUIPMENT (lternize)

N/A

SUPPLIES (lternize by category)

CO0y & liquid Ny 413.

Tissue Culture 25067
Media & Sera 1,654,

Reagents (antisera, chemicals, etc.) 1,654,
Plastic & Glassware 3,396, 9,184,
DOMESTIC
TRAVEL FOREIGN International Congress of Virology 1,600,
PATIENT CARE COSTS RALIEN
QUTPATIENT
ALTERATIONS AND RENOVATIONS (/temize by category)
N/A
CONSORTIUM/CONTRACTUAL COSTS (See instructions)
N/A
OTHER EXPENSES (ltemize by category)
Computer Costs 1,650,
Office Expenses 767.
Statistical & Epidemiological Consultation 2,600.
Indirect Costs 45.3% (16,411.) 7,434, 12.45) .
2, /
TOTAL DIRECT COST (Enter on Page 1, Item 10) 43.338.

" *1f this is a special rate

45.3 « | le.g. off-site) explain
INDIRECT % S&w :
COST 1
{See instructions) :
% TDC* |

:Date of DHHS
| agreement

| 3/23/83

1 O Not requested
10 Under negotiation with:

RitA nrAA I L e

e e
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SECTI 1 feontinued)

GRANT NUMBEﬁ
NEXT BNGET PERIOD ‘91 CA34980-07%

B. Suppiemental information ragarding ITEMS in the proposed budget for the nex: penied wnicn reguire exolanation or justificacon. IEx2 mstrucsions)

SALARY JUSTIFICATION

Increases in salary for the following U.C.S.F. personnel: John Mills, M.D.
Alan Gottlieb, and To Be Hired Tech. Institutional increases of 11% N
for the above U.C.S.F. personnel constitute budgeted salary increases.

Two 50% Research Techs. will replace previously budgeted 100% SRA II, 5,
because the work conducted in this study is divided between two locations.
Typing of viruses is performed at Mount Zion Hospital and Medical Center
as are all serologic studies, requiring one 50% tech (Research tech, IV).
Viral cultures are performed at San Francisco General Hospital requiring
another 50% tech (To Be Hired).

Increase of salary for 50% Research tech, IV at Mount Zion Hospital is

due to higher skill and salary step level.

TRAVEL JUSTIFICATION

Invitation to present lecture on the relationship of cytomegalovirus and
ATIDS and to discuss the results of CMV researchers from Japan and European

countries at the International Congress of Virology in Japan.

Other Category for next budget period has been reduced to appropriately
cover Travel costs.

PHS 2590 (Rev. 5732} ; PAGE 4
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VIROLOGY II

SECTION 1INl
CURRENT BUDGET PERIOD 5701 /83

FROM

THROUGH
4/30/84

GHANT_?\;UMBEH
1 U0l CA 34980-0%

The following pertains to your CURRENT PHS bugger. Do not include cost sharing funds. This information in conjunction with that provided on
Page 2 wiil be usad in determining the amount of support for the NEXT bucaet period.

ACTUAL

| ESTIMATED ADDITIGNAL

E5TIMATED

F.

CUARENT EXPENDITURES EAPENTITURES AND TOTAL ESTIMATED UNOSLIGATED
BUOGET THRY (insers darz): 03uGATICNS FOR | EXPENDITURES AND BALANCE
A, BUDGET fas aoprovad by AEWAINDER OF UBL!GATEGNS, {Subtract Cal, 4 from
awarding unit) 1 2/3 1/8 3 Cdﬂﬂ;g;ggUG:T . {Cﬁf:h)p/us Cal. .J. Cal. 1}
m | {2) (2 {5
TOTAL DIRECT COSTS 89,403, 34,424, 54,979. 89,403. 0.
INDIRECT CCSTS !as praovided) 6,499. ALY S B E 3,617. 6,499, 02
& i

ol e i85 8007 B W6, | 58,596, 95,902. 0.
8. THROUGH F.
See instructions and provide the infarmatian required in items B. through F, Use this nage and continuation pages as necessary.
B. PROFESSIONAL PERSONNEL
NAME TITLE CATEGORY 25% Z6=50% 51-75% more than 75%
W. L. Drew T 1 ¥ =
Jd. Mills Co-Invest. i *
A. Gottlieb Nurse Pract. 2 *
R. Miner Tech IV 2 *
M.=RBlair Tech III 2 X
E. Mocarski Consultant I X
T. Merigan Consultant 1 X
To Be Hired Tech 2 *
K Taylor Secretary 2 X
C. EQUIPMENT N/A
Dis . ' TRAVEL

Invitation to present a lecture on the Relationship of Cytomegalovirus and
AIDS and opportunity to discuss the results of CMV researchers from Japan
and European countries at the International Congress of Virology to be
held in Japan.

E.

EXPLANATION OF COLUMN 5.

OTHER SUPPORT

N/A

See attached pags.

rﬁ-i;:§6



F. OTHER SUPPORT FOR DR. W. LAWRENCE DREW:

A,

State of wCalifornia

Project Title:

Grant Period:

Annual Amount:

Hoffmann LaRoche,Inc.

Pro ject -Title:

Annual Amount:

Hoffmann LaRoche,Inc.

Project»Titles

Annual Amount:

State AIDS Center Grant Series -
University of California

The Role of Cytomegalovirus in the
Etiology of AIDS.

7/01/83 to 10/30/84
$135,000.
Pending - Protocol 2563B

Evaluation of the Tolerance and
Efficacy of Escalating Doses of
Recombinant Leukocyte A Interferon
(Ro 22-8181/001) Therapy of Decrea-
gsing Titer of Virus in the Urine,
Blood or Semen of Patients with
Disseminated Cytomegalovirus Infec-
tions.

Up to $40,000., dependant upon
patient enrollment.

Pending - Protocol 2564B

Safety & Efficacy of Recombinant
Leukocyte A Interferon (Ro 22-
8181/001) in Patients with Acquired
Immunodeficiency and viral Infec-
tions .

Up to $45,000., dependant upon
patient enrollment.

page 37
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. ‘G.ﬂ' NUMBER -

SECTION IV ,
PROGRESS REPORT SUMMARY 1 UOLl CA34980-02
RINCIPAL NVESTIGATOR GOR PRCGARAM DIRECTOR PERIOD COVERED BY THIS REPORT

F
W. Lawrence Drew, M.D., Ph.D. FROM [ THROUGH

NAME OF CRGANIZATION o i

Mount Zion Hospital and Medical Center 5/01/83 %5 i1/31/84 4

TITLE (Repear title shown in item | on first pagel s :

Studies of Acquired Immune Deficiency Syndrome

(SEZ INSTRUCTIONS) ; e sy
We have enrolled 40 CMV seronegative homosexual men in our prospective

study. Ten have seroconverted and have lowered their H:S8 ratios from an

average of 1.6 pre-infection to 0.6 post-infection. Three of the ten have

been followed for more thanoregual to 15 mos. and two continue to have

H:S ratios less than 1.0. CMV infection was asymptomatic in all ten.

To assess the possibility that homosexual men experience infection with

more than one strain of CMV, we have analyzed, by restriction enzymes,

multiple CMV isolates from four separate individuals with AIDS. In

each patient at least two different strains were identified.




® i
PUBLICATIONS

Drew WL, Miner RC, Ziegler JL, Gullett JH, Abrams DI, Conant
MA, Huang ES, Groundwater JR, Volberding P, Mintz L.

Cytomegalov1rus and Kaposi's Sarcoma in Young Homosexual
Men. :Lancet 1982, 25525121

Follansbee SE, Busch DF, Wofsy CB, Coleman DL, Gullet J,
Aurigemma GP, Ross T, Hadley WK, Drew WL. An Outbreak
of Pneumocystis carinii Pneumonia in Homosexual Men.
Ann Int Med 1982, 96:705-713.

Ziegler JL, Drew WL, Miner RC, Mintz L, Rosenbaum E, Gershow J,
Lennette ET, Greenspan J, Shillitoe E, Beckstead J,
Cassavant C, Yamamoto K. Outbreak of Burkitt's-like
Lymphoma in Homosexual Men. Lancet 1982, 2:631-633.

Black SB, Raas M, Mintz L, Shinefield JR, Drew WL. Indirect
Hemagglutination Inhibition: A Direct Method for Detec-
ting Cytomegalovirus Antigen. J Clin Lab Med 1983,
101:450-452.

Drew WL, Mintz L. Cytomegaloviral Infection in Healthy and
Immune Deficient Homosexual Men, in Ma P and Armstrong
D (eds): The Acquired Immune Deficiency Syndrome and
Infections of Homosexual Men. Yorke Medical Books, New
York, New York, April 1963;.117-123,

Mintz L, Drew WL, Sexually Transmitted Viral Infections in Homo-
sexual Men, in de la Maza (ed): Med Clin North Am;
Medical Virology. W. B. Saunders Company, Philadel-
phia, Pennsylvania, September 1983, 67/5:1093-1104.

Mintz L, Drew WL, Miner RC, Braff EH. Cytomegalovirus infec-
tions in homosexual men: an epidemiological study. Ann
Intern Med 1983, 99:326-329.

Drew WL. Sexual Transmission of CMV and Its Relationship to
Kaposi's Sarcoma in Homosexual Men, in Plotkin S (ed):
Pathogenesis and Prevention of Human Cytomegalovirus Infec-
tions TpePress.

Abrams DI, Lewis B, Beckstead J, Cassavant C, Drew WL,
Persistent Diffuse Lymphadenopathy in Homosexual Men:
Endpoint or Prodrome? Accepted for publication in the
Ann Int Med.

Drew WL, Mills J, Dylewski J, C Cassavant, A Ammann, H Brodie, T
Merigan. Is CMV Infection the Cause of Abnormal T
Lymphocyte Subset Ratios in Homosexual Men? Submitted
for publication.

Katznelson S, Drew WL, Mintz L. Efficacy of the Condom as a

Barrier to the Transmission of Cytomegalovirus,
Submitted for Publication.
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. GRANT NUMEER

SECTION | (continued)

SUMMARY OF PROPOSED WORK , UOI CA34980 g2
KEY PROFESSIONAL PERSONNEL ENGAGED ON PROJECT n
NAME POSITION TITLE DEPARTMENT AND ORGANIZATION

VOLBERDING PA PRINCIPAL INVESTIGATOR ‘DEPT OF MEDICINE/SFGH

ZIEGLER J CO-PRINCIPAL INVESTIGATOR - DEPT OF MEDICINE/CRI
ABRAMS, DI CO-INVESTIGATOR _;DEPT OF. MEDICINE/SFGH
LEWIS, BJ CO-INVESTIGATOR DEPT OF MEDICINE/CRI

Give 3 brief summary of nlans for the next year of supcort, including the cbjectives and specific aims as weil as the methodoiaogy to be used to achieve
these aims. DO NOT EXCEED THE SPACE PROVIDED.

In the second year of the NIH Grant we will continue to observe and record
the natural history of patients with lymphadenopathy syndrome as well as

for banking for collaborative research into the pathogenesis and etiology
of this syndrome. The specific objectives for each main patient group
covered in this grant will include therapy of patients with diffuse
lymphadenopathy with recominant alpha interferon and therapy of Kaposi's
sarcoma with recominant gamma interferon and interleukin-2.. Future
chemotherapy trials after the conclusion of enrollment in INCRF-159 protocg
| serial immunologic monitoring.

AIDS associated Kaposi's sarcoma. We also will continue to collect material

51

VERTEBRATE AMIMALS INVOLVED OONO I YES If "YES,” idenufy by common aames and underiine primates,

PHS 2530 (Rev. 5/82) pacz A0



SECTION i FROM THROUGH .
AL BURGE PRI 5-1-84 4-30-85 349802
cilow instructions carefuily
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUCGET PERIOOD
PERSCNNEL (Apoiicant organization only) {See inscructions) TIME/EFFORT o Fol
s Hour r FH.!::‘GE- TOTALS
NAME TiTLE OF POSITION % :‘;M‘j:"’ BENEFITS
P _VOLBERDING Principai lnvestigator 20 12J 360 2’ 802
D_ABRAMS CO-INVESTIGATOR 50 6,152
J_ZEIGLER CO-INVESTIGATOR 20 -
B LEWIS CO-—INVESTIGATCR 20 -
G GEE ADM. NURSE IT 50 4,676
P ROY PR CIK 50 2,353
i !
SUBTOTALS ———n] 65,057 {15,983
CONSULTANT COSTS (See instrucrions}
EQUIPMENT (ftemize)
SUPPLIES (ltemize by category)
MATLING
REPRO/PRINTING
PHCONE
OFFICE SUPPLIES
CLINIC SUPPLIES
o DOMESTIC P VOLBERDING, D ABRAMS, G GEE
TRAVEL =
FOREIGN
PATIENT CARE COSTS INFATIENT
QUTPATIENT
ALTZRATIONS AND RENQOVYATIONS (ltemize oy category!
0
CONSCRTIUM.CONTRACTUAL COSTS (See :nstructions)
| 0
OTHER EXPENSES (/temuze by category) !
PHOTO PRCCESSING I
BOOKS, PERIODICALS 214
& DIRE )ST (Enter age 1, 1tam 10
CTAL DIBECT COST r‘h on Pa Itam 10 84,143
i tn ' :‘_-‘l Sl TEQUEBSLS
‘ SaaTRe g 1T Undar neg an eth
ol B BT ;
; | 26232 s uTngt :
| ;

n
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’ : IG.T NUMBER
SECTIOWH (continued] 7 |

NEXT BUDGET PERIOD i UL CA 34980A 02

B. Supgiemental information regarding I TEMS in the proposed budget for the next pericd wnich require exglanation or justification. (See instructicns)

PERSONNEL

P VOLBERDING 24% increase in salry since 5-1-83 due to promotlonal =
and cost of living increases.

D ABRAMS 50% increase in salary since 5-1-83 due to promotional
reclassification to faculty status and cost of living
adjustment. Paid time reduced to 50% to accomodate
the salary increases.

G GEE 16% increase in salry due to promotional reclassification
and cost of living adjustment.
P ROY 18% increase in salary due to promotional and cost of
living adjustment.
FRINGE BENEFIT RATES EFFECTIVE 1-1-84 EFFECTIVE 7-1-84
ACADEMIC PERSONNEL 26% 22%
STAFF PERSONNEL (CAREER) 30% 27%

EQUIPMENT IBM PC COMPUTER AND MONITOR TO BE USED FOR PATIENT DATA COLLECTION. $3,750

PATTIENT DATA COLLECTION NEEDS HAVE INCREASED TO THREE TIMES OF
ORIGNIAL EXPECTATIONS.

SUPPLIES To accomodate cost of living increases these
TRAVEL sections have been adjusted upwards

OTHER EXPENSES o 1%

CONTRACTUAL

Mt Zion Hospital

Lawrence Drew, M.D.

In an effort to cover overhead costs at

Mt Zion Hospital Dr. Drew's virology section
will be listed as a sub-contract under

Dr. Paul Volberding's therapy section.

Q)
m
=
e

HS:2890 (Rev. brg2}



. FROM THROUGH CRA’\{T NUMEER
SECTION 11l 5_1.83 9081
CURRENT BUDGET PERIOD 30- - CARE980 02

7
The feilowing pertains to your CURRENT PHS budget. Co not include cast sharing funas. This information in conjunction with that provided on
Page 2 wiil be used in detarmining the amount of suoport for the NEXT budget period.

I ACTUAL TIMATE AL | ' ESTIMATED
S cT ESTIMATED ADDITIONAL - S STIMATE
CURRENT EXPENDITURES EXPENTITURES ANOD SR L £ IMATR UNDBLIGATED
BUDGET THAU finsert date): QBLIGATIONS FOR EXPENDITURES AND BALANCE
A. BUDGET (as approved by REMAINIER OF Q8LIGATIONS {Subitract Col. & fram
awarding unit} CURRENT SUDGET {Cal. 2 plus Cal. 3) Cai. 1)
PERICO :
{1 (2) (3 shse {4) (5]
i e
TOTAL DIRECT C - =
Ll 78,500 | 52,139 25,361 78,500
INDIRECT COSTS (as provided) Sl -1 BG 13,944 gl o s 1 B i
r - ! ' ’
TOTALS -
997,635 66,083 33,552 99,635

B. THROUGH F.
See instructions and provide the infarmatiaon required in items 3. through F. Use this pace and continuation pages as necsssary.

B. PROFESSIONAL PERSONNEL

NAME TITLE CATEGORY LESS 25% 26-50% 51-75% MORE 75%
P VOLBERDING ASST PROF MED 1 *
D ABRAMS CLN INSTR MED 1 *
J ZEIGLER PROF MED 1 X
B LEWIS ASSC CLN PROF
MEDICINE | X
G GEE ADM NURSE Bl *
P ROY PRIN CLK A a8 *

C. EQUIPMENT

Toshiba P1350 printer and components to be used with IBM PC Computer
Sils 788,81

D. TRAVEL

P Volberding has used the travel money in the amount of $1,500
to partially defray the cost of attending research meetings
for the presentation of research results.

E. EXPLANATION OF COLUMN 5

None

B “OTHER - SHPPORT

Paul A. Volberding, M.D.

City and County of San Francisco
Dept. of Public Health

"Study of AIDS - OQutpatient Clinic"
7-1-83 to 6-30-84 Grant period
$390,541

S mean (S cm
FriS 2520 (Rev. /8

) PACE4] {Use Continuatic on Pages as necassary)



SECTION IV
PROGRESS REPORT SUMM,;\RY

GQNLT NUMBER

yoI CcA34980 02

PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR

PERIOD COVERED BY THIS REPORT

PAUTI. VOLBERDING, M.D. FROM THROUGH
NAME OF ORGANIZATION
IINTVERSITY OF CALIFORNTIA, SAN FRANCISCO 4-30-84 =

TITLE (Repeat title shown in itemm 1 on first page)

DRINCTPAL TNVESTIGATOR

5-1-831¢

(SEE INSTRUCTIONS)

SEE ATTACHED SHEET

PHS 2590 (Rev. 5/82) PAGESG4 4

(Use Continuation Page as necessary)



. GRESS REPORT
Page Six &

THERAPY OF AIDS

OVERALL OBJECTIVES

The overall objectives of the therapy section of this grant have
not changed. Because of work accomplished in the first grant
year, the focus of Kaposi's sarcoma therapy protocols in this
grant year will be on biologic response modifiers rather than
cytotoxic chemotherapy. Also because of the number of cases of
lymphadenopathy syndromeprogressing to AIDS, therapy trials for
this syndrome will also be conducted.

SUMMARY OF WORK ACCOMPLISHED

A number of original observations have been made from our center
on the naural history of the lymphadenopathy syndrome and of
the natural history and therapy of Kaposi's sarcoma in AIDS.

Lymphadenopathy Syndrome: Over two hundred patients with the
syndrome of diffuse lymphadenopathy have been followed in the
AIDS clinic at UCSF and San Francisco General Hospital. In
contrast to our experience at the time of the original grant
reqgquest, five of these patients have now progressed to AIDS as
defined by the CDC. The careful clinical observations made on
these patients prior to conversion should be important in help-
ing predict the natural history of this extremely common syndrome.
Also because of this conversion to AIDS, therapy trials of recom-—
binant alpha two interferon as discussed in the original grant
application are now being initiated. The serial evaluations of
patients with lymphadenopathy syndrome has also provided access to
specimens including serum and lymph node material. These are
being collected on a regular basis from this cohort of patients
and have proved valuable for collaborative research studies, many
of which were summarized in virology immunology and epidemiology
sections of this progress report.

Kaposi's Sarcoma: In the first year of this grant approximately
100 patients with Kaposi's sarcoma in AIDS have been evaluated in
the Kaposi's sarcoma clinic at UCSF and the AIDS clinic at San
Francisco General Hospital. A staging system devised in retro-
spect from analysis of these patients initial evaluation in clini-
cal outcome is being developed. A preliminary analysis of 81
patients with Kaposi's sarcoma has revealed minimal impact on
survival from the extent of Kaposi's sarcoma but a relatively
greater impact from clinical features which may more directly
reflect the status of immune competance. This has been reported
in abstract form and a more complete analysis of 150 Kaposi's
sarcoma patients is currently being conducted.
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The natural history of Kaposi's sarcoma in AIDS has also been
evaluated by studying those patients who have refuszd therapy
of their tumor. A preliminary analysis of this experience
reveals a broad spectrum of clinical aggressiveness of AIDS
associated Kaposi's sarcoma. While essentially all patients
have shown progression of their tumor, in several well-docu-
mented cases there was at most only minimal progression in
twelve months of follow-up without therapy. This observation
raises important implications for the design of prospective
clinical trials which will be addressed in the next year of this
grant.

Cytotoxic chemotherapy has been studied in the first year of the
continuation of vinblastine therapy for all stages.of Kaposi's
sarcoma which demonstrates a 35% objective response 1in these
patients. Also 25 patients have been entered onto a phase two
trial of ICRF-159. Accrual to this study is being completed
and early clinical results suggest that this drug is not more
active than vinblastine in the treatment of Kaposi's sarcoma.
If confirmed in a more complete analysis these results would
suggest that the biology of AIDS associated Kaposi's sarcoma
is unlike that of African Kaposi's sarcoma where ICRF-159 was
extremely active.

In addition to trials of cytotoxic agents biologic response
modifiers are also being tested in Kaposi's sarcoma associated
with AIDS. Over 60 patients have been entered into trials of
recombinant alpha interferon. As reported in several publica-
tions an objective response rate of approximately 40% was
observed with this agent. Disappointingly, no immune restora-
tion of clinical significance was observed in these trials.
Future trials will continue with this and other biologic
response modifiers including recombinant gamma-interferon and
recombinant interleukin-2.

As was true of the patients with lymphadenopathy syndrome,
patients with Kaposi's sarcoma have also been a valuable source
of specimens for collaborative research studies with other com-
ponents of this grant. Patients with Kaposi's sarcoma are
followed serially and specimens including serum and tumor tissue
are regularly preserved for future studies by the tissue and
serum repository discussed in the first section of the grant.

CBJECTIVES FOR THE NEXT GRANT YEAR

In the second year of the NIH Grant we will continue to observe
and record the natural history of patients with lymphadenopathy
syndrome as well as AIDS associated Kaposi's sarcoma. We also
will continue to collect material for banking for collaborative
research into the pathogenesis and etiology of this syndrome.
The specific objectives for each main patient group covered in
this grant will include therapy of patients withdiffuse lympha-
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PROGRESS REPORT
(conttd)

denopathy with recombinant alpha interferon and therapy of
Kaposi's sarcoma with recombinant gamma interferon and
interleukin-2. Future chemotherapy trials after the conclusion
of enrollment in ICRF-159 protocol will continue to investigate
single agent chemotherapy with serial immunologic monitoring.

HUMAN SUBJECT CONSIDERATION

Lymphadenopathy Syndrome: A protocol for the use of recombinant
alpha interferon for patients with lymphadenopathy syndrome has
been approved by the Human Subject's Committee at UCSF and a
copy of the protocol is attached.

Kaposi's Syndrome: Three protocols are currently being developed
and will be initiated shortly for the treatment of AIDS associated
Kaposi's sarcoma. While discussed in brief in the original
competitive review these protocols are much mo4e complete at

this stage and are included in this section. These include a
controlled study of no therapy compared with alpha interferon

or alpha interferon plus vinblastine for patients with minimal
stage of Kaposi's sarcoma, recombinant gamma-interferon and
recominant interleukin-2. In these protocols, particularly in the
last two, substantial efforts will be made toc monitor the
immunologic effects of these agents as they may prove helpful in
immunerestoration. A detailed analysis of the rational for each
agent is beyond the scope of this progress report but is included
in each of the attached protocols.
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ABSTRACTS
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PaLaA. Volberding, M.D.

Natural killer cell activity in homosexual men with Kaposi's
sarcoma. Seaman, W., Ziegler, J., Volberding, BPiyiConant, M., 5

Official Publication of the American Federation for -Clinical
Research, (in press) 1983.

Susceptibility to Kaposi sarcoma and HLA BW44. wapidﬁbe, B.W.,
Cconant, M., Volberding, P., and Garovoy, M.R. American Federation
for Clinical Research (in press) 1983. ; :

Therapy of Kaposi's sarcoma (KS) in Acquired Immune Deficiency
Syndrome with alpha-2 recombinant interferon. Volberding, P.,
Gottleib, M., Rothman, J., Rudnick, S., Konnent, M., Derezin, M.,
Weinstein, W., Groopman, J. Proceedings:American Society of
Oncodogy Vel . 25 Bgsing3 . T8,

.Single agent or combination chemotherapy of Kaposi's sarcoma in

Acquired Immune Deficiency Syndrcme. Lewis, B., Abrams, D. Ziegler,
J., Conant, M., Gee, G., Silverberg, I., Volberding, P., Proceedings:
American Society of Clinical Oncolegy, Veol. 2, pg. 59, 1983.

Immune thrombccytopenic purpura in homosexual men: Clinical mani-
festitations and treatment results. Abrams, D., Voldberding, P.,
Linker ;" Ci, Kiprov, D., Mosgs "8l Speriing, ., "4and Embury, 5. "Blood,
Vol. 62, No. 5, Supplement i1 pd. 108a; Nov, 19835

Syngenic bone marrow transplantaticn for patients with AIDS and
Kaposi's sarcoma. Mitsuyasu,. R., Volberding, P., Grocpman, dJ.
Champlin, R. Blood, Vel. 62, No. 5, ‘supplement 1, 'pg. 2263,

Recombinant alpha-interferon therapy for Kaposi's sarcoma in Acgquired
Immune Deficiency Syndrome. Volbe Hgw.Pe, Moran, T Rudinck, S«
Rothman, J. Proceedings: Second E an Conference in Clinical
Oncology and Cancer Nursing, pg. 2 oL E9E3 .
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PUBLICATIONS £t PA VOLBERDING
Ziegler JL, Stites DP. Immunopathogenesis of acquired immunodeficiency
syndrome: "host versus host" autoimmunity. JNCI (submitted 2/84)
Ziegler JL, Beckstead JA, Levine AM, et al. Non—HodgKin‘s lymphoma in
homosexual men with lymphadenopathy or AIDS. Clinical features in 90

patients from six insititutions. N England J Med (submitted, 3/84)

Diffuse, undifferentiated non-Hodgkin's lymphoma among homosexual males-
United States. MMWR 1982;31:277-9

Ziegler JL, Drew WL, Miner RC et al. Outbreak of Burkitt's-like
lymphoma in homosexual men. Lancet 1982;2: 631-3

Ziegler JL, Bragg K, Abrams.DI, et al. High-grade non-Hodgkin's
lymphomas in patients with AIDS. Ann NY Acad Sci, in press

Ziegler JL, Templeton AC, Vogel CL. Kaposi's sarcoma: a comparison of
classical endemic, and epidemic forms. Sem. Oncol (in press)
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DEPARTMENT OF H’H AND HUMAN SERVICES pateissuen: OCP 1 () 1964
: PUBLIC HEALTH SERVICE

NOTICE OF GRANT AWARD

GRANT NUMBER: §85-9
5 U0l CA34980-02
TOTAL PROJECT PERIOD:

-
AL

X

‘

L )

ZZ-P}E.OF;;VA:\?-: COOPERATIVE AGREEMENTS F Thitugh
BRAPEDEY: ) pen 2if 49 anr T e Eat el 305D B0 kel T B (1000
AWARDED BY:

NATTONAL CANCER INSTITUTE
Title of Project or Area of Training

STUDIES OF ACQUIRED IMMUNE DEFICIENCY SYNDROME

Grantee Institution Principal Investigator/Program Director/Awardee
UNIV OF CALIF, SAN FRANCISCO VOLBERDING, PAUL A MD
CANCER RESEARCH INST, M-1282 SAN FRANCISCO GENERAL HOSP
SAN FRANCISCO, CA 94143 995 POTRERO AVE/DIV OF ONC #86
SAN FRANCISCO, CALIF 94110
APPROVED BUDGET AWARD COMPUTATION
FOR BUDGET PERIOD 05/01/84Through 04/30/85 1 DIRBCT COSTE < vo s v nsennnmmsnsan $ 460,575
Salaries and Wages . . . .$ 263,620  Xooomouenononesol 2 INDIRECT COSTS. + v v v v v vnenn. . $ *%
Fringe Benefits . . . . . . . 69,934 RBEEREBLBIEK| (Calculatedat____ rate)
Total Personnel COsts . v . v v w v v . $ 303 o 2 AT, s s Bt s = 5 G 65 T s m ks $ 460,575
Constitant Costs .« vw v v 4w w5 5w v o w 4. Less Unobligated Balance From :
EQUIPMENT + « v ottt e e et e 10,000 Prior Budget Period(s) . . ... oo vvvun... $
SUDPIES: & oo o gome s La i s § BE N 5 5% 39,827
Travel-Domestic. . . ... ..o vv i e 5,205
< FOPBIGN: » » o vv v s s momosnnsness 5. AMOUNT OF THIS AWARD ——— > |$ 460,575
Patient Care - Inpatient ... ... N T MRS e
-Outpatient . ... vu e COSTSHARING | (1) Per Instl. agreement dated 07/01/73
Alterations and Renovations . ............ CONTRIBUTION| (2) Per Indiv. agreement, minimum
Contractual or Third Party Costs. . . .. ...... 29,080 [SUPPORT RECOMMENDED FOR REMAINDER OF PROJECT PERIOD*
(011, ) TS S S LIRS L - 42,909 |Budget  Total Direct Costs Stipends
Period (Includes Stipends)
Tralnee SHPONds &« « « v cs sy 4 5uiss e smn s - B TE08T - o 4B 22D
Trainee Tuitionand Fees . . . ............ 04 NONE
Trainee Travel . o v o v v vt v v vnossnnes
TOTAL DIRECT COSTS ——mM8 > |$ 460,575
When PHS Prior Approval is required for rebudgeting, submit
request to Grants Management Official below.  # gE E REMARKS [*Subject to availability of funds and satisfactory progress.

REMARKS:
**INDIRECT COSTS FOR THIS AWARD ARE EXPECTED TO BE § 101,750. ACTUAL INDIRECT

COSTS WILL BE PROVIDED ON A SUMMARY NOTICE.

REFER TO ADDITIONAL TERMS AND CONDITIONS OF AWARD.

#GRANTS MANAGEMENT CONTACT: MS. MARY NIEMIEC mﬂ PHONE: 301 496-7444

THIS AWARD IS FUNDED UNDER HHS SINGLE LETTER OF CREDIT NO. 75-08-1471.
TERMS OF ACCEPTANCE: By acceptance of funds awarded under this grant, the grantee acknowledges that it will comply with terms and conditions
in the following: (1) Legislation cited above; (2) Regulations cited above; ga) Provisions on or attached to this award notice and signed by the
official(s) named below; (4) PHS Grants Administration Manual Chapters in effect on the beginnfn?’ date of the grant Budget Period; (5) PHS Grants
Policy Statement in effect on the beginning date of the grant Budget Period; (6) 45 CFR Part 74. The above order of precedence shall prevail.

FY—Common Accounting Number |CRS/Entity ldentificatioq No. - PHS List No./Object Class Code Document Number
4-8422928 1946036493A6 /41.4H (08)UICA349804A
PROGRAM OFFICIAL FOR THIS GRANT PHS Grants Management Official

JACK GRUBER, PH.D. LEO F. BUSCHER, JR.

DIVISION OF CANCER ETIOLOGY, NCI GRANTS MANAGEMENT OFFICER

301 496-9740 3 NATIONAL CANCER INSTITUTE

s e

HS —153
Eev ies djsiributed to Principal Investigator, Program Director or Awardee, and Business Office.
8%"8%’? NN P 9 9 e



5 UO1 34980-02
TERMS OF AWARD

This award has been negotiated between Mary Niemiec of the National Cancer
Institute and Roberta Wilson on July 17, 1984.

This project has been identified as one involving hazardous or potentially
hazardous agents. Attention is called to the National Institutes of Health
publications, "National Cancer Institute Safety Standards for Research
Involving Oncogenic Viruses," and "NIH Guidelines for the Laboratory Use of
Chemical Carcinogens.” These pamphlets may be obtained from the Division
of Safety, Room 2E43, Building 13, National Institutes of Health, Bethesda,
MD 20205, (301) 496-1357. Procedures used should be representative of
accepted microbiological techniques applicable to the handling of materials
containing hepatitis B virus or other infectious agents which may be
transmitted by ingestion, parenteral innoculation, or exposure of mucous
membranes to infectious droplets. As an additional precaution, it may be
advisable to use a biological safety cabinet. The recommended procedures
and precautions are cited in Centers for Disease Control Morbidity and
Mortality Weekly Report, Vol. 31, No. 43, page 577, November 5, 1982. The
report of Interagency Recommendations on the prevention of Acquired Immune
Deficiency Syndrome (AIDS) is reported in CDC Morbidity and Mortality
Weekly Report, Vol. 32, No. 8, page 101, March 4, 1983.

The indirect costs for Mt. Zion Hospital are awarded as direct costs and
are based on the approved budget using the negotiated indirect cost rate(s)
available at the time of award. Funds awarded for indirect costs may not
be used for any other purpose without the authorization of the National
Cancer Institute.

The amount of indirect costs charged must be based on actual direct cost
expenditures, but is limited to the amount awarded. No additional funds
will be awarded for indirect costs.

Reimbursement to Mt. Zion Hospital shall be made on the basis of approved
certified vouchers, signed by the principal investigator and approved by an
administrative official of the grantee institution.

The third party costs for Mt. Zion Hospital are apportioned as follows:

Personne] $20,103
Supplies 1,543
Total Direct Costs 21,646
Indirect Costs : 7,434

TOTAL COSTS $29,080



Nature of Collaboratfon with NCI Staff: Terms of Award

This section outlfnes the collaboratfon between recipients of these co-

A, operative agréeménts and NC1 program staff,

1. Scientific Resources.

A. The Awardees shall develop research protocols and plans in accord
- with their individual fnterests and strengths as well as the
~minimum requirements included in these terms of award.

B. The NCI Staff will serve as a resource of information on the acti-
: vities of varfous members of the working group and will act to
facilitate collaboration among fnvolved researchers. It is in the

L
-~

context of the Working Group semi-annual meetings that the awardees,

with the assistance of NCI staff, will identify and develop these
collaborative areas.

2. Treatment Studies

by the Associate Director, Cancer Therapy Evaluation Program, NCI, or
his desfgnee. The primary purposes of this review are 1) to assure

that the proposed research s In compliance with al1 FDA requirements
for NCI-funded clinical trea

sponsored investigational drugs.

If a proposed protocol 1s found to be unacceptable for any of the above

. reasons, the specific reasons for lack of approval will be communicated
. .to the investigator within 30 days of protocol receipt by the NCI. NCI
staff will work with the fnvestigators to develop a mutually acceptable

protocol compatible with the research {nterests and needs of the working
group and the NCI.

NCI will establish an appeals process for determining the suitability of

‘treatment protocols it has found unacceptable on fnitial review, and for

which a mutually acceptable protocol cannot be arrived at through discus-

..sfons between the group and NCI staff.  An arbitration panel composed of

+, Jone working group participant, ope NCI nominee, and a third member with

.- clinical trials expertise chosen by the other two members will be formed

.- to review NCI decisfons. This NCI arbitration process in no way affects
. the right of a rect

. Ipfent to subsequently appeal an adverse determination
using the NIH {nforma) appeals system and the formal Department of Health

- and Human Services procedures. If the investigator proceeds with perfor-

‘mance of ‘a protocol disapproved by the arbitratfon panel, the results of

that study will be subject to careful monftoring and targeted for peer
review when the competitive renewal applicatfon 1s under consideration.
In addition, the NCI may withdraw the' portion of funding designated for
a disapproved protocol, 1f the grounds for disapproval are patient safety

and toxicity, or unnecessay duplication.

. NCI approval will be required for all treatment protocols developed follow-
ing award. NCI staff wil] hold regular protocol review meetings chaired

tment research and 2) to identify and prevent
undesirable duplication of efforts. Protocols may be disapproved by NCI
‘on the bas{s of patfent safety and toxicity, obvious duplicatfon, or

- .faflure to meet FDA regulatfons, particularly those concerning NCI-



" UNIVERSITY OF CALIFORNIA, SAN FRANCISCO

BERKELEY + DAVIS * IRVINE * LOS ANGELES * RIVERSIDE * SAN DIEGO * SAN FRANCISCO SANTA BARBARA * SANTA CRUZ

SCHOOL OF MEDICINE SAN FRANCISCO, CALIFORNIA 94143
DEPARTMENT OF MEDICINE :

August 27, 1984

John Klimec

Grants Management Analyst
Contracts and Grants

UCSF

Dear Mr. Klimec:

Enclosed you will find a copy of the Consortium Agreement
between the University of California, San Francisco and
Mt. Zion Hospital for grant UQl CA34980-02 Studies of AIDS.

The original should be sent to on to Mary Niemiec at the

NIH. 1I've enclosed an envelope. According to my information
the letter includes the appropriate information as requested
by the NIH. If there is anything remiss please let me know.

Once again, John, I would like to express my appreciation for
the help that you have given with regards to the Mt. Zion
section of the NIH AIDS grant.

Sincerely,

Beobbe

Roberta Gonzales-Wilson

Admn Analyst

Div of Oncology/AIDS Clinical Outpatient Services
SFGH ;



Gerson Biskind Pathology, earch Laboratory
. Infectious Diseases, Ir‘;nology, Oncology
Mount Zion Hospital and Medical Center

1600 Divisadero Street, San FrancuscoITelephone (415) 567-6600
Mailing Address: Post Office Box 7921, San Francisco, California 94120-7921

August 2, 1984

Mary Niemiec

Grants Management

National Institute of Health
Westwood Building, Room 833
Bethesda, Maryland 20205

Dear Ms. Niemiec:

This letter represents the *Consortium Agreement between the University of
California, San Francisco, Studies of AIDS, Grant UO1 CA34980-02 and Dr, W.
Lawrence Drew of Mount Zicy Hospital and Medical Center, San Francisco.

Dr. Drew, Principal Investigator of the Virology Il Section of grant UO1
CA34980-02 has agreed to perform the following for year two, 5/1/84-4/30/85.

1. Enroll 40 additional CMV seronegative homosexual men and correlate
acquisition of CMV with the development of abnormal H:S ratios.

2, Collect sequential isolates of CMV from individual, healthy homosexual
men and analyse them by restriction enzymes to determine if these healthy
individuals are also infected by multiple, different strains of CMV,

He has furthermore agreed to perform the above for the total second year
award amount of $89,821., an abbreviated Virology |l budget follows:

Personnel - San Francisco General Hospital ( UCSF ) 558,971
Supplies - San Francisco General Hospital ( UCSF ) g 70,

Subtotal $60,741.

*Consortium/Contractual Costs - Mount Zion Hospital

Salary + Fringe for one Research Technologist IV - 50% $20,103.
Supplies $ 1,243,
Indirect Costs 45.3% ($16,411) ' $ 7,434,

Subtotal $29,080.
Sumtotal $89,521.

W, Lawrence Drew, M.D., Ph,D.

Prtn;g&gl Investigator” Virology 11
plPeal 4o /f//éﬁ

Dr. Paul Volberding "William”’H, Gurtner
Principal Investigator, Syudies of AIDS Presndent, Mount Zion Hospital

KT

cc:John Mills, M.D.
Constituent Agency of The Jewish Community Federation of San Francisco, Marin and the Peninsula



Office of the President

Mount Zion Hospital and Medical Center

1600 Divisadero Street, San Francisco/Telephone (415) 567-6600
Mailing Address: Post Office Box 7921, San Francisco, California 94120-7921

March 7, 1985

Ms. Mary Niemiec

Grants Management

National Institutes of Health
Westwood Building, Roam 853
Bethesda, Maryland 20205

Dear Ms. Niemiec:

This letter represents the *Consortium Agreement between the University of
California, San Francisco, Studies of AIDS, Grant U0l CA34980-03 and Dr. W.
Lawrence Drew, of Mount Zion Hospital and Medical Center, San Francisco. Dr.
Drew, Principal Investigator of the Virology II Section of this grant has
agreed to perform the following for year three, 5/1/85 through 4/30/86.

1. Enroll additional CMV seronegative hamosexual men and correlate
acquisition of MV with the development of abnormal H:S ratios.

2. Collect sequential isolates of CMV fram individual healthy
hamosexual men and analyze them by restriction enzymes to
determine if these healthy individuals are also infected by
multiple, different strains of CMV.

He has furthermore agreed to perform the above for the total third year
award amount of $89,873., an abbreviated Virology II budget follows:

Personnel - San Francisco General Hospital (UCSF) $50,010.

*Consortium/Contractual Costs — Mount Zion Hospital

Mt. Zion Salaries + Fringe Benefits $26,336.
Supplies 8 3,721,
Indirect Costs $ 9,806.
SUBTOTAL $39,863.
SUMTOTAL $89,873.

W. Lawrenc® Drew, M.D., Ph.D.

Principal Investigator, Virology II Lofraine M. Petrakis

Contracts and Grants Officer, UCSF
%ﬁ/m /Z

Paul Volberding, M.D. Mr. Willlam ﬁ Gurtner
Principal Investigator, Studies of AIDS President, Mount Zion Hospital

Constituent Agency of The Jewish Community Federation of San Francisco, Peninsula, Marin and Sonoma Counties



To Bobbi Wilson Mount Zion Hospital and Medical Center

Ward 86-San Francisco General Hospital
4

N

From Karen Taylor >4
Pathology Research

Subject:  N.l.H. Grant CA34980-03 DateJanuary 28, 1985

Enclosed is Dr. W. Lawrence Drew's renewal forms.

I have also attached a letter which we mailed to Mary Niemiec,

Grants Management, N.l.H., last year which described the consortium
agreement which would be forthcoming. This year we will again have

to tell N.l.H. that the consortium agreement is forthcoming because

as you will see from the second letter to Ms. Niemiec dated August 2,
1984, we need to get Mr. Gurtner's signature. Before that happens

the 03 renewal must pass through the Mt. Zion review committee and that
generally takes 1 month. So, please inform N.I.H. that this years
consortium agreement is forthcoming and call me if you have questions.

Sorry for the delay, but | believe you will find Dr. Drew's papers
conveniently in order so as not to cause further delay.

Thank you.

Constituent Agency of The Jewish Welfare Federation of San Francisco, Marin and the Peninsula
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2% _CUNIVER{IT OF CALIFORNIA, SAN FRANCISCO

BERKELEY lDA"’g « AVINE » LOS ANGELES * RIVERSIDE * SAN DIEGO - SAN FRANCISCO

SCHOOL OF MEDICINE SAN FRANCISCO, CALIFORNIA 94143
DEPARTMENT OF MEDICINE - T s

July 17, 1984

ary Niemiec ,
Grants Management

National Institute of Health
Westwood Bldg Room 853
Bethesda MD

Dear Ms. Niemiec:

This letter is with regards to the University of Califormnia,
San Francisco Studies of AIDS Grant UOl CA34980-02. The
letter regarding the consortium with Mt. Zion Hospital is
forthcoming. Dr. Lawrence Drew, Principal Investigator of
the Virology II section will forward the agreement letter
on July 27. The agreement will be in accordance with the
Virology II budget as it has been submitted to you, in the
amount of $89,821 with $29,080 contracted to Mt. Zion.

If you have any questions regarding this arrangement, please
feel free to contact me at (415)666-4387.

Sincerely,

Kool

Roberta Gonzales-Wilson
Adm. Asst.
Division of Oncology/SFGH-UCSF

cc: P Volberding M.D.
L Drew M.D.
K Taylor »



£ Gerson Biskind Pathology Research Laberatory [: ek

_ : & S AL _ _Infectious Diseases, Immunology, Oncology ? : Z o
/ Mount Zion Hospital and Medical Center L[\_/ =

16C0 Divisadero Sireet, San Fran'ciécof'relephone‘ (415) E67-£2 ¢
Mailing Address: Post Office Box 7921, San Francisco, California 9412G-79.°

August 2, 1984 i

Mary Niemiec (T /'S5 Tnpeiry 300t d56-3¢Y

Grants Management % _ e o, S D
National Institute of Health ' ‘jQ?:QQV‘ 5ﬁ:E"3-‘ L B T R s
Westwoed Building, Room 853 ni {

Bethesda, Maryland 20205
Dear Ms. Niemiec:

This letter represents the *Consortium Agreement between the University of
California, San Francisco, Studies of AIDS, Grant UO! CA34980-02 and Dr. W.
Lawrence Drew of Mount Zion Hospital and Medical Center, San Francisco,

Dr. Drew, Principal Investigator of the Virclegy ! Section of grant UGt
CA34980-02 has agreed to perform the following for year two, 5/1/84-4/30/85.

1. Enroll 40 additional CMV seronegative homosexual men and correlate
acquisition of CMV with the development of abnormal H:S ratios.

2, Collect sequential isolates of CMV from individual, healthy homosexual
men and analyse them by restriction enzymes to determine if these healthy
individuals are also infected by multiple, different strains of CMV,

He has furthermore agreed to perform the above for the total second year
award amount of $89,821., an abbreviated Virology |1 budget follows:

Personnel - San Francisco General Hospital ( UCSF ) $589.971.
Supplies -  San Francisco General Hospital ( UCSF ) $ 770.

Subtotal $60,7k1.

*Consortium/Contractual Costs - Mount Zion Hospital

Salary + Fringe for one Research Technologist IV - 50% $20,103.
Supplies : S 1,243,
Indirect Costs 45.3% ($16,411) - : $ 7.434.

7D : Subtoral 329 080.
: Sumtotal 3$89,521.
Siié;y, &)
(Lo Mo D

W, Lawrence Drew, M.D., Ph,D.

Principal Invespigat0f5'Virdlogy I | -
ﬁ Uplbecl . %%ﬁ

Dr. Paul Volberding Mr."William”’H, Gurtner
Principal Investigator, Syudies of AIDS President, Mount Zion Hospital

KT

cc:John Mills, M,D.

Constituent Agency of The Jewish Community Federation of San Francisco, Marin and the Peninsuiz
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AGREEMENT BETWEEN Poi. - Vobbendng, I2ul
THE REGENTS OF THE UNIVERSITY OF CALIFORNIA
AND

MOUNT ZION HOSPITAL AND MEDICAL CENTER
Prime Grant No. 5 U0l CA34980-02
AGREEMENT NUMBER 1081SC

This Agreement between The Regents of the University of
California (hereinafter called the University), and Mount
Zion Hospital and Medical Center (hereinafter called the
Collaborating Institution).

WHEREAS, the University has received grant number CA34980
with the Department of Health and Human Services, National
Cancer Institute (hereinafter referred to as the prime grant),
and,

WHEREAS, the parties hereto desire to enter into an Agree-
ment calling for collaboration on the project "Studies of
Acquired Immune Deficiency Syndrome" as detailed in the revised
application submitted to the National Institutes of Health on
July 30, 1984,

IN WITNESS WHEREOF, the parties hereto have executed this
agreement on the month, day and year specified below:

THE REGENTS OF THE UNIVERSITY MOUNT ZION HOSPITAL AND
OF CALIFORNIA MEDICAL CENTER

BY (32£Z;QV¢4(1,72y7/£g%a14§5 By_£22££;f::q/4%5iﬁé;;22§

Lorraine M. Petrakis
Contracts & Grants Officer

DATE ;0//7/..477% DATE___October 8, 1984
7 g 7




" ARTICLE I - SCOPE OF WORK
The Collaborating Institution will:

1) Enroll 40 additional CMV seronegative homosexual men and
correlate acquisition of CMV with the development of
abnormal H:S ratios.

2) Collect sequential isolates of CMV from individual,
healthy homosexual men and analyse them by restriction
enzymes to determine if these healthy individuals are
also infected by multiple, different strains of CMV.

ARTICLE II - PERIOD OF PERFORMANCE

: This Agreement shall become effective May 1, 1984 and
terminate April 30, 1985 unless extension is agreed upon in
writing by both parties. The Collaborating Institution shall
submit a continuation application to the University in the form
and time designated by the University if renewal is intended
beyond the above referenced termination date.

ARTICLE III - COMPENSATION

The total amount available to the Collaborating Institution
for the period reflected in ARTICLE II and itemized in Exhibit A
is $29,080. This amount shall not be exceeded without written
authorization of the University.

- N E

W. Lawrence Drew, M.D., Ph.D. has been designated by the
Collaborating Institution as the Principal Investigator who shall
be responsible for the scientific conduct of the project covered
by this Agreement. In the event a change in principal
investigator is necessary the University must be notified
immediately and shall have the right to approve any successor.

ARTICLE V - PROJECT DIRECTOR

Paul A. Volberding, M.D. is the project director designated
for the University. Any significant changes in the performance
of this agreement as outlined in the Collaborating Institution's
proposal and/or budget incorporated herein, require authorization
by the Project Director.

ARTICLE VI - PUBLICATION

Publication of project results shall be in conformance with
NIH policies (DHHS Publication No. (OASH) 82-50,000) and shall
acknowledge support from NIH Grant No. CA34980 awarded to the
University from the National Insitutes of Health. Four reprints



“ment.

of publications resulting from work performed in whole or part
under this Agreement shall be submitted to the University's
Project Director. Three copies will be transmitted to NIH to
fulfill their requirement.

B - METH E NAN EPOR! E EME

The Collaborating Institution will be provided with quarter-
ly payments, upon receipt from the Collaborating Institution, in
triplicate, a statement of the current quarter's expenditures (in
the following detail: salaries & wages, consultants, equipment,
supplies, travel, patient costs, other direct costs and indirect
costs). The itemized statement should be sent to the attention
ot:

Mr. Lawrence Johns

Accounting Officer

322 C.E.D.

University of California, San Francisco
San Francisco, California 94143

All costs incurred under this Agreement must be based on
actual costs. Substantiating documents, e.g., travel receipts,
invoices, etc., shall be retained and the Collaborating Institu-
tion is expected to keep an accurate accounting of all costs
incurred in the performance of this Agreement.

All costs incurred under this Agreement will be subject to
audit by the University's cognizant Federal Audit Agency. The
Collaborating Institution shall provide the cognizant government
auditors and/or University financial representatives access to
records where necessary to support costs relating to this Agree-

The final invoice shall be submitted in a timely manner so
payment can be made; such payment to be included in the final
report of expenditures due at the awarding agency ninety days
after the close of the budget period set forth in Article II. If
this information cannot be submitted to the University within
this time, the Collaborating Institution will notify the Univer-
sity immediately, indicating the reason for the delay; otherwise
funds may not be available due to close out of the grant.

= E E

Unless otherwise expressly provided elsewhere in this Agree-
ment or in any amendment thereto, the costs of the following
items or activities shall be unallowable as direct costs under
this Agreement:

1) Purchése or lease of any item of general purpose office
furniture or equipment.



2) Alteration or renovation of the Collaborating
Institution's facilities. If funds are provided else-
where for this purpose, the award amount may not be
increased without prior University approval.

3) Foreign travel, herein defined as travel outside the
United States, its Territories and Possessions, and
Canada, shall not be performed and the costs thereof
shall not be allowable without the prior written approval
of the University and the National Institutes of Health.

TICLE —_REB

Public Health Service policy is hereby incorporated and made
a part of this Agreement. The Collaborating Institution must
implement the guidelines of this policy prior to any direct cost
rebudgeting under this Agreement. However, any restrictions on
rebudgeting listed elsewhere in this Agreement shall take prece-
dence over the Public Health Service policy, provided the minimum
requirements of the PHS Grants Policy Statement have been met.
All requests for rebudgeting must be directed to the University's
designated administrator for consideration.

RT = T TAB

The Collaborating Institution shall utilize sound purchasing
and inventory procedures and maintain adequate records to account
for the purchase, inventory and disposition of equipment acquired
under this Agreement., Title to equipment shall reside with the
University during the period of performance of this Agreement.
Final disposition will be determined by the University upon
conclusion of the project.

E = E E EME

Interim progress reports are required if renewal is intended
beyond the termination date (Article II) and shall be submitted
at the time of continuation application (Article II).

Terminal progress reports must be submitted to the Univer-
sity within 90 days after the end of the Agreement. The report
should include a summary statement of progress toward the
achievement of the originally stated aims, a 1list of the results,
positive or negative, considered significant by the investigator,
and a list of publications resulting from the project with plans
(if any) for further publication. All progress reports shall be
submitted to the University's Project Director. :

The Collaborating Institution is accountable to the Univer-
sity for any grant-related income generated by activities




performed under this Agreement. Disposition of such income will
be made by the University by one of the following options:
l) Treated as an offset to expenditures incurred
2) Treated as partial payment to the succeeding Agreement,
if any
3) Returned to the University

The Collaborating Institution shall maintain adequate finan-
cial records of the receipts and disposition of grant-related
income. Such income may not be used to fulfill the cost sharing
requirements of this Agreement, if applicable.

ARTICLE XIII - GENERAL CONDITIONS

DHHS Publication No. (OASH) 82-50,000 "Public Health Service
Grants Policy Statement"™ is incorporated herein and made a part
of this Agreement; however, the Agreement shall take precedence
over this publication.

ARTICLE XIV — PATENTS AND INVENTIONS

Patent Rights for the Collaborating Institution shall be in
agreement with P.L. 96-517, Patent Rights, (Small Business Firms
and Nonprofit Organizations) as implemented by OMB Circular A-
124,

R E -_TE

This Agreement may be cancelled prior to the termination
date by either the Collaborating Institution or the University
upon written notice 60 days before the proposed early termination

date.

In the event of cancellation of this Agreement prior to the
termination date, the Collaborating Institution agrees to deliver
such information and items which, if the Agreement had been

~completed, would have been required to be furnished to the Uni-
versity, including partially completed plans, drawings, data,
documents, surveys, maps, reports and models.

E X

- The Collaboratlng Institution shall comply w1th applicable
portions of the Animal Welfare Act (PJL 89—544 as amended) and
to follow the guidelines prescribed in DHEW Publication No. 78-
23, revised 1978, formerly PHS Publication No. 1024, Guide for
mcmmusggtwmu




A. The Collaborating Institution shall submit to the Uni-
versity an assurance, reviewed and approved by an appropriate
institutional committee, that the rights and welfare of any human
subjects involved in this project are adequately protected in
accordance with the Federal Register dated 1/26/81: Vol. 46, No.
16:8386-8391.

B. In the event this Agreement is extended by mutual con-
sent beyond the current period of performance, the Collaborating
Institution shall submit to the University a certification that
the continuation application will be reviewed in accordance with
"A" above. "

TICL \' - R T B
The Collaborating Institution must comply with Title VI of
the Civil Rights Act of 1964 and Executive Order 11246 and have

on file with the DHEW an Assurance of Compliance with the Civil
Rights Act of 1964 (Form HEW 441).




ol SECTION I FROM THROUGLR |OnANE NUMoEn

»

NEXT BUDGET PERIOD

Follow instructions carefully

-

" ¥

5-01-84 | 04-30-85 [ #1081sc  ©

Exhibit A

A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERICD

DOLLAR AMCUNT REQUESTED (Omit censs)

PERSONNEL [Appiicant oraanization only) [See instructions) TIME/EFFORT
inroas | SHUARY ERINGE TOTALS
NAME | TITLE CF POSITION % P BENEFITS
Week
¥.Lawrence Drew,M.D.Ph.D.  frincioal Investigator 20 8 0 -i-- 0
R. Miner Research Tech 50 20 16,411 3,692

SUBTOTALS ——| 16,411 2,692

CONSULTANT COSTS (See instructions)
N/A

EQUIPMENT (frernize)

N/A

SUPPLIES (ltemize by caregory)

PLASTIC & GLASSWARE S
CO2 & LIQUID N2 NORET o e

MEDIA & SERA
REAGENTS (ANTISERA,CHEMICALS, .ETC.)

1,543
y DOMESTIC
TRAVEL FOREIGN
PATIENT CARE COSTS MNPATIENT =
OUTPATIENT
ALTERATIONS AND RENOVATIONS (lremize by category)

N/A

CONSORTIUM/CONTRACTUAL COSTS (See instruc;ior!_ﬂ s

N/A e

OTHER £XPENSES (I/temize by category)

Indirect costs 45.3% (16,411)

TOTAL DIRECT COST (Enter on Page 1, item 10)

4 *Mf this is 2 special rate _ 1()__;!: of DHHS
y .y 2greement .-

5. off-site] explain

 INDIRECT
COST

(See instructions)

PHS 2520 (Rev. 5/82)

L
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(C : DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

National Institutes of Health
National Cancer Institute
Bethesda, Maryland 20205

&
Hayiza

October 9, 1984

Our Reference: 5 UO1 CA 34980-02

Ms. Roberta Gonzales-Wilson
Administrative Assistant
Division of Oncology

San Francisco General Hospital
University of California

San Francisco, California 94143

Dear Ms. Gonzales-Wilson:

Please forward an updated "Protection of Human Subjects" form (HHS 596) to
indicate that Dr. Volberding has received IRB full board approval on all
his projects involving human subjects for the current grant budget period.

This request is a follow-up to our previous conversations regarding this

NIH annual requirement.
ak cerelyg::%z? !
Z/%’ J Ue yoeceC

Mary V. Zemiec
Grants Management Specialist

National Cancer Institute
(301) 496-7444




» UCSF QOMMITTZE ON HUPMAN RESZARCH
T GENERAL APEPRCVAL APPLICATICON FCRM

2 /
Principal Paul Volberding, M.D. Univ Asst. Professor of Med CRI/Dept. Med
InvestizatorJohn Ziegler, M.D. TitleProfessor of Medpept CRI/Dept. Med
M3iliny San Francisco General Hospital Div of Oncsubmissicn
.Address 995 Potrero Ave. WardrBfe (415)666-4387 opate May 1, 1984
Grart San Francisco CA 94110
Title STUDIES OF AIDS

Aprlication to the CHR is  New X Renewal of Approval # 240890-01
Application to the agency is New X penewal of Grant # UOl CA34980-01
Funding year MAy 1 '84 ¢, May 1 '85 Agency NIH

Short summary of subject area of grant: Program prcject
For the second year of this grant we propose the X Research gramt
following projects: (1) continue epidemiologic surveil- Training
lance studies of the sexual contacts of AIDS patients Develcpment
seen at the KS clinic, compare clinical features of KS BRSG

in AIDS patients to the classical form, and provide ?

tissue and serum specimens to the central tissue bank

facility: (2) continue to collect incidence data for population-based analysi
of morbidity and mortality, conduct pilot study of AIDS in intravenous drug
abusers, and contrive surveillance of non-Hodgkin's lymphoma in homosexual me:
(3) immunologic and functional assayc cZ T cell sudscts and monocytes in pre-
AIDS and AIDS r=tients to define immunchathogenesis, follow immune paraneters
in patiecnts rec: 1v1ng interforon and IL2 therz y: (4) continue studies of
viral etiology of AIDS by inoculccing AIDS tissues into 3alb-G and CH3 mice
and newborn hamsters, baboons and chimpanzees: (5) continue surveillance

of CMV sero-negative homosexual men and conduct extensive immunologic studies
when sero-conversion occurs, continue CMV analysis of homosexual men to
determine strain variations and natural history of KS and lymphadenopathy
syndrome, initiate treatment protocols using ICRF-159, gamma interferon, and
interleukin-2, study natural history and treatment of non-Hodgkin's lymphoma
in homosexual men.

List of ALL projects discussed in grant appllcatlon. CHR ~ ~ CHR T, 7
Project Project Approval Expir
Investigator Title Number Date

SEL ATTACHED PAGE

--—--—--—--—'———_——_..._—._—____._........—_—.......__._____-

This applization is going to receive a general approval which will allow institutional
approval of the human subjects aspects of the above grant applicatiorn. I understand that
this approval will not allow me to recruit or irvolve humans as subjects. I agree not to
initiate anu work with human subjects until I have received appropriate specific approval
from tle Cocmmittee on Human Research.

2 /eoky U et

Date 1gmture of Puli

Comments:



UCs& CQOMMITTEE ON “:’UZL."-L‘J' RESEARCH

i
5 GEZNERAL APPRECUVAL APPLICATION FCORM

.l  Paul Volberding, M.D. Univ Asst. Professor of Med CRI/Dept. Med
InvestizatorJohn Ziegler, M.D. TizleProfessor of Medrept CRI/Dept. Med
in7 San Francisco General Hospital Div of OncSubmission

s 995 Potrero Ave. WardsB&- (415)666-4387 pzte May 1, 1984
San Francisco CA 94110
STUDIES OF AIDS

Aprlication to the CHR Is New X  Renewal of Arproval # 240890-01
Application to the agency is New X  bpenewal of Grant # UOl CA34980-01
Funding vezr May 1 '84 5 May 1 '85 Agency NIH

Short summary of subject area of grant: Program prcject
For the second year of this grant we propose the X Research gramt
following projects: (1) continue epidemiologic surveil- Training
lance studies of the sexual contacts of AIDS patients Develcoment
seen at the KS clinic, compare clinical features of KS BRSG

in AIDS patients to the classical form, and provide ?

tissue and serum specimens to the central tissue bank

facility: (2) continue to collect incidence data for population-based analysi
of morbidity and mortality, conduct pilot study of AIDS in intravenous drug
abusers, and contrive surveillance of non-Hodgkin's lymphoma in homosexual me:
(3) immunologic and functional aszsajyc G- T cell subnscts and monocytes in pre-
AIDS and AIDE r=tients to define immunc)athogenesis, follow immune parameters
in patients rec.iving interfzron and IL2 therz y: (4) continue studies of
viral etiology of AIDS by inoculcting AIDS tissues ianto Salb-G and Cli3 mice
and newborn hamsters, baboons and chimpanzees: (5) continue surveillance

of CMV sero-negative homosexual men and conduct extensive immunologic studies
when sero-conversion occurs, continue CMV analysis of homosexual men to
determine strain variations and natural history of KS and lymphadenopathy
syndrome, initiate treatment protocols using ICRF-159, gamma interferon, and
interleukin-2, study natural history and treatment of non-Hodgkin's lymphoma

in homosexual men.

Tist of ALL projects dIscussed in grant application.” ~ CHR CHR
Project Project Approval Expir
Investigator Title Number Date

SEC ATTACHED PAGE

This

applization 15 goimy to receive a gencral approval which will allow Institutional
ap‘:‘)mv&_’ of the human subjects aspects of the above grant applicatiorn. I understard that
this aprrovil will not allow me to recruit or involve humans as subjects. I agree not to

Initiare any work with human subjects until I have received appropriate specific approval
from tle Committee on Humin Rescarch.

Date Signature of P.I.
Comments:



PROTOCOL FOR THE CLINICAL STUDY OF AIDS AT UCSF

INTRODUCTION

The Acquired Immune Deficiency Syndrome or AIDS is a serious new disease
in whicn tne cellular immune system regulation appears to be altered increas-
ing dramatically the rate of malignancies, including Kaposi's sarcoma and
non-tHodgkin's lympnoma and a variety of severe life threatening opportunistic
infections, especially pneumocystis carinii pneumonia.

Because of tne serious nature of tnis illness and the rapid spread of the
epidemic, and because of the probability that the study of AIDS will result in
advancement in our knowledge of the relationship between the immune system and
cancers, extensive researcn projects are underway. Numerous investigators at
UCSF, other UC campuses, and other medical centers across the country are
interested in studying thne epidemiology, eticlogy and immunclogy of this
disease.

Because San Francisco represents a major focus of this epidemic and
because of the coordination of AIDS activities at UCSF, numerous requests are
received to provide patient material for these studies. To coordinate the
collection and distribution of these specimens a Tissue Committee of the UCSF
ALDS Working Group has been established. The chair of this committee is Dr.
Paul Volberding.

in addition, a tissue and serum bank has been organized under the
direction of Dr. Jonn Greenspan to coordinate the optimum storage and process-
ing of these specimens with appropriate bionazard precautions. 7To minimize
the inconvenience of multiple studies to patients with AIDS and to prevent
confusion among collaborating investigators, this protocol is intended to
serve as a method for the centralization of this collection process. This
protocol is not intended to give permission for any therapy studies. Addi-
tionally, any invasive tests that are not specifically outlined in this
proposal will nave separate protocols and consents approved through the Human

Research Committee.



PRUTUCOL

At the time of initial evaluation patients with AIDS or AIDS related
conditions as defined by tne CDC, will be asked to participate in an ongoing
research effort. This will consist of collection of approximately 45ce's of
blood on the first cliniec visit and if the person has Kaposi's sarcoma will
also include a biopsy of a Kaposi's lesion and adjacent normal skin. These
specimens will be preserved by the Tissue and Serum Bank with code numbers to
preserve patient confidentiality. In addition, at the initial clinic visit
baseline, chest x-ray and pulmonary function tests will be obtained. Any
other studies indicated for the patient's clinical condition will also De
collected.

Patients will be followed as clinically indicated for their illness and
will nave additional blood collected for preservation in the Tissue Bank every
3 to b months. At no time will the amount of blood collected for this purpose
exceed 30cc's. In addition, 10 follow-up patients will receive serial
pulmonary function testing every 4 months. Subsequent biopsies of tumors may
be performed, but only if clinically indicated, to assess response to tnerapy.

Any other invasive testing that is not of routine clinical utility will

require a separate consent from each patient.

CONF LDENTIALITY _

Because of tne nature of AIDS and the risk groups involved in the
epidemic, confidentiality concerns have been raised by a number of groups. To
insure confidentiality of specimens collected on this protocol, no specimen
will be identified by the patient's name. Code numbers will be used for this
purpose as provided by the City Healtn Department AIDS Kegistry. This system
of coding has been in place for the past several months and has been deemed

acceptable by the Centers for Disease Control.



SUMMARY OF AIDS CLINICAL RESEARCA PROTOCOL

A DIAGNOSIS ON FIRST VISIT

AMOUNT
BLOOD:
STUDIES AS INDICATED CLINICALLY

(CBC, CHEM PANELS ETC) approx 20cc
BLOOD (SERUM) FOR PRESERVATION IN

SPECIMEN BANK approx 20cc

BIOPSY:
SKIN BIOPSY FOR DIAGNOSIS OF SUSPICIOUS LESION - 4mm punch
SKIN BIOPSY OF LESION FOR PRESERVATION/

RESEARCH - 4mm punch
8LuPSY JF NORMAL SKIN FOR PRESERVATION/RESEARCH - 4mm punch
BIopPSY OF LYMPHd NODE FOR DIAGNOSIS AS CLINICALLY

INDICATED
PORTIUON OF NUDE TO BE PRESERVED FOR RESEARCH

(NO BIOPSY OF NODE FOR RESEARCH ONLY)

PULMONARY FUNCTION TESTING: BASELINE TESTING
TESTING IN FOLLOW-UP PERIOD
AMOUNT FREQUENCY
BLJOD:
BLOOD (SERUM) FOR PRESERVING/RESEARCH 20 e 3-6 months
BIOPSY :
KS LESIONS BIOPSIED FOR CLINICAL clinically as
INDICATIONS: - 4 mm punch indicated
LYMpPH Nove BIOPSIED FOR CLINICAL portion of
INDICATIONS: biopsy as indicated

PULMONARY FUNCTION TESTS:

4 months



HQLTH & HUMAN SERVICES . Public Health Service

National Institutes of Health
Nationai Cancer Institute
Bethesda, Maryland 20205

October 9, 1984

Our Reference: 5 UO1 CA 34980-02

Ms. Roberta Gonzales-Wilson
Administrative Assistant
Division of Oncology

San Francisco General Hospital
University of California

San Francisco, California 94143

Dear Ms. Gonzales-Wilson:

Please forward an updated "Protection of Human Subjects" form (HHS 596) to
indicate that Dr. Volberding has received IRB full board approval on all
his projects involving human subjects for the current grant budget period.

This request is a follow-up to our previous conversations regarding this

NIH annual requirement.
5% cere]y;;%z2 .
'224165 220t

Mary V. Niemiec

Grants Management Specialist
National Cancer Institute
(301) 496-7444



B UCSF  (OMMITTEE ON | ZL“ RESEARCH
. '3":“*‘3 APPROVAL APPLICATION FORM

Principal Paul Volberding, M.D. Univ Asst. Professor of Med CRI/Dept. Med
InvastizatorJohn Ziegler, M.D. TitleProfessor of Medpept CRI/Dept. Med
#3ilingy San Francisco General Hospital Div of OncSubmis:
Address 995 Potrero Ave. WardrB&e (415)666-4387 pat= May 1, 1984
Grart  San Francisco CA 94110
Title STUDIES OF AIDS

Application to the CHR is New X Rerewal of Approval # 240890-01
Application to the agency is New X  renewal of Grant # U0l CA34980-01
Fundingy year May 1 '84 ¢, May 1 '85 Agency NIH

Short summary of subject area of grant: Program project
For the second year of this grant we propose the X Research grant
following projects: (1) continue epidemiologic surveil- Training
lance studies of the sexual contacts of AIDS patients Development
seen at the KS clinic, compare clinical features of KS BRSG

in AIDS patients to the classical form, and provide ?

tissue and serum specimens to the central tissue bank
facility: (2) continue to collect incidence data for population-based analysis
of morbidity and mortality, conduct pilot study of AIDS in intravenous drug
abusers, and contrive surveillance of non-Hodgkin's lymphoma in homosexual men:
(3) immunologic and functional assays oI T cell sudscts and monocytes in pre-
AIDS and AIDS r=tients to define immuncathogenesis, follow immune paraneters
in patients rec:iving imterforon and IL2 thera yv: (4) continue studies of

viral etiology of AIDS by inoculc:lng AIDS tissues into 3al%-G and Cii3 mice

and newborn hamsters, baboons and chimpanzees: (5]} continue surveillance

of CMV sero-negative homosexual men and conduct extensive immunologic studies
when sero-conversion occurs, continue CMV analysis of homosexual men to
determine strain variations and natural history of KS and lymphadenopathy
syndrome, initiate treatment protocols using ICRF-159, gamma interferon, and
interleukin-2, study natural history and treatment of non-Hodgkin's lymphoma
in homosexual men.

List of ALL projects discussed in grant application. ~ CHR ~ =~ = = CHR -
Project Project Approval Expir
Investigator Title Number Date

SEL ATTACIED PAGE
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11s applic tlon 1s going to receive a general approval which will allow institutional
pproval of the human subjects usgzcts of the above grant application. nderstard that
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PROTOCOL FOR THE CLINICAL STUDY OF AIDS AT UCSF

INTRODUCTLON

The Acquired Immune Deficiency Syndrome or AIDS is a serious new disease
in which the cellular immune system regulation appears to be altered increas-
ing dramatically the rate of malignancies, including Kaposi's sarcoma and
non-tHiodgkin's lymphoma and a variety of severe life threatening opportunistic
infections, especially pneumocystis carinii pneumonia.

Because of the serious nature of tnis illness and the rapid spread of the
epidemic, and because of the probability that the study of AIDS will result in
advancement in our knowledge of the relationship between the immune system and
cancers, extensive research projects are underway. Numerous investigators at
UCSF, other UC campuses, and other medical centers across the country are
interested in studying the epidemiology, etiology and immunology of this
disease.

Because San Francisco represents a major focus of this epidemic and
because of the coordination of AIDS activities at UCSF, numerous requests are
received to provide patient material for these studies. To coordinate the
collection and distribution of these specimens a Tissue Committee of the UCSF
ALDS Working Group has been established. The chair of this committee is Dr.
Paul Volberding.

in addition, a tissue and serum bank has been organized under tne
direction of Dr. Jonn Greenspan to coordinate the optimum storage and process-
ing of these specimens with appropriate biohazard precautions. To minimize
the inconvenience of multiple studies to patients with AIDS and to prevent
confusion among collaborating investigators, tnis protocol is intended to
serve as a method for the centralization of this collection process. This
protocol is not intended to give permission for any therapy studies. Addi-
tionally, any invasive tests that are not specifically outlined in this
proposal will nave separate protocols and consents approved through the Human

Research Committee.



PROTUCOL

At the time of initial evaluation patients with AIDS or AIDS related
conditions as defined by the CDC, will be asked to participate in an ongoing
research effort. This will consist of collection of approximately 45ce's of
blood on the first clinic visit and if the person has Kaposi's sarcoma will
also include a biopsy of a Kaposi's lesion and adjacent normal skin. These
specimens will be preserved by the Tissue and Serum Bank with code numbers to
preserve patient confidentiality. In addition, at the initial clinic visit
baseline, chest x-ray and pulmonary function tests will be obtained. Any
other studies indicated for the patient's clinical condition will also be
collected.

Patients will be followed as clinically indicated for their illness and
will have additional blood collected for preservation in the Tissue Bank every
3 to © months. At no time will the amount of blood collected for this purpose
exceed 30ce's. LIn addition, 10 follow-up patients will receive serial
pulmonary function testing every 4 months. Subsequent biopsies of tumors may
be performed, but only if clinically indicated, to assess response Lo thnerapy.

Any otner invasive testing that is not of routine clinical utility will

require a separate consent from each patient.

CONFLDENTIALITY

Because of tne nature of AIDS and the risk groups involved in the
epidemic, confidentiality concerns have been raised by a number of groups. To
insure confidentiality of specimens collected on this protocol, no specimen
will be identified by the patient's name. Code numbers will be used for this
purpose as provided by the City Healtn Department AIDS Registry. This system
of coding has been in place for the past several months and has been deemed
acceptable by the Centers for Disease Control.



SUMMARY OF AIDS CLINICAL RESEARCH PROTOCOUL

A DIAGNOSIS ON FIRST VISIT

AMOUNT
BLOOD:
STUDIES AS INDICATED CLINICALLY

(CBC, CHEM PANELS ETC) approx 20cc
BLOOD (SERUM) FOR PRESERVATION IN

SPECIMEN BANK approx 20cc

BIOPSY:
SKIN BIOPSY FOR DIAGNOSIS OF SUSPICIOUS LESION - 4mm punch
SKIN BIOPSY OF LESION FOR PRESERVATION/

RESEARCH - 4mm punch
BIUP3Y OF NORMAL SKIN FOR PRESERVAILION/RESEARCH - 4mm punch
BIOPSY OF LYMPHd NODE FOR DIAGNOSIS AS CLINICALLY

INDICATED
PORTIUN OF NUDE TO BE PRESERVED FOR RESEARCH

(NO BIOPsSY OF NODE FOR RESEARCH ONLY)

PULMONARY FUNCTION TESTING: BASELINE TESTING
TESTING IN FOLLOW-UP PERIOD
BLO0D:
BLOOD (SERUM) FOR PRESERVING/RESEARCH 20 cc 3-b6 months
BIOPSY:
Ks LESIONS BIOPSIED FOrR CLINICAL clinically as
INDICATIONS: - 4 mm punch indicated
LYMPH Nobve BIOPSIED FOR CLINICAL portion of
INDICATIONS: biopsy as indicated

PULHMONARY FUNCTION TESTS:

4 months



UCSFE (OMMITTEE ON & [’L}J' RESEARCH

¢ GENERAL APPRCVAL APPLICETION FCRM

Principal Paul Volberding, M.D. Univ Asst. Professor of Med CRI/Dept,ﬁMed

InvestigatorJohn Ziegler, M.D. Tic2eProfessor of Medrept CRI/Dept. Med
#3i)ing San Francisco General Hospital Div of Oncsubmission

Address 995 Potrero Ave. WardrfB&- (415)666-4387 Dato May 1, 1984

art San Francisco CA 94110

tle

itlee STUDIES OF AIDS

Arrlicaticon to the CHR 1 New X  Renewal of Approval # 240890-01
Application to the agency is New X | mereesl of crame # D01 CA34960-04
Ford i PI=EY4 May 1 84 to MaY L %85 Agencu NIH

Short summary of subject area of grant: Program prcject
For the second year of this grant we propose the X Research grant
following projects: (1) continue epidemiologic surveil- Training
lance studies of the sexual contacts of AIDS patients Develcpment
seen at the KS clinic, compare clinical features of KS BRSG

in AIDS patients to the classical form, and provide ?

tissue and serum specimens to the central tissue bank

facility: (2) continue to collect incidence data for population-based analysis
of morbidity and mortality, conduct pilot study of AIDS in intravenous drug
abusers, and contrive surveillance of non-Hodgkin's lymphoma in homosexual mer
(3) immunologic and functional aszsajo oL T cell subsets and monocytes 1n pre-
AIDS and AIDE r-*tients to defimne immunc)jathogenesis, follow immune paraneters
in patieats rec:iving interfcoron and IL2 there y: (4) continue studies of
viral etiology of AIDS by inoculctcing AIDS tissues iato 3alb-G and Cii3 mice
and newborn hamsters, baboons and chimpanzees: (5) continue surveillance

of CMV sero-negative homosexual men and conduct extensive immunologic studies
when sero-conversion occurs, continue CMV analysis of homosexual men to
determine strain variations and natural history of KS and lymphadenopathy
syndrome, initiate treatment protocols using ICRF-159, gamma interferon, and
interleukin-2, study natural history and treatment of non-Hodgkin's lymphoma

in homosexual men.

Tist of ALL projects discussed in grant application.” ~ CHR ~ -~ T T CHR
Project Project Approval Expir
Investigator Title Number Date
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PROTOCCL FOR THE CLINICAL STUDY OF AIDS AT UCSF

INTRODUCTLON

The Acquired Immune Deficiency Syndrome or AIDS is a serious new disease
in whicn the cellular immune system regulation appears to be altered increas-
ing dramatically the rate of malignancies, including Kaposi's sarcoma and
non-tHodgkin's lympnoma and a variety of severe life threatening opportunistic
infections, especially pneumocystis carinii pneumonia.

Because of the serious nature of tnis illness and the rapid spread of the
epidemic, and because of the probability that the study of AIDS will result in
advancement in our knowledge of the relationship between the immune system and
cancers, extensive researcn projects are underway. Numerous investigators at
UCSr, other UC campuses, and other medical centers across the country are
interested in studying tne epidemioclogy, etiology and immunology of this
disease.

Because San Francisco represents a major focus of this epidemic and
because of the coordination of AIDS activities at UCSF, numerous requests are
received to provide patient material for these studies. To coordinate the
collection and distribution of these specimens a Tissue Committee of the UCSF
AlUS Working Group has been established. The chair of this committee is ODr.
Paul Volberding.

in addition, a tissue and serum bank has been organized under the
direction of Dr. Jonn Greenspan to coordinate the optimum storage and process-
ing of these specimens with appropriate bionazard precautions. [o minimize
the inconvenience of multiple studies to patients with AIDS and to prevent
confusion among collaborating investigators, tnis protocol is intended to
serve as a metnod for the centralization of this collection process. This
protoceol is not intended to give permission for any therapy studies. Addi-
tionally, any invasive tests that are not specifically outlined in this
proposal will nhave separate protocols and consents approved through the Human

Research Committee.



PRUTUCOL

At tne time of initial evaluation patients with AIDS or AIDS related
conditions as defined by the CDC, will be asked to participate in an ongoing
research effort. This will consist of collection of approximately 45cec's of
blood on the first clinic visit and if the person has Kaposi's sarcoma will
also include a biopsy of a Kaposi's lesion and adjacent normal skin. These
specimens will be preserved by the Tissue and Serum Bank with code numbers to
preserve patient confidentiality. In addition, at the initial clinic visit
baseline, chest x-ray and pulmonary function tests will be obtained. Any
other studies indicated for the patient's clinical condition will also be
collected.

Patients will be followed as clinic¢ally indicated for their illness and
will nave additional blood collected for preservation in the Tissue Bank every
3 to o months. At no time will the amount of blood collected for this purpose
exceed 30cc's. In addition, 10 follow-up patients will receive serial
pulmonary function testing every 4 months. JSubsequent biopsies of tumors may
be performed, but only if clinically indicated, to assess response to tnerapy.

Any otner invasive testing that is not of routine clinical utility will

require a separate consent from eacnh patient.

CONF LDENTIALLTY

Because of tne nature of AIDS and the risk groups involved in the
epidemic, confidentiality concerns have been raised by a number of groups. To
insure confidentiality of specimens collected on this protocol, no specimen
will pe identified by the patient's name. Code numbers will be used for this
purpose as provided by the City Healtn Department AIDS Registry. This system
of coding has been in place for the past several months and has been deemed

acceptable by the Centers for Disease Control.



SUMMARY OF AIDS CLINICAL RESEARCH PROTOCOL

A DIAGNOSIS ON FIRST VISIT

AMOUNT
BLOOD:
STUDIES AS INDICATED CLINICALLY

(CBC, CHEM PANELS ETC) approx 20cc
BLOOD (SERUM) FOR PRESERVATION IN

SPECIMEN BANK approx 20cc

BIOPSY:
SKIN BIOPSY FOR DIAGNOSIS OF SUSPICIOUS LESION - 4mm punch
SKIN BIOPSY OF LESION FOR PRESERVATION/

RESEARCH - 4mm punch
BLuPSY OF NORMAL SKIN FUR PRESERVATION/RESEARCH - 4mm punch
BIoPSY OF LYMpPd NODE FOR DIAGNJOSIS AS CLINICALLY

INDICATED
PORTIUN OF NUDE TO BE PRESERVED FOR RESEARCH

(NO BIOPSY OF NODE FOR RESEARCH ONLY)

PULMONARY FUNCTION TESTING: BASELINE TESTING
TESTING IN FOLLOW-UP PERIOD
AMOUNT FREQUENCY
BLOOD:
BLOOD (SERUM) FOR PRESERVING/RESEARCH 2U ec 3-6 months
BIOPSY:
K5 LESIONS BIOPSIED FOR CLINICAL clinically as
INDICATIONS: - 4 mm punch indicated
LYMPH NODE BIOPSIED FOR CLINICAL portion of
INDICATIONS: biopsy as indicated

PULMONARY FUNCITION TESTS:

4 months
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UNIVERSITY OF CALIFORNIA, SAN FRANCISCO

BERKELEY * DAVIS * IRVINE * LOS ANGELES * RIVERSIDE * SAN DIEGO * SAN FRANCISCO SANTA BARBARA * SANTA CRUZ

CONTRACTS AND GRANTS OFFICE
SAN FRANCISCO, CALIFORNIA 94143
(415) 666-2977

m JU lf’ JVy LI v

Ms. Mary Niemiec
Grants Management

NIH/NCI
5333 Westwood Avenue, Roon 3
Bethesda, MD 20205

Dear Sir or Madam:
We are presenting for your review, a request for support of the following project:

PROJECT TITI_,E ;, u'dll es orT féCf'ju ired

Immune Deficiency Syndrome

PRINCIPAL INVESTIGATOR Paul A. Volberding, M.
TYPE OF PROPOSAL
O New U Contract
O Continuation of No. [ Grant
O Renewal of No. O Subcontract
0O Supplement to No. — O Fellowship
[ Revision of No. oo Bchrtits (e
AMOUNT REQUESTED
First 12 Months +561,408.00 (Including indirect cost)
Total Direct Cost Only
INDIRECT COST RATE USED

-.:...;'_ ‘(r_..:, Ul eri 'E/ J - Q/ U/ )

% Total Direct Cost

PROJECT PERIOD

First 12 Mo.
Total Period

Your favorable consideration will be appreciated. If the request meets with your approval, or if
you have any questions, please communicate with this office.

Sincerely yours,

Lorraine M. Petrakis
Contracts and Grants Officer

Attachments



. U SITY OF CALIFORNIA, SA»
CONSRACTS AND GRANTS Ol'F}

DATE: December 28, 1983

TO:  PRINCIPAL INVESTIGATOR _ Dr. Paul A. Volberding SFGH 5H22
FROM: CONTRACTS AND GRANTS OFFICE .

Your application kit, Form PHS 2590-1, for the noncompeting
continuation of Grant Number = is available at the
Contracts and Grants, 145 Irving Street ian Floor). The completed
application ant Re in 5&35 office at least two weeks prior to the agency's
deadline of March 1, 1 2

Applications must be received by NIH on the deadline or a delay
in funding may result.

APPLICATIONS WILL NOT BE MAILED. They must be picked up at
145 Irving Street.

Inqu{ries should be addressed to our office at extension x-2977.

cc: Departmental Assistant Frank Cook M-997

UNIVERSITY OF CALIFORNIA —(Letterhead for interdepartmental use)



