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SECTION 1 Form Approved 0MB No. 0925-0001

DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

APPLICATION
FOR CONTINUATION GRANT

REVIEW GROUP TYPE ACTIVITY GRANT NUMBER (Insert
SSS 9 on all pages)

5 001 CA34980-02

TOTAL PROJECT PERIOD

From: 05/01/83 Through: 04/30/86
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 OE ACQOIBED IMMUNE DIEICXEMCY SYNDBOMl

2a. PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR
(name and address, sfreef, city, state, zip code)

VOLBEEDINO, PAUL A
SAN FEANCISCO GENERAL HCSP
MEDICAL SEBVICI,, 5H22
SAN FRANCISCO, CALIF 94110

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

UNIF OF CALIF, SAN FRANCISCO
CAHCEB RESEARCH INST, H-1282
SAN FRANCISCO, CA 94143

5. ENTITY IDENTIFICATION NUMBER
1946036493A6

2b. DEPARTMENT, SERVICE, LABORATORY OR EQUIVALENT
MEDICINE

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

CONTRACTS AND GRANTS OFFICER
OFFICE OF EXTRAMOBAL SUPPORT
SNIVIRSITY OF CALIFORNIA
SAN FRANCISCO, CA 94143

2c. MAJOR SUBDIVISION
SCHOOL OF MEDICINE

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

01 SCBCOL OF MEDICINE

COMPLETE THE FOLLOWING (See Instructions)
7. HUMAN SUBJECTS [—|
HNO riYES i OR1—1 LJ ( Q Form HHS 596 enclosed

11. INVENTIONS (see instructions)
I Q Previously reported

□ NO □ YES ] OR1 Q Not previously reported8. RECOMBINANT DNA

[] NO []] YES TELEPHONE INFORMATION

9. PERFORMANCE SITE(S) (organizations and addresses) 12a. PRINCIPAL INVESTIGATOR

OR

PROGRAM DIRECTOR (Item 2a)

AREA
CODE

TELEPHONE NO.
AND EXTENSION

12b. NAME OF BUSINESS OFFICIAL
(Item 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 ASSURANCE: 1 agree to accept
responsibility for the scientific conduct of the project and to provide the required progress
reports it 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).

SIGNATURE OF PERSON NAMED IN 2a. (In ink.
"Per" signature not acceptable)

DATE

15. CERTIFICATION AND ACCEPTANCE: 1 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 conditions if a grant is
awarded as the result of this application. A willfully false certification is a
criminal offense fLt.S. Code, Title 18, Section 1001).

SIGNATURE OF PERSON NAMED IN 12c. (In ink.
"Per" signature not acceptable)

DATE

PHS 2590 OPTIONAL (Rev. 5/82) PAGE 1
RITUEN C0M5LETED ABPLIGATIOH TO PHS AS SOON AS POSSIBLE:

NO LATEfi THAN 1 MAECfi 1984



SECTION I
■ ■■ Form approved

OMB No- 0925-0001

DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

REVIEW GROUP TYPE ACTIVITY GRANT NUMBER (Insert on
all pages)

UOI CA34980
TOTAL PROJECT PERIOD

APPLICATION From; 5_1_84 Th rough 4-30-86
FOR CONIiNUATION GRANT REQUESTED BUDGET PERIOD

From: 5_X„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

5. ENTITY IDENTIFICATION NUMBER

1946036493A6
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
7. "human subjects

TITLE AND ADDRESS OF OFFICIAL IN BUSINESS OFFICE OF
APPLICANT ORGANIZATION , a ^ r-^ r r r -ynnn(415)o66-2977
LORRAINE M, PETRAKIS
CONSTRACTS & GRANTS OFFICER
OFFICE OF EXTRAMURAL SUPPORT
UNIVERSITY OF CALIFORNIA
SAN FRANCISCO CA 94143

□ NO ^ YES
n Exemption
OR

iZ] Form HHS 596 enclosed

11. INVENTIONS (see instructions)
C] Previously reported

[J NO DYES OR

8. RECOMBINANT DNA

SnO □ YES

en Not previously reported

TELEPHONE INFORMATION

9. PERFORMANCE SiTE(S) (organizations and addresses)

University of California, S.F.
Cancer Research Institute UCSF

Dept. of Pediatrics, UCSF
Division of Dermatology, UCSF
San Francisco General Hospital
Mt. Zion Hospital, San Francisco

12a. PRINCIPAL INVESTIGATOR

OR

PROGRAM DIRECTOR (Item 2a)

PAUL VOLBERDING,M.]

AREA
CODE

TELEPHONE NO.
AND EXTENSION

^415 666-4387

12b. NAME OF BUSINESS OFF ICIAL
Otem 6)

LORRAINE PETRAKIS 415 666-2977
12c. NAME AND TITLE OF OFFICIAL

SIGNING FOR APPLICANT OR¬
GANIZATION (Item 75)

10. DIRECT COSTS REQUESTED FOR BUDGET PERIOD

13. DO NOT USE THIS SPACE

14. PRINCIPAL INVESTIGATOR/PROGRAM DIRECTOR ASSUR¬
ANCE: 1 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./U-S Code, Title W, Section 7001.)

\ SlGiy^URE OF PERSON NAMED IN 2a\ Or, /}pf"Per''jignature nQt acceptable)
DATE

15. CERTIFICATION AND ACCEPTANCE: 1 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
conditions if a grant (S awarded as the result of this application. A
willfully false certification is a criminal offense. (U.S. Code, Title 78,
Section 1001.)

\ SIGNATURE OF PERSON NAMED IN 12c
\(ln ink. "Per" signature not acceptable)

DATE

PHS 2590 (Rev. 5/82) PAGE 1



SECTION II FROM THROUGH GRANT NUMBER

NEXT BUDGET PERIOD
Follow instructions carefully

0011—11in inCO1om1 "UOI CA 34980 A

A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED fOmit cents)

PERSONNEL (Applicant organization only) (See instructions)

NAME TITLE OF POSITION

TIME/EFFORT

Hours per
Week

SALARY
FRINGE
BENEFITS

TOTALS

Principal Investigator

CLINIC CQNANT 42,199
EPIDEMIOLOGY MOSS 24.67R

1.2; 220
7, l-j?

IMMUNOLOGY AMMANN ^4,109
VIROLOGY I

15,685
LEVY

VIROLOGY
THERAPY

II
8^686

DREW 4(S,607 18,864
VOLBERDING ns7 15,983

"V, i

SUBTOTALS- *"1272, 821 78, 095
CONSULTANT COSTS (See instructions)

EQUIPMENT (Itemize)

CLINIC 5,000
EPIDEMIOLOGY 0
IMMUNOLOGY 0
VIROLOGY I 5,000
VIROLOGY II 0
THERAPY 0
SUPPLIES (Itemize by category)

CLINIC 1,000
EPIDEM 0
IMMUNOLOGY 3,008
VIROLOGY I 34,050

VIROLOGY II 4,596
THERAPY 1,284

43,938

TRAVEL
DOMESTIC CLN 1.000-IM 1.50n-VRT 1 , 1 OO-THRP UlS-
FOREIGN

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (Itemize by category)

CONSORTIUM/CONTRACTUAL COSTS (See instructions)

VIROLOGY II 43,338

OTHER EXPENSES (Itemize by category)
CLINIC 5,000 VRI
EPI 0 VRII
IMMUN 0 THRP

34,596
383
214 40,193

TOTAL DIRECT COST (Enter on Page 1, Item 10) 488,090

INDIRECT
COST

(See instructions)

154,168
31.87^-1
%TDC* j

j *lf this is a special rate
I (e.g. off-site) explain

6-30-84
to 4-30-85

%s&w*

5-l-84to
-84

Q Not requested
OUnder negotiation with:

PHS 2590 (Rev. 5/82) PAGE 3



GRANT NUMBER
SECTION I (continued)

SUMMARY OF PROPOSED WORK UOI CA34980

KEY PROFESSIONAL PERSONNEL ENGAGED ON PROJECT

NAME POSITION TITLE DEPARTMENT AND ORGANIZATION

>-
a.
O
O
H
LL
<
a:
a

a:
O
IL

liJ
CO
3

a
21
<
UJ
>
O

w
a:

1) CLINIC
2) EPIDEMIOLOGY
3) IMMUNOLOGY
4) VIROLOGY I
5) VIROLOGY II
6) THERAPY

CONANT, MARCUS
MOSS, ANDREW
AMMAN, ARTHUR
LEVY, JAY
DREW, LAWRENCE
VOLHERDING, PAUL

DIV. OF DERMATOLOGY UCSF
DEPT. OF EPIDEMIOLOGY "
DEPT. OF PEDIATRICS
CANCER RESEARCH INST "
MT ZION HOSPITAL/SFGH
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
AIDS patients to the classical form, and provide tissue and serum specimen
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 CHS mice and newborn hamsters, baboons and chimpanzees

(JA Levy); (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
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 Ziecler, DI Abrams) .

VERTEBRATE ANIMALS INVOLVED D NO □ YES If "YES," identify by ccmmon names and underline primates.

PHS 2590 (Rev. 5/82) PAGE 2



GRANT NUMBER
SECTION 11 (continued) J -

NEXT BUDGET PERIOD UOI 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.

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.

PHS 2590 (Rev. 5/82) PAGE 4



FROM THROUGH GRANT NUMBER
SECTION Ml

CURRENT BUDGET PERIOD 001t—iILO 4-30-85 UOI CA34980A

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.

A. BUDGET

CURRENT
BUDGET

(as approved by
awarding unit)

(1)

ACTUAL
EXPENDITURES
THRU (insertdate):

(2)

ESTIMATED ADDITIONAL
EXPENDITURES AND
OBLIGATIONS FOR
REMAINDER OF

CURRENT BUDGET
PERIOD

(3)

TOTAL ESTIMATED
EXPENDITURES AND

OBLIGATIONS
(Col. 2plus Col. 3)

(4)

ESTIMATED
UNOBLIGATED

BALANCE*
(Subtract Coi. 4 from

Cat. 1)

15)

TOTAL DIRECT COSTS 457,463 240,521 216,942 467,463 0

INDIRECT COSTS (as provided)
1 OA

^ 766 54,Q58 51,808 106,766 0

TOTALS >-
564,229 295,479 268,750 564,229 0

B. THROUGH F.
See instructions and provide the information required in items 8. through F. Use this page and continuation pages as necessary.

SEE "CURRENT BUDGET PERIOD" PAGES IN EACH SECTION

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



SECTION IV

PROGRESS REPORT SUMMARY

GRANT NUMBER

UOI CA34980

PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR

PAUL VOLBERDING JOHN ZIEGLER
PERIOD COVERED BY THIS REPORT

FROM A- V

5_1_83

THROUGH

4-30-84 -

NAME OF ORGANIZATION

UNIVERSITY OF CALIFORNIA, SAN FRANCISCO
TITLE (Repeat title shown in item 7 on first page)

STUDIES OF ACQUIRED liVlMUNE DEFICIENCY SYNDROME
(SEE INSTRUCTIONS)

SEE "PROGRESS REPORT SUMMARY" PAGE IN EACH SECTION.

>-
a.
O
o
H
UL
<
a
a

€C
o
LL

UJ
W
3

a
z
<
UJ
>
o

u
a

PHS 2590 (Rev. 5/82) PAGE 6 (Use Continuation Page as necessary)



m

SECTION i: FRCmM j 1 HnO'JGH GRANT NUMBER

N'EXT BUDGET PERIOD
FcHow instructicns cara^ully

-
May 1, 1984 1 April 30, 85 1 Udl CA34980 - 01

A. I I EMIZE Z!F,EC t CCSTo FECUSSTEZ FOR iVjEXT EUCGE i PSniCD DOLLAR AMOUNT REQUESTcO 'Onix z^ntst
PER-Sr}NNEL ir^cc'ic.jnt jrgi.nd ifion amy) iSdd :nsTrucTicns; 1 ~;Mt EFFOFT i

FRINGE
EE.NcFITS

1
NAME i TITLE OF POSITION

j
i "o
1

! Houfj oer i
1 ... j
1 j

SALARY j totals
M. Conant i Princicai investiaator 1 10 ! i 6,000 1,560 i .7,560 ^P. Volberdina i Co.- Investiqator 1 10 ; ! 5,000 1,300 •. 6,300r Baumaartner i 100 i 40 1 23,939 7,182 "! 31,121 ,rt
To be hired i i 50

1
! 20 i 7.260 2,178

X. -..4

-■

-v-- ^

SUBTOTALS 42.199 i 12,2.20 i 54,419
CCNSULT-N I COSTS iSef mstruczionsi

ECUirMEN i ilzdmiZrH
1 ■ - . ■ - ;i

Computer terminal stand/alterations
i -

- - A

[ ■

Tissue holders for LN2
t ■ • T

j ■ ^ iLN 2 Storage
j 5,000

SUPPLIES I'Zdmizri 3/ djzd-zoryi
LN2
Becksted ( substrates, plastic, slides, chemicals, film )
Knives ( for Cryostat, pipettes, slides )

1,000

TRAVEL
DOMEST n. Conant
FCREiGN

PATIENT CARE COSiS
: INPATIENT

. 0U i ?A 1 i E N T
ALTERA 1 ICNS AND R-NGVATiCNS ilZdrrnza by c.izdgory)

1,000

CONSCR I lUM'CCNTRACTUA^ CCS i S tS^e indtrjczicns)

OTHER cXrE.NSES 11CdiniZd C/ c^zjgorv/

Mailing; Xeroning; Graphic slides presentations:
Printing; Pathology processing
Becksted (color plates, ect )

5,000Periodicals, and Books.

TOT A I. DI.C'i-.CT C'')ST fSr,:-sr cz: P::g-: /, lOI
66,419

' I
. .... . J . T —I

^ -i ...... . , J •; Of , ,0t ri'llU-r'il-U

rosy ; 2l-J3%, ; Ij 31.87% ' !! 1 Q . 1 4R ^ TDC ! i '



i G riAA» i fJ c £ r?
SECTION I (cont.nuHd) |

SUMMARY OF PROPOSED VVORiC
. | fuOl CA34980 - 01

FFOFESGICi'JAL PEF.EC \NEL engaged ON FF.GJECT

PiA.\'l£ PCS'.TiCN TITLE OEPArt ! MENT AND C^GANIZATiCN

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

Giva 3 br^af sumrnarv of sfans for the oexT year of sucport, including the objectives and specific aims as fjeil as the metnodcicay to be used to acnieve
these aims. DO ."^JOT EXCEED THE SPACE P'-10V!D£D.

i I. To recruite more participants in each of our studies to continue to achieve our j
! research objectives,

A. Contact Study

1. Presentations to professional groups ;

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

of the K.S. Clinic.
^

_ |1 4. Networking through community resources to contact more participants, i.e. i
! 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 1
2. Media releases I

i 3o Networking to the private physicians committies of the bay area.
j coordinated through K.S. Nursing Coordinator,
i Cc K.Sc Patient Study
I

j
i 1. Presentations to professional groups
j 2. Networking to the outpatient areas in the community and also the private |
I physicians communities to serve as a resource and a referral to patients,
j This will be done by Nursing Coordinator.
II. To expand on patient Specimen Banking: jA. Speciman Bank !

i 1. In collaboration with Dr. J. Greenspan the Nursing Coordinator will continue
! to coordinate specimen collection for the specimen bank. |
i 2. The Nurse Coordinator and Principal investigator will establish new ji areas of specimen collection in the community. jI 3^—-The-Nurse -Coordi-nator-wi-ll--coordi.nate.these nev/ activities,
V i :: 1 L.a I. . v .-V c 1./ .Y i i b) —■ ^ _ Ej i' '' i leS . ' J-;." t, r V EC3 ~ .;n : c.'i u pr;rr,E.t-i5.

PHS (R'jv. 5,S2) PAGE 2
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ft ..^GrtA^iTSECTION II (cantinwid)

NEXT BUDGET PERIOD " ? ^ i lUOl CA 34980 - 01
'■tv ^^
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i-

B. SoDp ementui inrormation renjrdmg I i EMS m the prcpo$ea budget tor ;~e Tex: aenua vinich require expi
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j FROiM i TriSGLiGri i '-.'JIV'cSHSECTION HI 11
CURRENT BUDGET PERIOD | May 1, 1983 j April 30, 19841 1 DDI CA34980 - 01

The foilowir.g pir::in5 to yccr CL^^ENT PHS cuc^et. Co not ■.nc:!iCe ccit jrer:rG -ur.cs. Tr.n InformattGO ccrjuncticn wtth trat crovicea onPage 2 vjtll se usaa ;n c "'.er-riinir.g :"■& i-:Qunt cf tuocort 'cr -.f.a NEXT aucget aer-.co.

A. SUDGcT

ZJrnViJ
3i;CGST

.'jr jcantvir} >jy
i:V3ra>ng umcj

ID

acrUAL
EX.oEhDlTJFEi
td >1l' linj^ft 'jat3.-:

01/31/84

35TiVi-£n SCOITIONAL '
,, ^

4c-iU>MQ€3 OF ' . C3L1G-AT.QN3
•TJAAEvr 3UGG?r ; iCji. 2pm CjL 3j

=E.=i;oa i '

i2» ; v i-D

E£TiMA7ES
JSG5L1GATEj

BALANCE
lSi.orrxT Cji. i 'rem

Cj4. n

IS)

TOTAL OlRcCT COSTS 68,451 i 37,878 30,573 68,451 -0-

INDIRECT COSTS (aa provided)
Ik; ic^'^0 1 y

i B6 3&^ r :{S3'^0TOTALS 5- 1 j
( ;

Bt! 3B^ \
1

8. THROUGH F.
S<2s instructions and provida the irfcrmaticn required in items 3. 'hrcuqh F. Use this page and continuation pages as necessarv.

r-:--y ? (T:>.- E 22) ,T -c t . :tr.u-jiion F:-j:'s cs



SECTION \y

PROGRESS REPORT SUMMARY

GRANT NUMBER

UOI CA3&80
FRiNCiPAL INVESTIGATOR OR PROGRAM DIRECTOR

MARCUS A. CONANT, M.D.
PERIOD COVERED BY THIS REPORT

FROM

5-1-83'$^--^'

THROUGH

4-30-84
NAME OF ORGANIZATION

UCSF, DIVISION OF DERMATOLOGY
TiTLE (Repeat title tftown in item } on first page)

PRINCIPAL INVESTIGATOR % i* ■C " ;
— W

{SS£ INSTRUCTlONSi

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. Receiving treatment or

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

2.

3,

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

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.
B. KS tumor skin E.
C. Normal skin tissue F.

KS tumor bowel tissue
KS tumor spleen
KS tumor tonsil

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

A. AIDS
B. KS
C. AIDS related conditions

D. Lymphadenopathy
E. ITP

These specimens have been allocated and stored from 2 to 15cc
per tube in Icc vials..

PAGE 6



PUBLICATIONS MARCUS CONANT, M.D.

Modlin, R,, Meyer, P., Kofman, 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., 1983, Vol: 31 {1):39 A,

Colombo, 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 Proc., 1983, Vol. 2:C-206

Modlin, R., Conant, 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, A., Bacchetti, P., gorman, M., Dritz, 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

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



SECTION I (continued)

SUMMARY OF PROPOSED WORK

GRANT NUMESR

KEY FROFESSiONAL PERSONNEL ENGAGED ON PROJECT

NAME POSiTiON TP DEPARTMENT AfyQ CFGANiZATiCN

A. R. Moss, Ph.D.

N. Petrakis, M.D.

S. Dritz, M.D,

D. Osmond, M.A.

P. Bacchetti, M.S.

L. Swig, B.A.

'Epidemiology & International
jHealth, UCSF
jEpidemiology & International
{Health, UCSF
jBureau of Communicable
jDisease Control, S.F.

Assoc. Specialist, Epidemiology jEpidemiology & International

Adjunct Assistant Professor

Professor, Chairman of Dept

Deputy Chief

Statistician

Staff Research Associate

iHealth, UCSF
Epidemiology & International
Health, UCSF
Epidemiology & International
Health, UCSF

GtvB J bnef summary of plans for the next VRar of sucport, inciuaing the objectives and specific aims as well as the rnethodGicgv to oe osea to achieve
these aims. DO NOT EXCEED THE SPACE PHC'MDSD.

I
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

I population-based analysis of mortality among San Francisco-resident AIDS cases in
I Fall 1984.
i

I 2. In association with Dr. Dritz, we will continue to find AIDS cases for case-control
I and other-case-based epidemiological studies, using the collaborative UCSF-City of
I San Francisco AIDS casefinding process. (I) A case-control study of AIDS in homo-
1 sexual men has been funded by the State of California and will continue throughI 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.

j
13. 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
i acquired immune deficiency syndrome (including non Hodgkin's lymphomas and squamous
I cell tumors of the mouth and tongue) as reported by the California Tumor Registry.



SECTION 11

NEXT BUDGET PERIOD
Follow instructions carefully

FROM

May 1, 1984

THROUGH GRANT NUMBER

April 30,1985 CA=34980-02
j - ;

A. ITEMIZE DIRECT COSTS REQUESTED FCR NEXT BUDGET PEPIGO DOLCAR AMOUNT REQUES i cO •Omit cents}

PERSONNEL (ApoHcant arganizjtion oniyf iSee instructions) TiME/EPFORT

SALARY
FRINGE
BENE FITS

TOTALS
NAME TITLE OF POSITION % Hours oer

Week

A.R. Moss, Ph.D. PrinciDai investigator 25 . - -

'».tr<L%y

umm

N. Petrakis, M.D. Professor & Chairmar 5
, 1 - - 3 ■

-

S. Dritz, M.D. Deputy Chief -
-

D. Osmond, M.A. Assoc. Specialist 30 1 8,472 2,457
L. Swig Staff Research Assoc:.50 i 9,514 i 2,759
P. Bacchetti Statitician 25 } 6,692 1,941

, i 1
1

-1 i

i
1

'

1 .

1
i i

1 !
SUBTOTALS 24.678 1 7,157 31,835

CONSULTANT COSTS (See instructions} ....

EQUIPMENT (itemizel

L-'/" ' '1
-

-A-' -1
^ .. H

SUPPLIES (itemize by ^stf^gcry; It *" ' --

I -V - /' %
f J . »

1

TRAVEL
DOMESTIC !

FOREIGN j

FAXTIENT CARE CO .TS
INPATIENT !

CUT-ATIENT i
ALTERATIONS AND RENOVATIONS (Itemize. =/ category}

COiNSORTiUM/CCNTF -i^CTUAL COSTS iSee instructionU

•

OTHER EXPEf'ioES Utannze by cjtsgcryl

TOTAL DIRECT COST (Enter on Pcge 1, Item 10) 31,835
'

"if tni3 'S a scei;:ai C

iNDiHECT % «NVV' ' orf-s.tel expia.*
V.-V-/0 1

/'cTee in Si "ucricn::}

9, 925

1

%TCC' '
J

! ua« of CHhS
;c'aarri€-o;

J ^ Xot r€coe3'=c!
'U Under regcnanon /nth;
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FROM THROUGH GRANT NUMBER
SECTION III

CURRENT BUDGET PERIOD 5/1/83 4/30/84 CA 34980

The foilcwing Dertams to your CLiFR£^^T PHS budget. Do not inciude cost snaring funcs, Th.ts information I'n coniunctson with that tjrovided on
Page 2 wit! be used m determining the amount of sucoort 'or the NEXT oudget oenoci.

A. 8UGGET

CUSaENT
ailOGST

{as aaaravni hv
awarcing umtj

lii

actual
EX?ENQ)TURES
THHU iinsarr date):

{25

ESTiMATEC AOOlTiONAL
€X?E»fOtTua£3 AJjQ

. 08UGATi0?JS FQ«
acVAiisoea OF

CUaaEyT3U0G£T
PESSGQ

(35

TOTAL fcSTlMAT = 0
EXPF.'^DITURES A,MO

OBLIGATiCMS
(Cai, 2 p>us CaL 31

E5T!?,1ATcQ

UM08UGATEQ
3ALAMCE

iSainract CaL 4 from
Cai. 1}

m

total d rect costs 29,343 23,581 5,762 29,343 -

INDIRECT CCSTS las provideo) 8,128 6,532 1,596 8,128

TOTALS 37,471 30,113 7,358 37,471 .

S- THRCL'GH F,
See instructions and provide the information -sauired in items 3. thrcugn F. Use this page anc continuation pages as necessary.

B. Professional Personnel

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

A. Moss,

N. Petrakis

S. Dritz

D. Osmond

L. Swig

P. Bacchetti

Adjunct Assist,
Professor
Professor
Chair. Dept.
Deputy Chief
Communicable
Disease Control
Associate
Specialist
Staff Research
Assistant
Statistician

1 X

1 X

X

2

2

2 - *

F. Other Support

A. R. Moss, Ph.D.

D. Osmond, M.A.

L. Swig

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

NIOSH "Occupational Exposure in Adult Glioma Patients" $95,997
State of California

City of San Francisco

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

"Study of AIDS Partners and Relationships
Between Lifestyle and Immune Status in
Well Gay Men". $78,936

NIOSH "Occupational Exposure in Adult Glioma Patients". $95,997
State of California "A Case-Control Study of Acquired Immune

Deficiency Syndrome Diseases". $125,815



SECTION IV

PROGRESS REPORT SUMMARY

GRANT NUMBER

CA 34980

?F^:!NC:PAl. INVEST.GA7CR OF. i^FCG.FAM DiRECTOR PERIOD COVERED BY TH'3 REPORT

A. R. Moss, PH.Dt FROM j THROUGH
NAME jF ORGAiVSZATIGiN

5/1/83 1
1

4/30/84
t JTLE Kitle ihawn in nem ! oa finz pagej

(S£= tr^sr^ucncf^s;

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 reasonabiy'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 Hearing 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 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; ii: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 Acquired Immunodeficiency Syndrome. (In preparati

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

GRANT NUMBER

CA34980

KEY PROFESSIONAL PERSONNEL ENGAGED ON PROJECT

NAME POSITION TITLE DEPARTMENT AND ORGANIZATION
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PRINCIPAL INVESTIGATOR
CO-INVESTIGATOR
CO-INVESTIGATOR
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Give a brief summary of plans for the next year of support, inciuding the objectives and specific aims as weil as the methodologv 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 abnormalitiefe
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 patie
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 correlatioti
between in vitro response and subsequent in vivo response.

-t

VERTtEF.ATE ANIMALS INVOLVED Li NO L YES If "YES." identify by common names and unaeritne primates.

FHS 2590 (Rev. 5,'82) FACE 2



SECTION II FROM THROUGH GRANT NUMBER

NEXT BUDGET PERIOD
Follow instructions carefully 3/1/84 4/30/85 CA r34980A

A. tTEMlZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omit cents)

PERSONNEL (Applicant organization only) (See instructions)

NAME TITLE OF POSITION

TIME/EFFORT

Hours per
Week

SALARY
FRINGE
BENEFITS

■Art-bur J. Ammann Principal Investigator

-Daniel Stites
Conrad Casavant

Cq. investigator
-m- NZA.
m

Nan 1ta Arias
CO- investigator 10^ N/A
Hos. Lab. Tech IQO^ M. 3Z^2M. q. lU

Teresa Kadlecek Staff. Res. Assoc. iOOl. M. 21,9Q3 f^.S71

SUBTOTALS- 54,109 15>685 69,794
CONSULTANT COSTS (See instructions)

-0-

EQUIPMENT (Itemize)

-0-

-TVTrr7Tv™"~^

3,008

SUPPLIES (Itemize by category)

Plastic Tissue culture supplies 3,008

TRAVEL
DOMESTIC 3 trip for invest iqators (S) 500 each 1

^ qnn
FOREIGN

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (Itemize by category)

CONSORTIUM/CONTRACTUAL COSTS (See instructions)

OTHER EXPENSES (Itemize by category)

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

INDIRECT
COST

(See instructions)

*lf this is a special rate

%S&W* ' (e.g. off-site) explain
1

! Date of DHHS

1 agreement
1

[ " ... 1
1 □ Not requested
1 Q Under negotiation with;

23,164

1
1

%TDC* '

1
1

1
1

1
1
1
t

PHS 2590 <Rev. 5/82) PAGE 3



GRANT NUMBER
SECTION 11 (continued)

NEXT BUDGET PERIOD
CA 3^980A

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

Increased technician time: The present single FIE is divided between one
principal Investigator and two co~Investigators, In the nearly one year thatthe grant has been in effect, the investigators have required two PTE
technicians. -^The additional technician 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-fulfiI I■the objectives of the
grant will require the additional FTE,^.. A-single, technician can perform 20
functional assays of T ceii immunity per week and analyze the-data. This -
number is required to perform the-In itiai-and-follow up studies on 100 patients
with AIDS who are going to receive 112 treatment beginning in ApriI of.-1984 and
continuing for one year. Without the added- FTE the studies cannot"be performed
and the effects of IL2 on the immunologic status of the patient cannot be_ . ..

assessed. This is critical Informatfon which must be obtained to-determine if
a clinical effect of 112 can be correlated with an immunologic effect.
Simultaneous studies in AIDS and AIDS related-syndrome must also be performed
utiIizing lymphocyte-phenotyptng-and-monoclonal antibody. -Because two -
technicians are therefore required we are requesting-that al l funding be - •-•
appiIed 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 other
sources. These funds-are rebudgeted among personnel and remaining categories
individually Justified.

PHS 2590 (Rev. 5/82) PAGE 4



FROM THROUGH GRANTNUMBER
SECTION III ■

CURRENT BUDGET PERIOD
3/1/84 4/30/85 CA^34980A

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.

A. BUDGET

CURRENT
BUDGET

(as approved by
awarding unit)

(T)

ACTUAL
EXPENDITURES
THRU (insertdate):

1/31/84
(21

ESTIMATED ADDITIONAL
EXPENDITURES AND
OBLIGATIONS FOR
REMAINDER OF

CURRENT BUDGET
, PERIOD

(3)

TOTAL ESTIMATED
EXPENDITURES AND

OBLIGATIONS
(Col. 2 plus Cai. 3)

: (4)

ESTIMATED
UNOBLIGATED

BALANCE '
(Subtract Col 4 from

Col. f)

(5)

TOTAL DIRECT COSTS
68,798 38,843.31 ^9,9 54.69 -0-

INDIRECT COSTS (as provided)
15,733 9,434.44 6,298.56 -0-

TOTALS
84,531 ki,ni.lS 36,253.25 -0-

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 13% 26-50^ More thar
Arthur J. Ammann Professor I X
Daniel Stites Professor 1 X
Conrad Casavant Assoc. Clin Prof.l X

Equipment:

1. Bechman Refrigerated Centrifuge $4,362.52
" note BD Research Analyzer lease are covered from other funding sources

2. Ranna #8o86 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)
4/1/83 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
$]00v000 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 5 {Use Continuation Pages as necessary)



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

Using sImuItaneous two-coI or fIuorescence with phycoerythrIn labeled and
FITC labeled monoclonal antibodies, we have been able to detect large
amounts cf DR antigens on the surface of both helper and suppressor T-iymphocytes
in these same patient groups. Again, there is a relative increase from
health to fuI I-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 subsets. 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, CMV Infection
results in similar changes which are transient.

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

Objectives For The Coming Year:

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 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
epidemiologic and clinical data to improve diagnosis and therapeutic
approaches. Detailed evaluation of the patients 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 studles-to determine
the correlation between in vitro response and subsequent in vivo response.

Research 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.



SECTION IV

PROGRESS REPORT SUMMARY

GRANT NUMBER

UOI CA34980
PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR

ARTHUR J. AMMA.NN
PERIOD COVERED BY THIS REPORT

FROM

5-1-83

THROUGH

4-30-84
NAME OF ORGANIZATION

UNIVERSITY OF CALIFORNIA, SAN FRANCISCO
TITLE (Repeat title shown in item 1 on first page)

Studies of Acquired Immune Deficiency Syndrome
(SEE INSTRUCTIONS)

The scientific 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-ceiI immunity occurs in the
most severely affected patients and when less than \0% 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 immunization In patients with severe impairment of T-celi
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
limpet hemocyanln. 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 VIII therapy and pediatric patients with blood transfusion
related 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 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 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 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 lymphadenopathy 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 j
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John Morrow Research Immunologist Cancer Research Institute

Give 3 Drier iummar/ of plans for the next year of sucoort, inciuding the objectives and specific aims as well as the methodology to oe used to achieve
these aims. DO MOT EXCEED THE SPACE PROVIDED.

i The specific objective of this laboratory is to identify the infectious agent respon- '
j sible for AIDS. Over the next year, we shall continue our efforts to isolate this agent
I using tissue culture and animal experimentation. For tissue culture studies, we shall '
: employ a selected number of different animal cell lines which are susceptible to a j
: variety of known viruses. These cells will be cocultivated with white cells and sperm i
from individuals with AIDS. In addition, the white cells of patients with AIDS will i

I be cultured in the presence of IL2 to establish T cell lines, with B cell growth factor i
I (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 j
next year we shall concentrate on the presence of retroviruses in the T cells of AIDS i

I patients and the possibility of a new agent in cultured monocytes. Assays for HTLV and j
! LAV-1 will be conducted. If *

j 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 :
I thus inoculate these animals with purified white cells from patients with AIDS, as well 1
I as the pellets of centrifuged serum samples. The animals will be followed for changes in i
j immunologic parameters as well as for differences in their cell numbers as measured by jI 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. |
i In all these studies, sera from patients with AIDS, a collection of sera from close j
! intimate contacts of AIDS patients over at least six months, and normal healthy gay in- |
I dividuals will be used in an attempt to identify the agent responsible for the disease, j
; The tests conducted will include immunofluorescence testing, hemagglutination, hemad- '
sorption, reverse transcriptase assays and interferon assays, as well as electron micro- I

I scopy. i
j Finally, we shall continue to establish and characterize cell lines derived from !
I Kaposi's sarcomas. We ultimately v^/ant to develop a tumorigenic line that can be studied '
for its transformation properties and presence of oncogenic viruses.

Mice



SECTIOM II

NEXT BUDGET PERIOD
Follow instructions carefully

FFOM

5-1-84

THROUGH

■

4-30-85

GRANT NUMBER

UI,^A\34980A
A. ITEMiZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAB AMOUNT REQUESTED fOmit cents)

PERSONNEL (Applicant argamzstion only) (See instructions) TIME/EFFORT

SALABV FRINGE
EENEFITS

TOTALS
NAME TITLE OF POSITION %

Hours per
Week

J T.EVY, M-D- Princioal Investigator 10
J MOIRQW RES IMMUNOLOGIST 40 8.611'^^'
J lANDES SRA I 100 21,792- '6.102
T SHTMOBOKARO SRA I 25 4,874 4 ^ -1,354 ■

M SZOENYI LAB i^^ST 25 4,394 1,230

11

SUBTOTALS ^ 39,671 8,686 48,357

r"H

CONSULTANT COSTS (See instructions)

EQUIPMENT (Iterniee)

COUL'TER COUNTER $5,000

5,000
SUPPLIES (Itemize by csregory)

Tissue culture media and fetal calf serum

Plastic pipettes, sidhes,.filters, freezing vials
Masks, sterile robes, gloves
Biochemical supplies { K-thymidine, lectins, scintillation fluids) 34,050

TRAVEL
DOMESTIC 1,100
FOREIGN 0

PATIENT CARE COSTS
INPATIENT 0
OUTPATIENT 0

ALTtRATiONS AND REMCVATiONS (Itemize by category)

0
CONSORTIUfvLCONTRactual. COSTS (See instructions)

0

OTHEn EXFtNScS iltermze by C3tegQryi

CO^ and LN^ tanks
Anirral maintenance costs; mice, and guinea pigs; isolation cages,
special isolation care

Gowns, caps, masks, shoe coveis
Secretarial costs, publishing c6srs 34,596

TOTtL DiRcGT COST itntar cn Pjae 1 ita.'n 10}
123,103

!ND!RECT
COST

'ee in::rjzxiotisl

% saw*

'Ir tnts iS 3 .-oej'iji raie

(e.g. cxi-site} ixpioifi
J Dili cf Di-'hS
j sa-oifTiSnt

i

i

j L_ No:
' T UndKir n<-aot^:

36,818



S£CTiO(V ii {continued)

NEXT BUDGET PERIOD

IgRAM NUMBSRq

I UI CA 34980A
£. SupDiementat information regarding 1 i EMS m the prcocsed budget for tne next period Ahicn require explanation or justification. (See msvuctionsi

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 euqipment used in AIDS research. We, thus, hope that funding
for this important piece of equipment will be approved.

Pr;3 2590 inev. 5,'£2)



FROM THROUGH GRANT NUMBER
SECTION III

CURRENT BUDGET PERIOD 5-1-83 4_30-84 UI CA 34980A

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.

A. 8UQGET

CURRENT
BUDGET

(as approved by
ay/arding unit)

(1)

ACTUAL
EXPENDITURES
THRU (insertdate):

(2)

ESTIMATED AOOITIONAL
EXPENDITURES AND
OBLIGATIONS FOR
REMAINDER OF

CURRENT BUDGET
PERIOD

(3)

TOTAL ESTIMATED
EXPENDITURES AND

" OSLIGATiONS
(Ca/.?ptusCoL3}

■

(4) ■ ^

ESTIMATED
UNQSLIGATEP

BALANCE
(Subtract Co/. 4 from

CoL f)

(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 ►

153,568 65,330 88,238 153,568 0
8. 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

J Levy Assc. Prof
J Morrow "in training"
J Landes SRA I
T Shimobukaro SRA I

MSzoenyi Lab Asst

CATEGORY

1
3
2
2
2

25% 26-50% 51-75% MORE THAN 75%

X

EQUIPMENT

Lease of Becton-Dickenson Research FAGS 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 5 (Use Continuation Pages as necessary)



SECTJOIM iV

PROGRESS REPORT SUMMARY

grant numeer

principal invest.gator or program director

Jay A. Levy, M.D.
period covered by this report

from through

name of orga.nizaticn

TITs-E (P.soHat Title zhown ,n item 7 an first pagei
Isolation of Agent Responsible for AIDS

(SEE iAiSTRUCTIONSf . . ■ ■

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, C37 black, or C3H mice. Control
animals had less than 1% 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 antibodies 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 GEM 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.



.§1 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 FAGS 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 FAGS, 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 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 XG 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.) is 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 80% of them produce Factor VIII and have some properties
suggesting malignant potential. Moreover, our Kaposi's cell
lines have been examined by various histocheraical tests by Dr.

~6a-
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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 presence 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 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 pre^ss.

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



VIROLOGY II

ScCTiON 1 fcontmued)

SUMMARY OF PROPOSED WORK

iGRAMT NU^iSER

1 UOl CA34980-01

KEV PR0F£S3!CNAi_ PERSONNEL ENGAGED ON PROJECT

NAME POSJTSGN TITLE 1 DEPARTMENT AND ORGANIZATION

W. Lawrence Drew, M-D.
Ph.D

John Mills, M.D.
Alan Gottlieb, R.N.
Richard Miner, B.A.

To Be Hired

Associate Clinical Prof

jAssociate Professor
jNurse Practioner, II
.■Research Tech, IV
I

iResearch Tech.

Medicine, Clinical*
Pathology & Laboratory
^Medicine, U.C.S.F.
'Medicine, U.C.S.F.
Medicine, U.C.S.F.
Pathology Research
_Mt. Zion Hospital
Medicine, U.C.S.F.

GiV(2 3 brief iurnmar/ of oians 'or tbe .next year af iupcorr, inciuGiog the objectives and ioecific aims as ■well as the mathcsdolocy to be usaa to achieve
these aims. DO NOT EXCEED THE SPACE PROVIDED.

( "■

,1. Enroll 60 additional CMV seronegative homosexual men and correlate ac- i
jquisition of CMV with the development of abnormal H:S ratios. 1
\2. Collect sequential isolates of CMV from individual, healthy homosexual j
imen and analyse them by restriction enzymes to determine if these healthy {
jindividuals are also infected by multiple, different strains of CMV. I
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SECTION i!

NEXT BUDGET PERIOD
FoUqw instructions carEfully

FROM

5-1-84

THROUGH

4-30-85

GRANTWUMBER

iX CA34980
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUOGET PERiOO OOLLAHAMOUNT REQUESTED (Cm,t cents)

(AapUcant organization only) (See instructions) j TIME/EFFORT
SALARY

FRINGE
BENEFITS

totals
NAME TITLE OF POSITION % Hour? par

Week

W.L. DREW Pnncipai Investigator 20 8 0 KHiJ- MILLS CO-INVESTIGATOR 20 8 15,458 4,019
A. GOTTLIEB NURSE PRACTIONER 50 20 17,617 5, 285
TO BE HIRED RESEARCH TECH 50 20 13,532 4,060

'as?-■

1
1

1
1 i

SUBTOTALS ^ | 46,607 13,364 1 59,971
CONSULTANT COSTS (See instrucvonsj

N/A
EQUIPMENT (Itemize)

N/A

SUPPLIES (Itemize by category)
Plastic and glassware
CO^ & liquid N^
Tissue culture
Media 8, Sera

Reagents (antisera, chemicals, etc.P 4,596

TRAVEL
DOMESTIC

FOREiGN
SL.

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

alterations and RENOVAi IONS (Itemize by category)

CONSORTIUM^CONTRACTUAL COSTS (See instructions)

MT Zion Hospital
Salaries 16,411
Fringe Bens 3,692

Travel 1,600
Other Expenses 5,017
Supplies . - 9,184
Indirect costs45.3% 7,434 (16,411) 43,338

OTHER expenses (Itemize by categoryj

Computer costs
office supplies
Statistical & epidemiological consultation 383

TOTAL DIRECT COST (Enter cn Pace 1, (tew 10)
108,288

LNDiRECT
COST

(See instructions)

J *!'■ tms is a soeoal rate
"i explain

I

; i

i Date or DHHS
I agreement

Ttr
I '_J Not reciue^tcd

Under necotiation '/eth;

38,882 % TDC"

PHS 2SSG !Rev, 5*32) PAGE 3



VIROLOGY II GRANT RENEWAL N.I.H. #1 UOl CA34980-0I Subcontract to Mount Zion Hospital
SECTION n FROM THROUGH GRANT NUMBER

NEXT BUDGET PERIOD 5/01/84 4/30/85 1 UOl CA34980-01
Follow instructions carefully

A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omit cents)

PERSONNEL (Applicant organization only) (See instructions)

NAME TITLE OF POSITION

TIME/EFFORT

Hours per
Week

SALARY
FRINGE
BENEFITS

TOTALS

W—L^Mrence Drew,—M—D...Eb—D Principal Investigator JSL NQNE NONE
R, Miner Research Tech, IV 50 20 16.411 3.692

SUBTOTALS' 16,411 3.692. 20,103
CONSULTANT COSTS (See instructions)

N/A
EQUIPMENT (Itemize)

N/A

SUPPLIES (Itemize by category)
CO2 & liquid N2 413.
Tissue Culture 2,067.
Media & Sera 1,654.
Reagents (antisera, chemicals, etc.) 1,654.
Plastic & Glassware 3,396. 9,184

TRAVEL
DOMESTIC

FOREIGN International Congress of Virology 1 .600

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (Itemize by category)

N/A
CONSORTIUM/CONTRACTUAL COSTS (See instructions)

N/A

OTHER EXPENSES (Itemize by category)
Computer Costs
Office Expenses
Statistical & Epidemiological Consultation
Indirect Costs 45.3% (16,411.)

1,650.
767.

2,600.
7,434. 12,451,

TOTAL DIRECT COST (Enter on Page 1, Item 10),
43,338

INDIRECT
COST

(See instructions)

45.3 % s&w

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

Date of DHHS

agreement

3/23/83

IQ Not requested
'QUnder negotiation with:

% TDC

PW'Q qqqn /Hou r;/PO!
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!! GRANT NUMBER
SECTION n (contmued)

NEXT BUDGET PERIOD 1 U01 CA34980-01

B. SvJppierjiental mfofmation regarding ITEMS m the propo-sed budget for the next period yjnicn require exolanstion or juttificacron. (S'^s instrucoonsf

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%
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.



VIROLOGY 11

SECTION ni
FROM THROUGH GRANT NUM3ER

CURRENT BUDGET PEHJOD 5/01/83 4/30/84 1 UOl/CA 34980-01

The rcflowing terrains to /our CURRENT PHS budget. Do not include cost snaring funds, Tnis information in conjunction witfi that provided on
Page 2 wiil be useo m determining tne amount of suocort ^or the NEXT bucget cerioa.

i CURRENT
I 3UDQET

A. 3U0GET (st mpravad by
awaraing ijnit)

\1 Hi

ACTUAL
EXPENOlTUfiEa
THRU finssrznatsK

12/31/83

ESTSMATeO ADDITIONAL
£;<?E»j3iTURE3 ANO
O-JLiGATCNS ?0S
iit,VIAiNOEa OF

CUaSE.HT BUCGET
PEBiQO

(3J

TOTAL £3TiMA7E3
EXFEi^QITURES AND

GSlJSATiCNS
{Cst. 2 piiis CJL 3}

: M3

ESTIMATEQ
UNOaLlGATEO

BALANCE
^

iSub tract Cai. 4 from
Cat. n

ih)

1
TOTAL DIRECT COSTS | gg 34,424. 54,979. 89,403. 0,

INDIRECT COSTS fas provided) 1 ^ 499 2,882. 3,617. 6,499. 0.

\ 95, 902 .
i 37,306. 58,596. 95,902. 0.

8. THROUGH f.
See instructions and provide the information reauired in items 3. througn F, Use this oage and continuation pages as necessary.

B. PROFESSIONAL PERSONNEL

NAME TITLE CATEGORY 25% 26-50% 51-75% more than

W, L. Drew P. 1 . 1 X
J. Mills Co-Invest. 1 *

A. Gottlieb Nurse Pract. 2 -k

R- Miner Tech IV 2 ■k

M. Blair Tech 111 2 X
E. Mocarski Consultant 1 X
T. Merigan Consultant 1 X
To Be Hired Tech 2 -it

K. Taylor Secretary 2 X

C. 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.

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 Grant Series -

University of California

Project Title: The Role of Cytomegalovirus in the
Etiology of AIDS.

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

Annual Amount: $135,000.

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

Project Title: 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:

C. Hoffmann LaRQche,lnc.

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

Pending - Protocol 2564B

Project Title: 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.



VIROLOGY II •

SECTION IV
'

PROGRESS REPORT SUM-MARY

GRANT NUMBER

1 UOl CA34980-01

rSiiNiC'FAL iNVESTiGAT jR OR PRCGriAiVl D!F.£CTGR PERIOD COVERED BY THIS REPORT

W. Lawrence Drew, M.D,, Ph.D. FROM
. )THROUGH

NA.VE OF GRGANiZATlCN

Mount Zion Hospital and Medical Center 5/01/83
i
il/31/84

TiTL£ ifiep>^3t title sPawn m item 1 on first pogei

Studies of Acquired Immune Deficiency Syndrome
{S££ INSTRUCTIONS) ?

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. In
each patient at least two different strains were identified.



PUBLICATIONS

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

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-1ike
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. Cytomegalo vira 1 Infection in Healthy and
Immune Deficient Homosexual Men, in Ma P and Armstrong
D (eds): The Acquired Immune Deficiency Syndrome and
Infections of Homosexua1 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 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¬
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 V/L, Mintz L. Efficacy of the Condom as a
Barrier to the Transmission of Cytomegalovirus.
Submitted for Publication.



■

■

GRANT NUMBER
SECTION 1 {continued}

SUMMARY OF PROPOSED WORK UGI CA34980

KHY PROFESSIONAL PERSONNEL ENGAGED ON PROJECT

NAME POSITION TITLE DEFARTMEN' AND CRGANlZATiON

>
CL
o
o
H"
u»
<
a:
a

a:
O

ly
CO

a
z
<
iU
>
Q
§
UJ

VOLBERDING PA
2IEGLER J

ABRAMS, DI
LEWIS, BJ

PRINCIPAL INVESTIGATOR
CO-PRINCIPAL INVESTIGATOR
CO-INVESTIGATOR
CO-INVESTIGATOR

DEPT OF MEDICINE/SFGH
DEPT OF MEDICINE/CRI
DEPT OF MEDICINE/SFGH
DEPT OF MEDICINE/CRI

Give 3 bt:ef summarv of plans for the next year of suoport, inciuding the objectives and specific aims as well as the methodology 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 iymphadenopathy syndrome as weii as
AIDS associated Kaposi's sarcoma. We also wiii continue to coiiect materiitl
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 wiii include therapy of patients with diffuse
iymphadenopathy with recominant alpha interferon and therapy of Kaposi's
sarcoma with recominant gamma interferon and interieukin-2., Future
chemotherapy trials after the conclusion of enrollment in INCRF-i59 protoccj)i
serial immunologic monitoring.

VERTEBRATE ANIMALS INVOLVED D NO lJ YES if "YES," dennfy by ccn-,men names and underline primates.

PH3 2590 (Rev. 5iS2)



SECTION tl FROM THROUGH G-ANT NUMBER

NEXT BUDGET PERIOD
Follow instructions carefully

5-1-84 4-30-85 UI CA 3498QA

A. ITEMIZE DIRECT COSTS REQUESTED FOR MEXT SUCGET PERIOD DOL lAR amount requested iOm,x csnw

TiME.EFFORT fPERSONNEL iApqUcant organization only) [See .T.srructions}

NAME TiTLE CF POSiTiON % Hourj per
Week

SALARY
FRINGE
BENEFITS

TOTALS

P VOLBEEDIMl Pr.ncjpal Investiqator

D A.BRAMS CO-INVESTIGATOR
20 12.360 2.802

J ZEIGLER CO-INVESTIGATOR

B LEWIS CO-INVESTIGATOR

G GEE ADM. NURSE II

50 27,143 6.152
20
20
50 16,998 • 4,676

P ROY PR CLK 50 8,556 2,353

SUBTOTALS'

CONSULTANT COSTS (See instructions)

65,057 115,983 | 81,040
I

0

EQUiPME.N I (iternize)

SUPPLIES ihemize by category)
MAILING

REPRO/PRINTING
PHONE
OFFICE SUPPLIES
CLINIC SUPPLIES

^-Tfv U-YIr ,

! 1,284
DOMESTIC P VOLBERDING, D ABRAMS, G GEE 1,605

■

PATIENT CARE COSTS
INPATIENT 0
OUTPATIENT 0

AlTc:F?ATIONS AND niiNOVATiONS //fern/iT.? 0/ category!

0
CCNSORTIUM CCNTRACTUAL COSTS (See mstructiansi

"

0
CiTHEPi EXPENSES i/te.nue by category)
PHOTO PROCESSING

BOOKS, PERICDI'CALS 214

TOTAL DIRLCT C.OST (Enter cn Page 1 Item 70) 84,143

coiv
'T 's:ruct;ons'i

(e g or'-s r^j e.xpij.n

c( DriHS
; icreer-eM

'_i Noi. recu-erted

'CjU.'Mer ceGc: ctipr '/-jith;
>.

26, 232 'iTDC^

PHS SL-j fRev. E;P2i PTGE 3
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GRANT NUMBER
SECTION n (continued)

NEXT BUDGET PERIOD UI CA 3498QA

3 SiJppiementai information regarding 1T£;MS in the proposed budget for the next period wmch require expianatfon or justification. (Seemstruczicns)

PERSONNEL

P VOLBERDING 24% increase in salry since 5-1-83 due to promotional
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 im PC COMPUTER AND MONITOR TO BE USED FOR PATIENT DATA COLLECIIO^. $3,750
PATIENT DATA COLLECTION NEEDS HAVE INCREASED TO THREE TLMES OF
0RIC3SfIAL EXPECTATIONS.

SUPPLIES To accomodate cost of living increases these
TRAVEL sections have been adjusted upwards
OTHER EXPENSES to 7%.

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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SECTION III
FROM THROUGH GRANT NUMBER

CURRENT BUDGET PERIOD 5-1-83 4_30-84
■'

The follGi^irg cerxains to y-our CURRENT PHS budget. Co not inciude co5t sharing funds. This informaticn in conjunction Aiitn tnat provided on
Page 2 wiii be used in determining the amount of suoDort for the NEXT budget period. : -

A. BUOGST

CURfiE.*iT
suasET

fe isaravad b/
iY^ardipg unit}

ACTUAL
EXPENDITURES
TH R U finsn datgj:

EST!MATEO 430ITiC?iAL
£.it?E.N01TUfl£3 AND
aaUGAflGNS EOft
'?ENIAiNa£R OF

CUSaENT3U0G£T
PE3JOO

TOTAL ESTIMATEQ
EXPENDITURES AND

, CSllGAIiQNS
iCdL2pm Cai. 3!

ESTIMATED
UNOaUGATEp
balance

i$ijb tract CaL T from
Cai. 1}

(1) m (31 (5)

TOTAL direct COSTS
78,500 52,139 26,361 78,500

I.NOiRECT COSTS (as provided) 21,135 13,944 7,191 21,135

TOTALS
99,635 66,083 33,552 99,635

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

B. PROFESSIONAL PERSONNEL

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

P VOLBERDING

D ABRAMS

J ZEIGLER

B LEWIS

G GEE

P ROY

ASST PROF MED 1

CLN INSTR MED 1

PROF MED 1

ASSC CLN PROF
MEDICINE 1

ADM NURSE 2

PRIN CLK 2

X

X

*

C. EQUIPMENT

Toshiba P1350 printer and components to be used with IBM PC Computer
$1,798.87

D. TRAVEL

E.

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.

EXPLANATION OF COLUMN 5

None

F . OTHER SUPPORT

Paul A. Volberding, M.D.
City and County of San Francisco
Dept. of Public Health
"Study of AIDS - Outpatient Clinic"
7-1-83 to 6-30-84 Grant period
$390,541

FriS 25S0 iRev. 5/32) PAGc 5 fL'js? Ccntj'naati'on Pagas es



SECTION IV

PROGRESS REPORT SUMMARY
/

GRANT NUMBER

HOT CA34980
PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR

PATTT. VOT.RERDTNG, M.D.

PERIOD COVERED BY THIS REPORT

FROM

5-1-83 -

THROUGH

4^30-84 -

NAME OF ORGANIZATION

TTMTVERRTTY OP CAT.TFORNTA. SAN FRANCISCO
TITLE {Repeat title shown in item 1 on first pagei

PRINCTPATi TNVF,.STTGATOR
(SEE INSTRUCTIONS)

SEE ATTACHED SHEET

PHS 2590 (Rev. 5/82)



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 or. biologic response modifiers rather than
cytotoxic chemotherapy. Also because of the number of cases of
lymphadenopathy syndrome progressing to AIDS, therapy trials for
this syndrome will also be conducted.

SUMMARY OF WORK ACCOMPLISHED

A number of original observationsleve 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 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.



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 with diffuse lympha-



"... .
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denopathy with recombinant iirber4re«444rn---2-,~- Future chemotherapy
trials after the conclusion of enrollment in ICRF-159 protoco^l
will continue to invesitigate single agent chemotherapy with
serial immunologic monitoring,

HUMAN SUBJECT CONSIDERATION t

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 Kaposi's sarcomarecombinant 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.



PUBLICATIONS PA VOLBERDING

Ziegler JL, Stites DP. Immunopathogenesis of acquired immunodeficiengy
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, AbramsDl, 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)



Paul A. Volberding, M.D.

ABSTRACTS V '

1, Natural killer cell activity in homosexual men with Kaposi's
sarcoma. Seaman, VJ. , Ziegler, J., Volberdinq, Py-,- Conant, H, ,

Official Publication of the American Federation for Clinical
Research, {in press) 1983. '

2, Susceptibility to Kaposi sarcoma and HLA BW44, Colombe, B,W.,
Ccnant, M., Volberding, P., and Garovoy, M,R, American Federation
for Clinical Research (in press) 1983.

3, 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
Oncology, Vol. 2, Pg. 53, 1983.

4.,Single agent or combination chemotherapy of Kaposi's sarcoma in
A.cquired Immune Deficiency Syndrome. Lewis, B,, Abrams, D. Ziegler,
J,, Conant, M., Gee, G., Silverberg, I., Volberding, P., Proceedings:
American Society of Clinical Oncology, Vol. 2, pg. 59, 1983.

5. Imiriune thrombocytopenic purpura in homosexual men: Clinical mani-
festitations and treatment results. Abrams, D., Voldberdinc, P.,
Linker, C,, Kiprov, D., Moss, A., Sperling, J., and Embury, S. Blood,
Vol. 62, No, 5, Supplement 1, pg. 108a, Nov. 1983.

6. Syngenic bone marrow transplantation for patients with AIDS and
Kaposi's sarcomia. Mitsuyasu, . R., Volberding, P., Grocpman, J.
Champlin, R. Blood, Vol. 62, No. 5, Supplement 1, pg. 226a.

7. Recombinant alpha-interferon therapy for Kaposi's sarcoma in A.cquired
Immune Deficiency Syndrome, Volberding, P., Moran, T., Rudinck, S.,
Rothman, J. Proceedings: Second European Conference in Clinical
Oncology and Cancer Nursing, pg. 221, Nov, 1983,



UN|^RSITY OF CALIFORNIA, SAN FRcSHrRACTS AND GRANTS APPROVALlKî ISCORM

REVISED BUDGET ' (SUBMIT NINE COPIES OF THIS FORM)

attached are copies of a proposal
flNCLUDE ONE COPY FOR CONTRACTS AND GRANTS)

PAUL A. VOLBERDING, M.D.
from: (pi) JOHN Z

{LIST GREES)

funding agency: . NATIONAL INSTITUTES pp
HEALTH . •

agency address: 5333 WEGTBARD AVE.
BETHESDA—MB 20205 —

academic title: A^SST.—PROF OF MED PROF OF MED
department: DEFT MEP/SFGH CRI
campus mail stop:

^ SFGH WARD 86 ext, 4387
person to contact with questions about this

proposal: ROBERTA WILSON ext, 4337 agency deadline:
project dates: 05 1 845
funds requested: fidi ,04 7

(FIRST 12 MONTHS INCUUDING INDIRECT COSTS)

university franking no:

account/fund no:

(FOR 1ST CLASS MAILING)

(FOR EXPRESS MAILING)
project title: STUDIES OF ACQUIRED imUNE DEFKJlENL'y SyNDROME

TYPE OF PROPOSAL (CH ECK ONE IN EACH COLUMN):

-

new

d continuation of no.

□ renewal of no

□ supplement to no.

"frevision of no. ITOl CA - 09

^ research
□ training

□ career development

□ public service

□ equipment

□ conference

□ travel

□ grant

□ contract

□ subcontract

COMMITMENT OF SPACE: before a proposal is submitted, it is the responsibility of the department to
assure that appropriate spacewill be available for the duration of the project.
site of work: ckucsf pj&fgh k vamc other □ rent/lease.
list buildings and room numbers: SFGHWARD 86rUCSF; DERM CLN/M1273yMT ZION LADS
what department has space assignment? MEDICINE

INVENTIONS (FOR CONTINUATIONS AND RENEWALS): are there any inventions to report? □ no

COMPUTER: equipment purchases: $ q equipment leases: S

□ yes
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\ each copy of this contracts and grants approval form.
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1. IONIZING RADIATION/RADIOISOTOPES:
2. HUMAN SUBJECTS:

SPECIFIC RESEARCH PLAN{S) DESCRIBED
MULTIPLE PROJECT OR UNSPECIFIED PLANS
(GENERAL APPROVAL)

3. BIOSAFETY:

RECOMBINANT DNA
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5. CHEMICAL SAFETY:
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□ 0

0 □
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lEI □

0 □
□
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Qi' □

cx □

□
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RADIOISOTOPE APPLICATION FORM

COMMITTEE ON HUMAN RESEARCH APPROVAL LETTER
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MUA OR RECOMBINANT DNA
REGISTRATION DOCUMENT

1) INFECTIOUS AGENTS REVIEW FORM, AND
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REPORT AND CERTIFICATION
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REPORT AND CERTIFICATION
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DETAILED BUDGET FOR FiRS'^K-MONTH PERIOD: M
(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.
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Effort %

Based on
Annual Rate

Actual Gross Fringe Benefits Total

(m) CLINIC - CONANT 42 42,199 12,229
EPIDEMIOLOGY - MOSS 22,746 22,746 6 6Q7

IMMUNOLOGY - AMMANN 49,728 49,728 1 2 679

VIROLOGY 1 - LEVY 19,671 39.671 8 68 6
VIROLOGY 11 - DREW 46,697 46,607 13 364
THERAPY - VOLBERDING 62,669 62,669 15 2^'^

SUBTOTALS: 263,620 69 924 333,554

(2) CONSULTANT COSTS (itemize);

(3) EQUIPMENT- DEFINED AS COSTING $500 AND MORE (ITEMIZE):
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(6) PATIENT COSTS (inpatient):

(outpatient);

(7) ALTERATIONS AND RENOVATIONS:
(8) CONTRACTUAL OR THIRD PARTY COSTS;

VIROLOGY II 29,080

(9) OTHER EXPENSES (itemize):

CLINIC
IMMTTNOLOGY

5; 000
1;Q30

VIROLOGY I 36,741
EPIDEMIOLOGY 42,909

(10) TOTAL DIRECT COST(11) % INDIRECT COST • 27-.-7%5-1-84* -to - 6-80-84- -31-, 8-7% * 7-l-'84- -to- 4-30-8-4
(la) TOTAL REQUESTED FOR EXTRAMURAL SUPPORT
IF MATCHING FUNDS ARE REQUIRED. INDICATE AMOUNT S

460,575
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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
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OMB No. 0925-0637

DEPARTMENT OF HEALTH AND HUMAN SERVICES

PROTECTION OF HUMAN SUBJECTS
ASSURANCE/CERTIFICATION/DECLARATION

E] ORIGINAL E FOLLQWUP □ EXEMPTION
(previously undesignated)

E GRANT □CONTRACT □ FELLOW

□ New □competing E Noncompeting

□ OTHER_,
□ Supplemental

continuation continuation

APPLICATION IDENTIFICATION NO. (if known)

UOl CA 34980-02

POLICY: A research activity involving human subjects that is not exempt from HHS regulations may not be funded unless an Institu¬
tional Review Board (IRS) has reviewed and approved the activity in accordance with Section 474 of the Public Health Service Act as
implemented by Title 45, Part 46 of the Code of Federal Regulations (45 CFR 46-as revised). The applicant institution must submit
certification of IRS approval to HHS unless the applicant institution has designated a specific exemption under Section 46.101(b) which
applies to the proposed research activity. Institutions with an assurance of compliance on file with HHS which covers the proposed
activity should submit certification of IRB review and approval with each application. (In exceptional cases, certification may be
accepted up to 60 days after the receipt date for which the application is submitted.) In the case of institutions which do not have an
assurance of compliance on file with HHS covering the proposed activity, certification of IRB review and approval must be submitted
within 30 days of the receipt of a written request from HHS for certification.
1. TITLE OF APPLICATION OR ACTIVITY

STUDIES OF ACQUIRED IMMUNE DEFIENCY SYNDROME (AIDS)
2. PRINCIPAL INVESTIGATOR, PROGRAM DIRECTOR, OR FELLOW

PAUL A. VOLBERDING, M.D. & JOHN ZIEGLER, M.D.
3. FOOD AND DRUG ADMINISTRATION REQUIRED INFORMATION (see reverse side)

4. HHS ASSURANCE STATUS

□ This institution has an approved assurance of compliance on file with HHS which covers this activity.

Assurance identification number IRB identification number

□ No assurance of compliance which applies to this activity has been established with HHS, but the applicant institution will provide written assurance of
compliance and certification of IRB review and approval in accordance with 45 CFR 46 upon request.

5. CERTIFICATION OF IRB REVIEW OR DECLARATION OF EXEMPTION

□ This activity has been reviewed and approved by an IRB in accordance with the requirements of 45 CFR 46, including its relevant Subparts. This certifi¬
cation fulfills, when applicable, requirements for certifying FDA status for each investigational new drug or device. (See reverse side of this form.)

.Date of IRB review and approval. (If approve! is pending, write "pending." FoUowup certification is required.)
(mdg th/day/year)

□ Full Bo^rd Review □ Expedited Review

□ This activity contains multiple projects, some of which have not been reviewed. The IRB has granted approval on condition that all projects covered by
45 CFR 46 will be reviewed and approved before they are initiated and that appropriate further certification (Form HHS 596) will be submitted.

□ Human subjects are involved, but this activity qualifies for exemption under 46.101 (b) in accordance with paragraph (insert paragraph number
of exemption in 46. lOUb), 1 through 5), but the institution did not designate that exemption on the application.

6. Each official signing below certifies that the information provided on this form is correct and that each institution
assumes responsibility for assuring required future reviews, approvals, and submissions of certification.

APPLICANT INSTITUTION COOPERATING INSTITUTION

NAME. ADDRESS, AND TELEPHONE NO.

UNIVERSITY OF CALIFORNIA, SAN FRANCIS
CANCER RESEARCH INSTITUTE M-1282
SAN FRANCISCO CA 94143

NAME, ADDRESS, AND TELEPHONE NO.

:0 NONE

NAME AND TITLE OF OFFICIAL (print or type)

LORRAINE PETRAKIS,
CONTRACTS AND GRANTS OFFICER

NAME AND TITLE OF OFFICIAL (printer type)

SIGNATURE OF OFFICIAL LISTED ABOVE (and date) SIGNATURE OF OFFICIAL LISTED ABOVE (and date)

HHS 596 (Rev. 1 /82) (If additional space is needed, please use reverse side under "Notes.")



3. FOOD AND DRUG ADMINISTRATON REQUIRED INFORMATION (from front side)^^
According to 45 CFR 46.121, if an application is made to HHS requiring certification and involving use of an investigational new drug or device,
additional information is required. In addUion, according to 21 CFR 312.1(a)(2), 30 days must elapse between date of receipt by FDA of Form
FD-1571 and use of the drug, unless the 30fiay delay period is waived by FDA.

3a. INVESTIGATIONAL NEW DRUG EXEMPTION (ifmore than one is involved, list others below under NOTESh
SPONSOR NAME , .

DRUG NAME

DATE OF END OF 30-DAY EXPIRATION OR WAIVER NUMBER ISSUED

3b. INVESTIGATIONAL DEVICE EXEMPTION:
SPONSOR NAME

DEVICE NAME

Unless notified otherwise by FDA, under 21 CFR 812.2(b) (ii) a sponsor is deemed to have an approved IDE if: (1) the IRB has
agreed with the sponsor that the device is a nonsignificant riskdevice;and (2) the IRB has approved the study. (Check applicable box.)

(ZD The IRB agrees with the sponsor that this device is a nonsignificant risk device.
OR
D The IDE application was submitted to FDA on (date) . Number issued .

NOTES;

I

HHS 596 (Rev. 1/82) BACK



SECTION 1 • Form approved
OMB No. 0925-0001

DEPARTMENT OF HEALTH AND I^UMAN SERVICES

REVIEW GROUP TYPE ACTIVITY GRANT NUMBER (insert on
all pages)

PUBLIC HEALTH SERVICE 5 uol ca34980-02

,
TOTAL PROJECT PERIOD

APPLICATION From: 05-01 -83 Through 04-30-86
FOR CONTINUATION GRANT REQUESTED BUDGET PERIOD

From: 05-01-84 Through 04-30-85
1. TITLE

studies of acquired immune deficiency syndrome
2a. PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR

(name and address, street, city, state, zip code)
san fran^cisco get^eral hospital
volberding, paul a. m.d.
div of oncology ward 86
995 potrero ave.
san francisco ca 94110 &
john ziegler, m.d.
san francisco veterans adm. hosp.
room 141 san francisco ca

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

university of calif, san francisco
cancer research institute m-1282
san francisco ca 94143

ENTITY IDENTIFICATION NUMBER

1946036493a6
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)

TITLE AND ADDRESS OF OFFICIAL IN BUSINESS OFFICE OF
APPLICANT ORGANIZATION

contracts and grants officer

university of california
san francisco ca 94143

7. HUMAN SUBJECTS

□ NO Q<YES
d Exemption #
OR

K] Form HHS 596 enclosed PENDING
8. RECOMBINANT DNA

SNO □ YES

11. INVENTIONS (see instructions)

In Previously reportedOR

D Not previously reported

TELEPHONE INFORMATION

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

university of california, s.f.
cancer research institute UCSF
dept. of pediatrics, ucsf
division of dermatology, ucsf
san francisco general hospital
mt. zion hospital, san francisco

12a. PRINCIPAL INVESTIGATOR

ORPAUL a.volberdii

john ziegler, m.i

AREA

'*415

TELEPHONE NO.
AND EXTENSION

666-4387
12b. NAME OF BUSINESS OFFICIAL

(Item 6)

lorraine petrakis 415 666-2977
12c. NAME AND TITLE OF OFFICIAL

SIGNING FOR APPLICANT OR¬
GANIZATION (Item 15)

LORRAINE M. PETRAKIS
CONTRACTS AND GRANTS CFFIC

(415)
■R

666-2977
10. DIRECT COSTS REQUESTED FOR BUDGET PERIOD

460,575
13. DO NOT USE THIS SPACE

14. PRINCIPAL INVESTIGATOR/PROGRAM DIRECTOR ASSUR¬
ANCE: 1 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./(/& Code^ Title 18, Section 1001.)

\ SIGNATI

)'7a
OF PERSON NAMED IN 2a

rer" signature not acceptable)
DATE

15. CERTIFICATION AND ACCEPTANCE: 1 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
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.)

\ SIGNATURE OF PERSON NAMED IN 12c\ ///7 ink. "Per" signature not acceptable)
DATE

PHS 2590 (Rev. 5/82) PAGE 1



SECTION II

NEXT BUDGET PERIO"
FROM THROUGH GRANT NUMBER

Follow instructions carefully 05-01-84 ^
04-30-84 UOl CA 34980-02

A. ITEMIZE DIRECT COSTS REQUESTED FOR MEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omit cenrsi

PERSONNEL (Applicant organization only) (See ifistructions) TIME.EFFORT

SALARY
FRINGE
BENEFITS

TOTALS
NAME

.

TITLE OF POSITION %
Hours per
Ween

Pnncioal Investigator

CT.TNTC CONANT 42.199 12,220 'ji.' F,*

EPIDEMIOLOGY MOSS 22.746 6.597
i ■

IMMUNOLOGY AMMANN I 49.728 13.670

VIROLOGY I LEVY 39,671 8.686

VIROLOGY II 1 DREW 46,607 13,364 -• V
THERAPY 1 VOLBERDING 62,669 15,397

'V** r,'' 'A'r ■"'* ^ • *'

»!«• 1 . ' .■.

-

1

SUBTOTALS 63,620 69,934 333.554
CONSULTANT COSTS (See instructions}

-.•fc- V 'l • *•
•V-'" -T* • -i

i;.-

EQUIPMENT (Itemize)

CLINIC 5,000
VIROLOGY I 5,000

10,000

SUPPLIES (Itemize by category)

CLINIC 1,000
IMMUNOLOGY 3,008
VIROLcfeYI 34,050
VIROLOGY II 770
THERPAPY 999 39,827

TRAVEL
DOMESTIC CT.N 1 ,000 TMM 1,500 VRT 1,100 THRPV l.fiOR R

, 9nR
FOREIGN

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (Itemize by category)

CONSORTIUM/CONTRACTUAL COSTS (See instructions)

VIROLOGY I 29,080

OTHER EXPENSES (Itemize by category)

CLINIC 5,000
IMMUNOLOGY 1,030
VIROLOGY I 36,741
EPIDEMIOLOGY 138- 42,909

TOTAL DIRECT COST (Enter on Page 1, (tern 10)

j 'If this IS a special rate jDateofDHHS
0/eviM* I (e.g. off-s.te) ext3ia\n • agreement

140,467 sir Li-84 to 6-30-84

460,575

INDIRECT
COST

(See instructions)

; Not requested

Q Under negotiation with;

31.87K 7-1-84 to 4-30-84
%TDC* !

PHS 2520 (Rev. 5/82) PAGE 3



mVERSITY OF CALIFORNIA, SAN FhJjLciSCO
■ONTRACTS AND GRANTS APPROV/WoRM

(SUBMIT NINE COPIES OF THIS FORM)

attached are copies of a proposal
(INCLUDE ONE COPY FOR CONTRACTS AND GRANTS)

FROM: (PI) Paul A. Volberding. M.D.
(UIST PROFESSIONAL DEGREES)

FUNDING AGENCY; Naf-inn;^1 Tnfi1-i TiifPfi nf Hpal fh

agency address: Wp.stbard Ave.
Bethesda MD 20205

academic title:

department:

Assistant Professor of Medicine

Dept. of Medicine/SFGH
campus mail stop; SFGH WARD 86 ext 6--4387
person to contact with questions about this

proposal: POBF.PTA MTT-SON ext. 4387
project dates: MAY 1984-APRIL 30. 1985

(FIRST 12 MONTHS)

funds requested: $642 ^ 258

agency deadline: March 1, 1984
university franking no:

account/fund no:
(FIRST 12 MONTHS INCLUDING INDIRECT COSTS)

project title: STUDIES OF ACQUIRED IMMUNE DEFICIENCY SYNDROME

(FOR 1ST CLASS MAILING)

(FOR EXPRESS MAILING)

TYPE OF PROPOSAL (CHECK ONE IN EACH COLUMN):

□ new

(^continuation of no.
□ renewal of no

□ supplement to no.

□ revision of no

UOI CA34980-O2

□ research

□ training

□ career development

□ public service

□ equipment

□ conference

□ travel

□j^rant

□ contract

□ subcontract

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: aucsf (xsfgh « v a i^^^^gth er (^ r Immunology . Lab, Diy. of DermLIST BUILDINGS AND ROOM NUMBERS: gpCB AIDS/KS CLINIC 'r»1 nay Divifiinn Mf 7.1 nn Hnsp-Viro-
what department has space assignment? UCSF Dept of Medicine logy Lab

Cancer Research Institute
INVENTIONS (FOR CONTINUATIONS AND RENEWALS); are there any inventions to report? (xno □ yes

-0- equipment leases: S 0COMPUTER: equipment purchases: S

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

t. IONIZING RAOIATION/RADIOISOTOPES:
2. HUMAN SUBJECTS:

SPECIFIC RESEARCH PLAN(S} DESCRIBED
MULTIPLE PROJECT OR UNSPECIFIED PLANS
(GENERAL APPROVAL)

3. BIOSAFETY:

RECOMBINANT DNA

CLASS I*. 2*. OR 3 INFECTIOUS AGENTS

no

i?
□
□

m

CLASS I OR 2 INFECTIOUS AGENTS loJ

CELL CULTURE Q
4. ANIMALS: LOCATION OF ANIMALS GANGER RESEARCH □
5. CHEMICAL SAFETY:

CHEMICAL CARCINOGENS institute
FLAMMABLE AND/OR TOXIC COMPRESSED GAS

yes

P

K\
Qc

□

□

□

□

required attachment

RADIOISOTOPE APPLICATION FORM

COMMITTEE ON HUMAN RESEARCH APPROVAL LETTER

COMMITTEE ON HUMAN RESEARCH APPROVAL LETTER

MUA OR RECOMBINANT DNA
REGISTRATION DOCUMENT

1) INFECTIOUS AGENTS REVIEW FORM. AND
2) BIOLOGICAL LABORATORY INSPECTION

REPORT AND CERTIFICATION

BIOLOGICAL LABORATORY INSPECTION
REPORT AND CERTIFICATION

BIOLOGICAL LABORATORY INSPECTION
REPORT AND CERTIFICATION
VERTEBRATE ANIMAL USE SUMMARY FORM

FLAMMABLE SOLVENTS (OVER 10 GALLONS)

PERCHLORIC ACID

CHEMICAL CARCINOGEN APPROVAL FORM

COMPRESSED AND LIQUIFIED GAS
CYLINDERS APPROVAL FORM

FLAMMABLE LIQUID STORAGE USE
APPROVAL FORM

PERCHLORIC ACID APPROVAL FORM

submitted,

MF.T^T.F. SANUE. m.d. chair:

MARCH 1. 1984
date

MARCH 1, 1984
department chairman or
institute director

date dean of school date

sfgh, dean's office

714S5-I26

6/83

date acos research and
development. vamc

date



SECTION 1 Form Approved 0MB No. 0925-0001

DEPARTMENT OF HEALTH A^^HUMAN SERVICES

PUBLIC HEALTH SERVICE

REVIEW GROUP
SSS 9

5

ACTIVITY

001

GRANT NUMBER (Insert
on all pages)

CA34980-02

TOTAL PROJECT PERIOD

APPLICATION From; 05/01/83 Through: 04/30/8S

FOR CONTINUATION 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 C? ACQOiaED laMONI DEEICXEHCI SISDEC8E

2a. PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR
(name and address, sfreef, c;fy, state, zip code)

VOLBEBBING, PAUL A
SAN FRANCISCO GEHEEAl HCSP '
SEDICAI SERVICE,, 5H22
SAN FEASCISCO, CALIF 94110

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

OSI? OF CALIF, SAB FEANCISCO
CANCES EESEAfiCH lESl, H-1282
SA8 FfiAHCISCO, CA 94143

5. ENTITY IDENTIFICATION NUMBER
1946036493A6

2b. DEPARTMENT, SERVICE, LABORATORY OR EQUIVALENT
HEDICISE

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

CCNTHACTS ABB GHABIS CFFICEB
OFFICE OF EITBAaOBAL SOPPOSf
BSIVBBSIfl OF CALIFOSBIA
SAH FSASCISCO, CA 94143

2c. MAJOR SUBDIVISION
SCHOOL OF BEBICINE

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

01 SCECQl CF HEBICINE

COMPLETE THE FOLLOWING (See Instructions)
7. HUMAN SUBJECTS pj

, , /no Exemption #
□ NO Q] YES 1 j-^ ggg gpciosed

11. INVENTIONS (see instructions)

i Q Previously reported
□ NO LJ YES ] OR

I d previously reported8. RECOMBINANT DNA

□ no Gyes TELEPHONE INFORMATION

9. PERFORMANCE SITE(S) (organizations and addresses) 12a. PRINCIPAL INVESTIGATOR

OR

PROGRAM DIRECTOR (Item 2a)

AREA
CODE

TELEPHONE NO.
AND EXTENSION

12b. NAME OF BUSINESS OFFICIAL
(Item 6J

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 NUMB£R(S) WHERE ANSWER(S) APPLY.

14. PRINCIPAL INVESTIGATOR/PROGRAM DIRECTOR ASSURANCE; 1 agree to accept
responsibility for the scientific conduct of the proiect 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 (U.S. Code. Title 18. Section 1001).

SIGNATURE OF PERSON NAMED IN 2a. (In ink.
"Per" signature not acceptable)

DATE

15. CERTIFICATION AND ACCEPTANCE: 1 certify that the statements herein
are true and complete to the best of my knowledge, and accept tfts obligation
to comply with the Public Health Service terms and conditions if a grant Is
awarded as the resuU of this application. A willfully false certification is a
criminal offense (U.S. Code, Title 18, Section 1001).

SIGNATURE OF PERSON NAMED IN 12c. (In ink.
"Per" signature not acceptable)

DATE

PHS 2590 OPTIONAL (Rev. 5/82) PAGE 1
RETURN COilFLETED AFI-LICATION TO PHS AS SOON AS POSSIBLE:

KQ LATER THAN 1 MABCH 1984



SECTION 1 igk
Form approved

OMB No. 0925-0001

W
DEPARTMENT OF HEALTH AND HUMAN SERVICES

REVIEW GROUP' ACTiVITY GRANT NUMBER (Insert on
all pages)

PUBLIC HEALTH SERVICE SSS 9 5 UOI UOI CA34980 02
TOTAL PROJECT PERIOD

APPLICATION From: 5_1_84 Through 4-3C-86
FOR CONTINUATION GRANT REQUESTED BUDGET PERIOD

From: 5—1 — 84 'Through: 4_30-8 5
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

5. ENTITY IDENTIFICATION NUMBER

1946036493A6
2b. DEPARTMENT, SERVICE, LABORATORY OR EQUIVALENT

MEDICAL SERVICE
2c. MAJOR SUBDIVISION

DEPARTMENT OF MEDICINE
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 oot"?(415) doO""29 / 7
LORRAINE M, PETRAKIS
CONSTRACTS & GRANTS OFFICER
OFFICE OF EXTRAMURAL SUPPORT
UNIVERSITY OF CALIFORNIA
SAN FRANCISCO CA 94143

7. HUMAN SUBJECTS

□ NO 15 YES
mi Exemption #
OR

Q Form HHS 596 enclosed

11. INVENTIONS (see instructions)

Q Previously reported

[^NO DYES OR

8. RECOMBINANT DNA

CXNO □ YES

Q Not previously reported

TELEPHONE INFORMATION

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

University of California, S.F,
Cancer Research Institute UCSF

Dept. of Pediatrics, UCSF
Division of Dermatology, UCSF
San Francisco General Hospital
Mt, Zion Hospital, San Francisco

12a. PRINCIPAL INVESTIGATOR

OR

PROGRAM DIRECTOR (Item 2a)

PAUL VOLBERDING,M.I

AREA
CODE

TELEPHONE NO.
AND EXTENSION

^415 666-4387

12b. NAME OF BUSINESS OFFICIAL
(Item 6)

LORRAINE PETRAKIS 415 666-2977
12c. NAME AND TITLE OF OFFICIAL

SIGNING FOR APPLICANT OR¬
GANIZATION (Item 15)

10. DIRECT COSTS REQUESTED FOR BUDGET PERIOD

488,090
13. DO NOT USE THIS SPACE

14. PRINCIPAL iNVESTIGATOR/PROGRAM DIRECTOR ASSUR¬
ANCE: I 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./U.S. Code, Title 18, Section 1001.)

\ SIGiy^URE OF PERSON NAMED IN 2a\ On "Per" signature not acceptable)
DATE

15. CERTIFICATION AND ACCEPTANCE: I 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
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.)

\ SIGNATURE OF PERSON NAMED IN 12c\ (tn ink. "Per" signature not acceptable)
DATE

PHS 2590 (Rev. 5/82) PAGE 1



GRANT NUMBER
SECTION 1 (continued)

SUMMARY OF PROPOSED WORK ' UOi| CA34980 0 2

KEY PROFESSIONAL PERSONNEL ENGAGED ON PROJECT

NAME PGSiTiON TITLE DEPARTMENT AND ORGANtZATlGN

1) CLINIC
2) EPIDEMIOLOGY
3) IMMUNOLOGY
4) VIROLOGY I
5) VIROLOGY II
6) THSR.\PY

CONANT, MARCUS
MOSS, ANDREW
AMx^IAN, ARTHUR
LET/Y, JAY
DREW, LAWRENCE
VOLBSRDING, PAUL

DIV?|OF-DERMATOLOGY UCS
DEPTA^OF EPIDEMIOLOGY."
DEPT, OF PEDIATRICS
CANCER RESEARCH INST "
MT ZION HOSPITAL/SFGH -

DIV OF ONCOLOGY/SFGH

Give 3 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; i
(1) continue epiderniologic surveillance studies of the sexual contacts of
AIDS patients seen at the KS clinic, compare clinical features of KS in
AIDS patients to the classical form, and provide tissue and serum specimenis
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 ncn-Hodgkin's lymphoma in homosexual men (AR Moss);(3)

jimm.unclogic and functional assays of T cell subsets and monocytes in pre-
AIDS and AIDS patients to define iirmiunopathogenesis, follow imjnune param.e-

,ters in patients receiving interferon and IL2 therapy (AJ Amman); (4)
i

jcontinue studies of viral etiology of AIDS by inoculating AIDS tissues
linto Balb-C and CH3 mice and newborn hamsters, baboons and chimpanzees

|(JA Levy); (5) continue surveillance of CMV-'sero-negati ve homosexual men

pnd conduct extensive immunologic studies when sero-conversion occurs,
pontinue CMV analysis of homosexual men to determine strain variations andl
effects of multiple-strain infections (WL Drew); (6) continue to study
natural history of KS and lym.phadenopathy syndrome, initiate treatmient

protocols using ICRF-159, gamuma-interferon, and interleukin-2, study
natural history and treamtent of ncn-Hodgkin's lymphoma in homosexual men

(PA Volbercinc, JL Zlecler, PI Abram.s) .

VERTcERATc ANIMALS INVOLVED i_J NO YES If "YES," .dsn:ify by common names and underline primates.

PHS 2590 (Rev. 5/821 PAGE 2



jETAILED budget for FII^ 12-month PERIOD:
(1) SALARIES; LIST ALL SALARIED, NON-SALARIED UC PERSONNEL. PROJECfMERIT, 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
Effort %

Based on
Annual Rate

Actual Gross Fringe Benefits Total

(R.j CT.TNTC - CONANT, M. 42,199 42,199 12,220
F.PTnFMTOT.OGY - MOSS, A. 24,678 24,678 7,157
TMMTTNOT.nOY 54,109 54,109 15,685
VTROT.nOY T - T.F.VY, .T. 39.671 39,671 8,686
VTPOT.nOY TT - DPFU, T.. 46.607 46.607 13.364
THFPAPY - VnT.RF.PDTNG, P. 65.057 65.057 15.983

SUBTOTALS; >• 972.3?1 73.095 ,345.416
(2) CONSULTANT COSTS (ITEMIZE): Ci

(3) EQUIPMENT- DEFINED AS COSTING »500 AND MORE (ITEMIZE): miTT.TF.R CDITNTF.R $^,000

(4) SUPPLIES (ITEMIZE BY CATEGORY):
CLINIC 1,000
EPIDEM 0

LN 2. substrates, plastic, slides, chemicals, film

IMMUN 3,008
tissue culture media« fetal calf serum, filters.

VIROL 1 34,050
freezing vials, masks, sterile robes, gloves,

VIROL 11 4,596
biochemical supplies.glassware. C02. sera.

THERAPY 1,284
reagent.q (anti serais mailing repro/printing,
phone, office .supplies, clinic supplies

5,000

43,938
(5) TRAVEL IDOMESTICI; CT.N 1,000 ~ TM 1 ^ SCO - VRT 1,100 - THRP - l.bOS

(FOREIGN);
5.205

SL
(6) PATIENT COSTS (INPATIENT):

(OUTPATIENT):

(7) ALTERATIONS AND RENOVATIONS;

(8) CONTRACTUAL OR THIRD PARTY COSTS: _

VIROLOGY (MT ZION HOSP, SALARY, SUPPLIES, OTHER EXPENSES, INDIRECT COSTS) 43,338

(9) OTHER EXPENSES (ITEMIZE):

CLTN 5,000 VRll -m-
-ERX- -0- THER -214-
IMMUN 0-
-AiRl- 34,596

40,193

(10) TOTAL DIRECT COST(11) % INDIRECT COST . 27:77o- 5-1-84- to- 6-30-84- • •31-.8-7-%- •7~l-&4 -t-o ■4-30-85
(12) TOTAL REQUESTED FOR EXTRAMURAL SUPPORT
IF MATCHING FUNDS ARE REQUIRED, INDICATE AMOUNT $ SOURCE OF FUNDS

488,090

154,168
642,258

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



SECTION II FROM THROUG^^
NEXT BUDGET PERWD 5_1^84 4-30^5

Follow ins-tructions carefully

GRANT NUMBER

^UOI CA 34980 A 02

A, ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omit csntsj

PERSONNEL (Applicant organization only} (See instructions!

NAME TITLE OF POSITION-

TIME/EFFORT

Hours per
Week

SAI-AfiY
- '

■ ■ ■■

FRINGE
BENEFITS

TOTALS

Prmcipai Investigator

CLINIC
EPIDEMIOLOGY
IMMUNOLOGY
VIROLOGY I
VIROLOGY II
THERAPY

■CONANT 4 2 ji'^9 9 ]2, 220
MO^
t^MMANN
.E7/Y

DREW
-OLBERDIMC

?4;ft7R 7,1^7
IS,685

39/671
d6

^ AH7 \ 13I 364
I 1 5, 983,

SUBTOTALS- ^777,3^1 173,095— 345, 416
CONSULTANT COSTS (See instructions!

EQUIPMENT (Itemize!

CLINIC 5,000
EPIDEMIOLOGY 0
IMMUNOLOGY 0
VIROLOGY I 5,000
VIROLOGY II 0
THERAPY 0
SUPPLIES (Itemize by category)
CLINIC 1,000
EPIDEM 0
IMMUNOLOGY 3,008
VIROLOGY I 34,050

VIROLOGY II 4,596
THERAPY 1,234

43,938

TRAVEL
DGMESTic CLN 1.000-iM l.sr'O-vBT 1 ino-THRP 1 Rnq 5,205
FOREIGN

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (itemize by category!

CONSORTIUM/CONTRACTUAL COSTS (See instructions!

VIROLOGY II 43,338

OTHER EXPENSES (Itemize by category!
CLINIC 5, 000 VRI 34,596
EPI 0 VRII 383
IM4UN 0 THRP 214 40,193

TOTAL DIRECT COST (Enter on Page 1, (tern 10}
TTT7

488,090

i?N!DIRECT
COST

(See instructions!

1 f this IS a soecial rate

(e.g. cff-site) expiam

154,168

% ssw*

-G^-rP^-1 5-l-84to 6-30-84
31. 871b7-l-84 to 4-30-85

Dace of DHHS
aareement

ID Not requested
'D Under rieJOtiaticn with:
I
I

%TCC*

PHS 2590 (Rev. 5/82) PAGE 3



SECTION II FROM THROUGH GRANT NUMBER

NEXT BUDGET PERlOd^ 05-01-84 O 1 u> 01i UOI CA349080-02
Follow instructions carefully

A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omit cenai

PERSONNEL (Appiicant organization oniy) (See instructions)

NAME

CONANT, M
VOLBERDING
GREENSPAN, J
BAUMGARTNER, F

TITLE OF POSITION

Principal Investigator
CO-INVESTIGATOR
CO-INVESTIGATOR
NURSE PRACTIONER

TIME/EFFORT

10
10

Jil
100

Hours per
Week

SALARY
...

SrQQQ

23,?39

FRINGE
BENEFITS

lr56Q
1,300

7,182

TOTALS

TO BE HIRED CLK/DATA ENTRY 50 7.260 2.178

SUBTOTALS' 42,199 12,220 54,419
CONSULTANT COSTS (See instructions)

EQUIPMENT (Itemize)
COMPUTER TERMINAL STAND/ALTERATIONS
TISSUE HOLDERS LN2
LNa STORAGE

m

5,000
SUPPLIES (itemize by category)

LN2

KNIVl^S (FOR CRYOSTAT,. PIPETTES, SLIDES)

1,000

TRAVEL
DOMESTIC CONANT,M
FOREIGN

1,000

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (Itemize by category)

CONSORTIUM/CONTRACTUAL COSTS (See instructions)

OTHER EXPENSES (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

INDIRECT
COST

(See instructions)

*lf this is a special rate

%S&V\!* ' (e.g. off-site) explain
Date of DHHS

agreement
I□ Not requested
IQ Under negotiation with:

27.7% 5-1-84 to 6-30-84
19,146 rt^TDc; '

7-'l-84 to 4-30-85
PHS 2550 (Rev. 5/82) PAGE 3



SECTION II #
FROM THROUGH ^

GRANT NUMBER

NEXT BUDGET PERIOD
Follow instructions carefully

5-1-84 .1^ 1 LO O1 00 e UOI CA349080-02

A. ITEMIZE DIRECT CCSTS RECUESTED FOR NEXT BUDGET PEFiOO DOLLAR AMOUNT REQUESTED (Omit cenaj

PERSONNEL (Apoiiconr arganuanan anty} (See mst/VcrronsJ

NAME .
TITLE OF POSITION

TlME.EFrORT

Hours per
WeeK

salary
FRINGE
BENEFITS

MOSS. A Princtoal invesxigator 25

PETRAKIS. N PROFESSOR & CHR
DRITZ, S, DEPUTY CHIEF 10

OSMOND, D ASSOC SPECLST 30

SWIO. L STAFF PF.q a.q.qr SJCL

7.809

BACHETTI, P STATISTICIAN 25
8,7^?
6.168

"2.265

2r543

SUBTOTALS' f^2,746 6,597 29,343

CONSULTANT COSTS (See mstructionsJ

■ .■'I

EQUIPMENT (Itemize}

SUPPLIES (Itemize by category}

TRAVEL
DOMESTIC

FOREIGN

patient care costs
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (Itemize by category}

CONSORTIUM/CONTRACTUAL COSTS (See instructions}

OTHER EXPENSES (Itemize by category}

MAILING, XEROXING EXPENSES
138

TOTAL DIRECT COST (Enter on Page 1, (tern 10} 29,481

I *lf this is a special rate
I (e.g. off-Site} explain
IINDIRECT

COST
(See instructions}

Date of DHHS
agreement

;Not requested
G Under negotiation with;

27.7 5-1-.84 to 6-30-84
31.8Vy-l'-84 to 4-30-85



SECTION II — FROM
NEXT BUDGET PERIOD^ 05-01-84

Follow instructions carefully

THROUGH GRANT NUMBER

04-30-8W UOI CA349080-02

A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Om/t cenoJ

PERSONNEL (Aopiicanr orgamzanon only} (S^n imtrucrionsJ

NAME TITLE OF POSITION

TlME;ErFORT

Hours per
Week

salary
FRINGE
BENEFITS

TOTALS

LEVY, J Princioal Investigator JJL
MORROW, J IRES IMMUN
LANDES, J
SHlMOBUkARb, T

ASL 8,611
ISRA I 100 21,792 6,102
ISRA I 25

SZOEMYI, M ILAB ASST 25
4,874 1,354
4,394 1,230

SUBTOTALS' 39,671 8,686 48,357
CONSULTANT COSTS (See mstruczionsi

5f>

EQUIPMENT (Itemizei

COULTER COUNTER $5,000

5,000

SUPPLIES (Itemize by categoryI

TISSUE CULTURE MEDIA AND FETAL CALF SERUM
PLASTIC.PIPETTES, SLIDES, FILTERS, FREEZIND VIALS
MASKS,^STERILE ROBES, GLOVES
BIOCHEMICAL SUPPLIES 34,050

TRAVEL
DOMESTIC

FOREIGN

1,100

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (Itemize by categoryl

CONSORTIUM/CONTRACTUAL COSTS (See instructions!

OTHER EXPENSES (Itemize by category!
C02 & 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 /, item 10)

7/ , ^ . * 'U t»iis 13 a spesiai riiVjt TT
i fe.g. explain

125,248

INDIRECT
COST

(See instructions!

Date of DHHS
agreement

I Not requested
CUnder negotiation with:

27.7% 5-lr84 to 6-30-84
' 31.8^i°'7-a-84 to 4-30-85

rrc ^



SECTION II

NEXT BUDGET PERIOD
Follow instructions carefully

%
FROM

05-01-84

THROUGH

04-30-"
GRANT NUMBER

UOI CA349080-02

A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omit cents)

PERSONNEL/Apo'/canf orcan/^af/orr on/y/ (See instructions) ) TiME/EFFORT
salary

FRINGE
BENEFITS

TOTALS
NAME TITLE OF POSITION %

Hours per
Week

AMMANN, A Principal Investigator 10

■

7.-^ -j'j's- ' 1- .Li5-%.-T-:^Lv^\ --;

STITES, D CO-INVESTIGATOR 10

CASAVANT, C CO-INVESTIGATOR 10 .

ARIAS, N HOSP LAB TECH 100 32,206 9,114
KALECEK, T STAFF RES ASSC 80 17,522 4,556

iT" J'-''

SUBTOTALS ► 49,728 13,670 63,398
CONSULTANT COSTS (See instructions)

0

EQUIPMENT (Itemize)

0

SUPPLIES (Itemize by category)

\

PLASTIC CULTURE SUPPLIES

tr-

3.008

TRAVEL
DOMESTIC 3 TRIPS FOR INVESTIGATORS 0 500 each 1,500
FOREIGN

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (Itemize by category)

0

CONSORTIUM/CONTRACTUAL COSTS (See instructions)

0

OTHER EXPENSES (Itemize by category)

1,030

TOTAL DIRECT COST (Enter on Page 1, item 10)
6R .QTfi

INDIRECT
COST

(See instructions)

J'If this is a special rate J Date of DHHS J□ Not requested
%SS(W* ' (e.g. off-site) extiiam | agreement 1GUndernegotiation with:

1 1 . *

27.7% 5-lr84 to 6-30-84 1 1
^^''^^^31.8^J°*7-H.-84 to 4-30-85 i !

PHS 2590 (R«v. 5/82) PAGE 3



SECTION 11

NEXT BUDGET PERIOOW
FROM THROUGH ^ GRANT NUMBER

05-01-84 0010n10 UOI CA349080-02
Follow instructions carefully

A. ITEMIZE DIRECT COSTS REGUESTED FOR IViEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omit cents/

PERSONNEL (Applicant organizar/on only) (See instructions) 1 TiM£;EFFORT

NAME TITLE OF POSITION
Hours per
Week

SALARY
FRINGE
BENEFITS

TOTALS

DREW, L Princioal Investigator 2SL
mills. j CO-INVESTIGATOR 2iL 4.019

GOTTLIEB, A NURSE PRACTIONER 50 20 17,617 5,285
TEH RESEARCH TECH 50 20 13,532 4,060

5L." f -^

I . ^ '^i A# Jf ■ .

5fe£i.
SUBTOTALS' 46,607 13,364 59,971

CONSULTANT COSTS (See instructions)

.^■7 Vi'^'

-.L.' ITf

EQUIPMENT (Itemize)

0
Ba?nWTrr:nT^

*7;; ■■fav^r'' 1"^ -

SUPPLIES (itemize by category)
PLASTIC & GLASSWARE
C02 & LIQUID N2
TISSUE CULTURES
MEDIANS SERA
REAGENTS (ANTISERA, CHEMICALS, ETC.) 770

TRAVEL
DOMESTIC

FOREIGN

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (itemize by category)

CONSORTIUM/CONTRACTUAL COSTS (See instructions)
MT ZION HOSP SALARIES 16,411

FRINGE BENEFIT 3,692
SUPPLIES 543

INDIRECT COSTS 45.3%
(S & W)

7,434

29,080
OTHER EXPENSES (Itemize by category)

TOTAL DIRECT COST (Enter on Page 1, Item 10) 89,821

j 'If this IS a special rate
%S&W* ' (e.g. o(f-site) exp\a\n

IINDIRECT
COST

(See instructions/

Date of DHHS

agreement
: Not requested

C Under negotiation with:

28 001 5—1—84 to 6—30—84
31.'8TS* 7-1-84 to 4-30-85

PHS 2590 (Rev. 5/82) PAGE 3



SECTION II

NEXT BUDGET PERIOD^
FROM THROUGH GRANT NUMBER

•
Follow instructions carefully 5-01-84 04-30-85 UOl CA34980-02

A. ITEMIZE DIRECT COSTS REOUESTED FOR MEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omtt cenrsJ

PERSONNEL (Apoiicanr organization onlv) (See mstrucTionsf

NAME TITLE OF POSITION

TIME/EFFORT

Hours per
WeeJt

SALARY
FRINGE
BENEFITS

TOTALS

0
,692

W.Lawrence Drew,M.D.PhaD.! Pr'ncmai invesnqator
R. Miner

20 0 -

Research Tech 50 20 X6r411

'•♦"iv
V'-.i

•' V • lis*
'■}>4 w >

v;;

• t

- ,.j -

SUBTOTALS 16,411 3,692 20,103
CONSULTANT COSTS (See instrucuonsj

N/A

V 'C'rr ':;- ' r- :
EQUIPMENT (Itemize}

N/A

0

SUPPLIES (Itemize by category)
PLASTIC & GLASSWARE
C02 & LIQUID N2
MEDIA & SERA

•

REAGENTS (ANTISERA,CHEMICALS, ETC.)
1, 543

TRAVEL
DOMESTIC

FOREIGN

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (Itemize by category}

N/A

CONSORTIUM/CONTRACTUAL COSTS (See instructions}

N/A

OTHER EXPENSES (Itemize by category}

Indirect costs 45.3% (16,411) 7,434 7,434

TOTAL DIRECT COST (Enter on Page 1, (tern 10) 29,080

INDIRECT
COST

(See instructions)

45.3 %S&W'

%
^sXDC

•If this IS a special rate
off-Site) explain

Date of DHHS
agreement

J Not requested
C Under negotiation with;

PHS 2550 (Rev. 5/S2) PAGE 3



SECTION 11 FROM THROUGH GRANT NUMBER

NEXT BUDGET PERIOD^
Follow instructions carefully

05-01-84 04-30-^ UOI CA34980-02

A. ITEMIZE DIRECT COSTS RECUESTED FOP ;MEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omtt txna>

PERSONNEL (Apoficanr organuanon onivi iSee mstrucvonsJ I TIME/EFFORT

NAME TITLE OF POSITION Hours per
Week

SALARY
FRINGE
BENEFITS

TOTALS

2>802
6,152

VOLBERDING, P Prmcioal Investtgator 20 12,360
ABRAMS, D
ZIEGLER, J

CO-INVESTIGATOR
CO-INVESTIGATOR 20

27,143

LEWISr B CO-INVESTIGATOR 20
GEE, G ADM. NURSE 50
ROY, P PR CLK 50

14,610
8,556

4r090
2,353

<-y-

SUBTOTALS-

CONSULTANT COSTS (See instrucr/ons/

0

> 5i-

EQUIPMENT (Itemuei

SUPPLIES (itemize by categoryi

COMPUTER PAPER
MAILING
XEROX ^StJPPLIES m

999

TRAVEL
DOMESTIC VOLBERDING, ABRAMS, GEE
FOREIGN

1>6Q5

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (itemize by category)

CONSORTIUMyCONTRACTUAL COSTS ^See instructions)

OTHER EXPENSES (itemize by category)

TOTAL DIRECT COST (Enter on Page 1, Item 101 80,670

INDIRECT
COST

(See instructions)

%S&W'

*tf this is a special rate

(e.g. orf-site) explain

27.7% 5-11-84 to 6-30-84

25>15l3l.8'75°'7-Il-84 to 4-30-85

Date of DHHS
agreement

I□ Not requested
IO Under negotiation with:

PHS 2550 IRev. 5/82) PAGE 3



SECTION II (continued)

NEXT BUDGET PERIOD

GRANT ISiUMBE

UOI CA3

6. Supplemental information regaraina ITEMS m the proposed budget for the next period AHich reouire expiarjation or justification. (See instructions}

SEE INDIVIDUAL SECTIONS FOR "NEXT BUDGET PERIOD"
JUSTIFICATIONS. '

AND "NEXT BUDGET PERIOD"

TRAVEL/fAND^PTHER EXPENSES . U
THE UNIVERSITYldr^CALIFORNIA; -^SAi^

DUE TO COST OF LIVING INCREASES IN SUPPLIES,
THESE SECTIONS WERE INCREASED BY 1%,
FRANCISCO PERSONNEL SALARIES AND FRINGE BENEFITS WERE^INCREASED ON AN^
AVERAGE OF 8% and 12%. THE RESULT OF THE INCREASE-IS iA^TOTAL DIRECT
COST OF $488,090. FOR'THE PROPOSED ' 84-» 85 BUDGET .PERIOD I'^ THIS IS LESS
THAN AN OVERALL 1% INCREASE OVER THE $457,463 TOTAL DIRECT COSTS FOR
THE '83-'84 BUDGET PERIOD. . I

PHS 2590 (Rev. 5/82) PAGE 4



WW"
SECTION HI

FROM THROUGH GRANJ NUMBER
UOI|£A34980A 02CURRENT BUDGET PERIOD 5-1-84 4-30-85

The following pertains to your CURPENT PHS budget. I3o not include cost sharing funds. This information In conjunction with that provided on
Page 2 wiil be used in determining the amount of supoon for the NEXT budget period.

A. BUDGET

CURRENT
BUDGET

(as lapraved by
awarainqmuff

in

ACTUAL
EXPE.N01TURE3
THRU (iimrrdara):

(25

eSTSMATEO AOOmONAL
EXPENDITURES ANO
OSLIGATiONS FOR
BE^AlNOEfl OF

CURRENT8U0GET a*

PESIOO

(35

TOTAL ESTIMATED
EXPENDITURES A.NO

^'OSLIGATIONS
VCai Ip)uf CaL 1)

* Ml .

ESTIMATED
UNOBLIGATED

BALANCE*
(Subtract CaL 4 from

Coi. U

'(5)

TOTAL DIRECT COSTS 457,463 240,521 216,942 ^ "467,463 0

INDIRECT COSTS (as provided)
-

0,f
, Ifsf. R4 . 0=,q 61

, Bra 106,766 0

TOTALS >•
564,229 295,479 268,750 564,229 0

>
o.
O
o
H
LL
<

a

cr
o
LL

ILI
(/)

a
z
<
iU
>
O

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

SEE "CURRENT BUDGET PERIOD" PAGES IN EACH SECTION

LU

PHS 25S0 (Rev. 5/82) PAGE 5 (Use CcnOnuoticn Pages es necessary)



SECTION IV 0/^
PROGRESS REPORT SUMMARY :OaA

G^NT

UOI CAIKSO 02 - '

PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR

PAUL VOLBERDING JOHN ZIEGLER
PERIOD COVERED SY THIS REPORT

FROM

5-1-8 3

THROUGH

4-30-84
NAME OF ORGANIZATION

UNIVERSITY OF CALIFORNIA, SAN FRANCISCO
TiTLE (Repeat title snown in item 1 on first page/

STUDIES OF ACQUIRED IMMUNE DEFICIENCY SYNDROME
(S£E INSTRUCTIONS}

SEE "PROGRESS REPORT SUMMARY" PAGE IN EACH SECTION,

>
a.
O
O

u,

ai
a

a:
o
u,

ly
c/)
:d

o
z
<
UJ
>
O

UJ
rr

PH3 2590 iRov. 5/82) PAGE 6 (Lhe Continaaaoo Page as necessar//



SECTION i:

NEXT EUOGcT
FcUovj Instruc'.cns carsfully

FROM 1 HnouGn^ iGFA,jN.T NUMBcri

# 1
May 1, 1984 April 3T7, BSil Upi CA34980 - 0^

A. I i £MiZE OlFECT CC'STS ncCUcSTEC FOR NEXT EUCGE i FEr.iCO ! COLL-Aft A.%10UN i fiE_UE3 i cD 'O'nif
PE.= S CNNEL -^cciicznT zr:zi,iiziri>on zmv* .nsxrucTicns; ~;.Mt 5.= =0FT i

FRiriGc
£ENE.= tT5

!
NANIE ! TITLE Of POSITION

1
! Houri oer 1
! 1

SALAHY

1 totals
M. Conant j Princ.Cor invfiT.a^ror 10 1 f 6,000 1,560 * .'7,560 :P. Volberdina ^ Co.- Investigator 10 i ! 5,OK) 1,300 •

. 6,300 i
F. Baumoartner ^ CN l){ 100 i 40 1 23,939 7,132 : 31,121 rjTo be hired i vkr 50 : 20 j 7.260 >-1L_2^178 6,-300 A]

1 i \
^ - v>-r-. ; , . i-: 4

I i

V:j

.»■?. Z-'.- i

i 1 ! • "5'^ N'T-."* j
' 1 1

'
r r ' . . - J

f ---A ' :4 J.'.T
suarcTALS' _i».i 42.199 ! 12.220 I 54.419

CCN3CLT-Ni COSTS iSct insv.-ucnonsJ

ECljir\iE.''iT Jzcrntz-ij

Computer terminal stand/alterations

Tissue holders for LN2
LN 2 Storage

I 5,000
ES zzz^zor-i)

L.N2
Becksted ( substrates, plastic, slides, chemicals, film )
Knives ( for Cryostat, pipettes, slides )

1,000

TP.AVE>
"ccvEsriFl f4. Conant 1,000
■CPEtON

PATIENT CAF.H CC5i5
: IM =atien'

i O'J I r - j ; £.\
A;_Tc-~i>-^ I -CNo AND r. ATiC-NS iltirr.izz zv czzzzory,

CONSCP I iLT.TCCNTPACT JA_ CCS i S iS<s !n:::,-uc:ic

iMailing; Xeronir.g: Graphic slides presentations:
Printing; Pathology processing
Becksted (color plates, ect )
Periodicals, and Books.

TOTAL DIHLCT C ";ST ^5/-c; A;:;-; /, /r-u /:

; oC .

iw-'f J C; /

119,146
31.87-5
TOO' '

i." r ' r.f *' :

^ 1" L-;!Ar

I 5,000
I 66,419



I (conr.nwsrj}

SUiMMARY OF PROPOSED WORK
I h 'w?H £n
I llioi CA34980 - or

KE'' FPO:=£5-'3:C'-iAL PznSC.'jNEL ENGAGED CtN FF.CJcCT

.'•JAME ?G£.riC% TiT'.E ! ^0€?ArtTVt£.>iT ^NO C^GA.M. AT.C^

Marcus A, Conant, M,D.

Paul Volberding, N,D,

John Greenspan, Ph.O

Jay H. Beckstead, M.D.

Assoc. Clin. Prof., UCSF

Asst. Prof, of Medicine, UCSF

Prof, of Oral Biology S Oral
Pathology

Asst. Prof, of Pathology

j ■

j Depiatol ogy, UCSF . '

^hool of Medi cine, UCSF
•5'r'vv .^•••- **7/^ ' . -"'SS

Division of Oral Biology, '
UCSF

Pathology, UCSF

G.vi» 2 '2r"if juin.Tiar/ or oians for tne '>exr v^ar of juccort, including cne objecrives and jc-cific aims as Aeii as nse mernoccicqy to be usee "o acnieve
rrscsa aims. CO .NOT SXCcEO THE SPACE PFOVJDED.

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

I A. Contact Study
; 1. Presentations to professional groups •

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

I 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 j
Committee of San Francisco, by Nurse Coordiantor. . ;

B. Traditional Study I

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

coordinated through K.S. Nursing Coordinator. jCo K.So Patienu Study 1

1. Presentations to professional groups
_ 1

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. j
This will be done by Nursing Coordinator. j

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

1. In collaboration with Or. J. Greenspan the Nursing Coordinator will continue
to coordinate specimen collection for the specimen bank, !

2. The Nurse Coordinator and Principal investigator will establish new .

areas of specimen collection in the community, !
3, The-Nurse -Ccqrdinaton.wi.l 1 .xoordir^ate. these Jiew_actlYitLes_,__



SECT10M m
! FRC'M j T.—nO'wGn ^

CUnRENT BUDGET PERIOD 1 May 1, 1983 j Apri1 30,
^!L

. "n-.:3 i". zcr.

m
Tn« fct!o«*-ir.q osricins ro vcur C'-"^c'4i cucc^t Co not nc j^c; zax sra'-rc nines

2 /j»:! ;<! •jS'::a ;n c rinin^ :^c i—oont ci lu'corx 'or :r.a EaT cncg>;t r-.-.co.
luncticn witJi :na: crcviCto cn

A. 3J:GCT

•

::?RViT
HLCGcT

"jt laarvu*^ jy
art-anO'/t^ -jn^cj

(I)

1! E <?='isr'j-HE
! 'Hnw' lifliP't /w

|01/31/84
i '
1 fT

iiT-vi-sj
£<-S'iair'j9i£j 4.\n
■j2'--G-r.a.vs rj-i

1 -ic-ajiiioCn "if
' Cj.aasifluCGgT ¥
i
• i2\ ■

£57S«'A:ES
nfX'E'JCiTUFEE AS2

/CE5.JGATiQf.3
T JCntK 23'Mi CJL ll

EZT;.M,l7eS
w'!SS3L!GA-£j

3AlA?liS
iSi.i>trxx CJL 1 'roin

CJL U

: 45?

TOTAL CiBSCT COSTS 63,451 1 37,873 ; 30,573 ' .,^|f68;451 '-p..
IMCIHECT COSTS 'a prpvicaol

i}£! "

lb,932
j (0
! 10,492

j ^ ^ -i:>
6,440

1 t q -3 -2.
16,932 0

TOTALS s-

i C'. > 3

85,383 oB;00
~r-
^

.

• 37,013 ^8^5 ,^81 0
B. THRGUGH F.
S«JS instructicna and provide tha '.rformaticn requirec in items 3. 'hrcugn Use nlis csge and cunt;nuation pag« 3S necsssan/.

r. 221 '■ -
.. . . Sir^'jc/on F; •■■j cs ni~^'~^3ryl



SECTION IV

PROGRESS REPORT SUMMARY

<3RA,\T NUMa£R
_

UOI CASIRSO 0 2
FHsrSiClPAL l!\iVE£TiGATCR CR FSOGRAjU D(fi£CTCR

MARCUS A. CONANT, M.D.
PERJOO COVERED BY THIS REPORT

THROUGH

4-30-84 ^
Qf QfiQAmZAJiCH

UCSF, DIVISION OF DERMATOLOGY
I Ww «ic ^iw*v// I# 9 a ha^t '>1^$%

PRINCIPAL INVESTIGATOR
■ '-^Is * -^5.4'

(S££ iNSTfiUCT.'CMS} ■■"t ■*" Hr'''^ ■
A

■

* ■ .

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. 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 dene 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, Lym.ph nodes D.
3. KS tumor skin E.
C. Normal skin tissue F.

KS tumor bowel tissue
KS tumor spleen
KS tumor tonsil

In the Sera Bank 300 sera specimens have been collected from
patients with the following ■ • '
A. AIDS
B. KS
C. AIDS related conditions

D. Lymphadenopathy
E, ITP

These specimens have been allocated and stored from 2 to 15cc
per tube in Icc vials..

1 A



PUBLICATIONS

Modlin, R-/ Meyer, P., Hofman, F., Mehlmauer, M., Levyi N., Lukes, R->
Parker, J,, Ammann, A., Conant, M, , Rea, T-. and Taylor;^C,: ~

T-Lymphocyte Subsets in Lvmph Nodes from Hocnosexual Meti.v, JAMA, 1983
Vol, 250:1302-05 ^^

Meyer, P., Modlin R,, Mehlmauer, M,, Taylor, C.","' Lukes, "R,, Conant, M.
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SUMMARY OF PROPOSED WORK

jiSP^ iUMBi
i uo: :A34980 02

KEY rROFE33;CNAL PERSONNEL ENGAGED ON PROJECT

NAME FOEiTLCN TiTLE G€?ABTMENT AND CRGANIZA.nCN

A. R. Moss," Ph.D.

N. Petrakis, M.D.

S, Dritz, M.D.

D. Osmond, M.A.

P. Bacchetti, M.S.

L. Swig, B.A.

Adjunct Assistant Professor - .

Professor, Chairman of Dept.

Deputy Chief

Assoc. Specialist, Epidemiology
i

I Statistician
1
I

! Staff Research Associate

Epi^iiology S International
Health'; UCSF
Epidemiology S International
HealthruCSF
Burea u"^of Cotnrnun i cable " •

Disease Control, S.F.
Epidemiology S International
Health, UCSF
Epidemiology & International
Health, UCSF
Epidemiology & International
Health, UCSF

G ve 3 anef iurr.marv of sians for next v*?ar of iuccort, ;nc:uatng tne oo'sfctiv^s ana xecTIc aims as -weil as tne metncxJotcg"^ to 08 'jsea to ich;8V8
tnsta a;ms. CO NOT EXCEED THE SPACE PRC^'IDED,

jl. In association with Selma Dritz, M.D., we will continue to collect and analyze AIDS
I 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
! poDulation-based analysis of mortality among San Francisco-resident AIDS cases in
I Fall 1984.
j
: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
: San Francisco AIDS casefindlng 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
j will be initiated in 1984-85.

:3. In collaboration with Drs. J. Ziegler and 0. Austin, AIDS incidence in San Francisco
I wil 1 be compared with incidence of other tumors believed to be associated with the
: acquired immune deficiency syndrome (including non Hodgkln's lymphomas and squamous
I cell tumors of the mouth and tongue) as reported by the California Tumor Registry.
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S. Dritz, M.O. Deputy Chief . - i - ^ mm

0. Osmond, M.A. Assoc. Specialist i 30 1 8,472iii^. 2,457
L. Swig Staff Research Assoc.50 ' 9,S14 2,759 1
P. Bacchetti Statitician i 25 i 6,692 ■ 1,941

i i •

-V>T ^

i ! ! i 1
1 1

i ' <

i i 1 • 1
i ! ! !
i 1 i 1
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fPCM
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THRCLiCH

4/30/84

WriANT NUMBER -

CA 34^1 02

Tr.o ^0'ic»'vtng *o ycu'" CwFFENT PHS Sucqet. Co icr ■nauoe cast jr.annq nanci. Thi5 inncrmstior. in, co*ijunction Wat cr-jvicfed on
FjCd 2 wtil 'JSc'J -n carermininu 'ns amount ar succor; 'cr :ne \i£."<T cudget oiwioo.

.A. SdCGcT
aiiCGsT
4C3!VTii.)/

ww.'sjwJ? 'jnn.'

ii)

€X?5NO)nifi£3
THRU Oftsarr;*i:

<2?

eSTiMATcg 420ITICNAL
6X?£yOlT!JnE3

. <3dL!GAT}C.«s-5R
ii£«A=«5£aaP

luoGcr ■.
fSHJCO

a) '■

■

TOTAL €3T:i?AT5Q
CAFSSOiTUBES ASO
=QSUCATm«S

C3T;S^ATC J
U^iQ€l!GATcq

BALANCE
{Suiirxt ^ ffom

C^.li

- (5? %'f-H

TC-AL C '=£:t costs 29,343 23,581 5,762 ""3ft 29,343

INCIHS CT COSTS ias crcvicac) 8,128 6,532 1,596 8,128

totals ^ 37,471 30,113 7,358 37,471 -

E. THFCUGH F.
Sd:i instructions ana orowica We infcrmation rscuirec! W items 3. tnrcuqn f. Use this cage anc continuation pages as necessary.
B. Professional Personnel

NAME TITLE CATEGORY LESS THAN 25^0 25-50% 51-75% MORE THAN 75%
A. Moss,

N. Petrakis

S. Dritz

D. Osmond

L. Swig

P. Bacchetti

Adjunct Assist,
Professor
Professor
Chair. Dept.
Deputy Chief
Communicable
Disease Control
Associate
Specialist
Staff Research
Assistant
Statistician

F. Other Support

A. R. Moss, Ph.D.

D. Osmond, M.A.

L. Swig '

NIOSH "Occupational Exposure in Adult Glioma Patients". $95,997
State of California "A Case-Control Study of Acquired Immune

Deficiency Syndrome Diseases". $125,815

NIOSH "Occupational Exposure in Adult Glioma Patients" $95,997
State of California "A Case-Control Study of Acquired Immune

Deficiency Syndrome Diseases". $125,815

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

fACF. cL4 zs
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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 annua! 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 v/as 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-controT 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 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.

?Rii\iC-P—i- !N V esriGA roe OR peccRAivi DIRECTOR

A. R. Moss, Ph.Di
iMAME -F CF-GAr-4!ZATiCi\

I. Moss A.R., Bacchetti, P., Gorman, M., et el. AIDS in the "gay" areas of San Francsico
Lancet 1983; ii:923-4.
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Moss Bacchetti P, CsiTiCnd D et al. Incidince of the Acquired
Immunodeficiency
(Submitted 2/84)
Immunodeficiency Syndrome in San Francisco 1980-1983ft'lvThe Lancet

■ '

Mess AR^ McCallum J, Volberding P, Bacchetti P, DritifS// 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

paoe 16



Sc-i-TlOi'J I (continued}

SUMMARY OF PROPOSED WORK
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PRINCIPAL INVEST IGATOR
CO-INVESTIGATOR ^

CO-INVESTIGATOR
fi-iimwAiX 'f-: y

V>■•--• ,-.4 t: .>i-- " *

Give 3 br.ef summary of ofans for the fiext year of suoport, Inciuding the objectives and soecific aims as yveil as the methodoiogy to be used to achieve
these aims. DO NOT EXCEED THE SPACE PROVSCED.

I Research will continue to analyze the specific immunologic abnor.malities |
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 abnormaiityj
may explain the inability of patients to re spond to antigen with an j
appropriate antibody■response. Defining the specific defect which is j
found in"pre AIDS" will have important implications regarding pathogenesis,
of the immunodeficiency. We continue to define T and B ceil subset j
abnormalities in the groups of patients. The extent of these abnormalities
and the specific patient populations in which these abnormalities are j
found are being utilized for correlation with epidemiologic and clinical
data to improve diagnosis and therapeutic approaches. Detailed evaiuation:
of the patients receiving immunotherapy is in progress. One hundred patienc
will be
in this

therapy
between

treated with 9 doses of recombinant DNA interieukin-2, Included |
study is an immunologic evaiuation of patients before and during
as well as in vitro incubation studies to determine the correiaticn
in vitro response and subsequent in vivo response, j

ir.'ALS i; M > cS i' "\ZS.'' ci'iur,- cy unccrjjr.e

Fvis: r, ^ ,P A., c, >
» s. .<z J . V y PAGE J 7
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NEXT BUDGET PERI®
Follow instructions carefully

from [through grant number

3/1/84 ^ 4/30^ CA3498OA 02
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omit cents^

PERSONNEL (Applicant organization only! (See insrructionsj

NAME TITLE OF POSITION

TIME/EFFORT

Hours per
Week

Aar-f
SALARY-^

FRINGE
BENEFITS

TOTALS

-nft.rthur- J.—Amrasnn ■
P'-incipai Investigator -m- N/A

■ D an t e l Investfoator iQi.
Conrad Casavant
Nan I ta Arias
Teresa Kadlecek

CO- Investigator im. N/A
Hps. Lab, Tech ]QQZ M. $,\}k
Staff. Res. Assoc. M. 21,303 • 6^

SUBTOTALS >■ ' c;i<
^ T QQ I 15

CONSULTANT COSTS (See instructions}

EQUIPMENT (Itemize)

SUPPLIES (Itemize by category)

Plastic Tissue culture supplies 3,008

TRAVEL
DOMESTiC 3 trip for invest igators S SQO each
FOREIGN

I, son

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (Itemize by category)

CONSORTIUM/CONTRACTUAL COSTS (See instructions)

1

OTHER EXPENSES (Itemize by category)

TOTAL DIRECT COST (Enter on Page E Item 10) 7't.302

I^JDiRECT
COST

(See instructions)

% saw

' if this IS 3 special rate j Date of DHHS [ Lj Not requested
(e.g. otf-sixe) explain j ogreement i; negotiation

1 1
1 1
1 1
1 !
1 !23,164 %TDC^

PHS 2590 (Rev. 5/82) PAGE £g



SECTf^^^ il (continued)
NEXT BUDGET PERIOD

♦T NUMBER n'-i

m-'
CA 3498OA 02

8. Stjppiemenial information regarding ITEMS m the proposed budget for the next period wmch require explanation or justification. (Seeinszmctions)

w

• - ^V-^4ir'v.'.- ii'i 41't'®; r' '
" r ^ V

PERSONNEL^ .

Increased technician time: The present single PTE Is divided between one
principal Investigator and two co-Investigators. In the nearly one year that
the grant has been In effect, the investigators have required two PTE - - ■ -
technicians. ^Theaddftfonal technician has "been-temporari iy funded'froni* a one
year state grant which wli l not be avallebie after this year.--The number ot-
studies whIch- we ere committed to performing to- fulf{11•the objectives of the
grant will require the additional FIE.-. A.stngle. technician can-perform-20
functional assays of T-cell--immunity per week and analyze the-data. This — •
number is required to perform the Tnltial-and-follcw up studies cn-lOG patients
with AIDS who are-gclng to receive IL2 treatment beginning In Apri 1-0.f--l9£4 and
continuing for one year. Without the added- PTE the studies cannot"be performed
and the effects of 1L2 on-the Immunologic status of the patient cannoT. b© _

assessed. This is critical information which must be obtained to-determine If
a cUnieal effect of IL2 can be correlated with-an immunologic effect, ---—

Simultaneous studies in AIDS and AIDS related syndrome-must a I so be performed
utilizing lymphocyte-phenotyplng-end-monccional- antibody. -Because two -
technicians are therefore-required we-are requesting-thar all-funding'be "
applied to technical salaries. Funding for additional supplies will be obtained from
other sources.

ECUIFMENT:

$12,000 lease of B.D. Research- Analyzer is deleted-due to coverage from "other
sources. These funds-are rebudgeted among personnel and remaining categories
individually justified.

PHS 2590 (Rev. 5/£2) PAGE 1^9



SECTION Itl

CURRENT BUDGET PERIOD

FROM

3/1/84

THROUGH

4/30/85

GRANT NUMBER

CA^4S80A XL2.
The following pertains to vQur 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

A. BUDGET

CURRENT
8U0GET

(as 3pprQV9d by
awarding unit)

<1)

ACTUAi.
EXPENDITURES
THRU iinstndata):

1/31/84

EmMATED AOOITtONAL
EX?£?(DITURE3 ANQ
OSLSGATiO.MS FOR
HEWAINQER 3F

CURRENT BUDGET
. PERIOD

(3)

lOTAi. ESTiMATEO
EXPENOITURES AND
S08UGATI0NS

l{€al29)usCai.3)

ESTIMATEO
UNO8LIGATE0

BALANCE^
(Subtract CaL 4 firom

cm. t)

(£)

TOTAL DIRECT COSTS 68,798 38,843.31 ^'29,954.69 -0-

INDIRECT COSTS (as provided)
15,733 9,434.44 6,293.56 -0-

TOTALS >-

84,531 48,277.75 36,253.25 -0-
8. THROUGH F.
See instructions and provide the information required in items B. through F, Use this page and continuation pages as necessary.

8. Name Title Category less than 2S% 26-501 5I~75^ More tha
Arthur J, Ammann Professor I
Daniel Stites Professor i
Conrad Casavant Assoc. Clin Prof.l

Equipment:

1. Bechman Refrigerated Centrifuge $4,362.52
" note BD Research Analyzer lease are covered from other funding sources

2. Ranna #8o86 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 # ML 20985, (100^ Technician salary)
4/1/83 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 7/1/33 through 6/30/84

DanieI S tites

NICHHD-13543, Basic and Clinical studies of preterm parturition
$45,753 4/1/33 through 3/31/84

DanieI S11tes
State of California AIDS Research Grant

$115,000 7/1/83 through 6/30/34

PHS 25S0 {Rev. 5/82) PAGE ^ Q (L':s Continuation Pages as necessaryl



the amount of immuncglobuMn detected. Elutlon studies have Indicated that
these Immunoglobulins are not Intrinsic but are fixed to the surf^'b of the
T lymphocytes. Whether these represent Immune complexes, cytophlilc
antibodies or ant I-lymphocyte ant I bodies will be further Investigated.

Using simultaneous twc-cotor fluorescence wIth phycoerythrin.^-lebeled and
FITC labeled monoclonal antibodies, we have been able to detect Jarge
amounts of CR antigens on the surface of both helper and suppressor T-lymphocytes
In these same patient groups. Again, there Is a relative increase":from S
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
cdditionai study.

We have studied a group of CMV negative Individuals end 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 subsets. We are continuing to fellow
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 transient.

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

CbjectiY<?5 Fgr The Ccmins Y^^r:

Research will continue to analyze the specific ifrimunologic ebncrmailtles
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 en ear Iy abnormality may explain the
Inability of patients to respond to antigen with an appropriate antibody
response. Defining the spec IfIc defect which I s found In "pre AIDS" will have
Important implications regarding pathogenesis of the immunodeficiency. We
continue to define T and E ceil subset abnormalities In the groups of patients.
The extent cf these abnormalities and the specific patient populations In which
these abnorma1 ities are found are being utilized for correlation with
epidemiolegic and clinical data to improve diagnosis and therapeutic
approaches. Detailed evaluation of the patients receiving Immunotherapy Is In
progress. One hundred patients will be treated with 9 doses cf recombinant DNA
inter1eukIn-2. Included in this study is an immunoicgic evaluation cf patients
before and during therapy as well as In vitro incubation studies to determine
the ccrreiatlcn between in vitro response and subsequent in vivo response.

Res -arch Involving Human Subjects:

Cur laboratories utilize blood samples from patients and we have
received human experImentaticn approval. The risks of obtaining blood samples
are minimal. The potential benefit to the patient Is great if improved
immunoicgic diagncsis can be obtained.

page 21
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SECTION IV

PROGRESS REPORT SUMMARY

(3®fiyiT NUMBER

UOI CA34980 02

PRINCIPAL INVeSTiGATOR OR PROGRAM DIRECTOR

Ai^TKUR J. Ai4MANN

PERIOD COVERED BY THIS REPORT
FROM

D-1-8 3

THROUGH

4-30-84
NAME OF ORGANIZATION

UNIVERSITY OF CALIFORNIA, SAN FRANCISCO
TITLE iBeoeac title shown in item J on first pagei

^ f- ■ ■ r- J ■ ■

Studies of Acquired Immune Deficiency Syndrome ^ -
(S££ INSTRUCTIONS} 3.^

The scientific 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) end 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 croups 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~celI 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 Immunization in patients with severe impairment of T-celI
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
limpet hemccyanln. 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 investfgated to determine
whether immunologic abncrmaI 11ies In these groups of patients are consistent
with AIDS, Two groups were defined, patients with hemophilia receiving
concentrate factor VIli therapy and pediatric patients with blood transfusion
related AIDS or AIDS acquired by means of vertical transmission from en IY- 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 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 studies have provided a basis
for determining whether or not peripheral bleed studies accurately reflect the
distribution of immunologically competent oells within the tissue of affected
patienTS.

Flew cytometric analysis 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 immuncgicbuiin are present on both T
helper and T suppressor cells in these various groups. There is a
quantitative increase from healthy to lymphadenopathy to full-blown AIDS In

PHS 2590 (Rev, 5/'£2) PAGE ^ 2 Continuation Page as necessary)



Bib! !c^r.ap.hy

1. Ammann AJ, Ccwan MJ, V/ara DW, Wefntrub P, Dritz S, Goldman H/^Perklns HA< •

Acquired ImmuncdefIclency In en infant: Possible transmission by means of
blood products. Lancet 1:956-958, 1983.

■ "

2. Ammanr AJ, Abrams D, Ccnant M, Chudw1n D, Ccwan MJ, Vol bending P, Lewis B,
Casavant C. Acquired Immune dysfunction In homosexual men: Immunol ogle

.y.Profiles. Clin. Immunol. ImmunQpath. 27:315-525. 1983.

3. Ccnte JE, Had Iey WK, Sande M, Ammann AJ. Infecticn control guidelines
for patients with the acquired Immunodeficiency syndrome (AIDS).
J. fed. 309:740-744, 1983.

4. Modi in RL, Meyer PR, Hofman FM, Mehlmauer M, Levy NB, Lukes RJ, Parker JW,
Ammann AJ, Conant MA, Rhea THy, Taylor CR. T lymphocyte subsets In lymph
nodes from homosexual men. JAMA 250:1302-1305, 1983,

5. Welntrub PS, Kcerper MA, Add lego JE, Drew LW, Lenette EI, Miner R, Cowan MJ,
Ammann AJ. Immunologic abnorma111les In patients with hemophilia A.
J. Pedlat. 103:692-695, 1983.

6. Modlin RL, Meyer PR, Ammann AJ, Rea TH, Hofman FM, Vaccaro SA, Conant MA,
Taylor CR. Altered distribution of B and T lymphocytes In lymph nodes from
hcmcsexual men with Kaposi's sarcoma. Lancet 2:768-771, 1983.

7. Jaffe HS, Ammann AJ, Abrams 01, Lewis 8, Golden JA, Ccmp1IcatIons of cc-
trimoxazoIe in treatment of AIDS associated Pneumocystis car iniI pneumonia
in homosexual men. Lancet 2:1109-1111, 1983.

8. Abrams Dl, Lewis BJ, Beckstead JH, Casavant H, Drew WL. Persistent diffuse
lymphadenopathy In homosexual men: Endpoint or Prodrome? Ann, int. Med.
(In press).

9. Drew WL, Mills J, Dylewski J, Casavant H, Ammann A, Bredie H, Merlgan T.
CMV Infection: Is the cause of abnormal T-lymphocyte subset ratios In
hcmosexuai men, (Submitted for publication).
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Give 3 cr sf jjjrnmery of pians 'or "he oext year of iucoori, incuding che aojecttves anc jp-rcific arrrs as vveii as die metnodoiccy to de usee: to acr.je'/e
these aims. DO MOT EXCEED THE SPACE PR0V5DED.

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 susceptible to a .

variety of known viruses. These cells will be cocultivated with white cells and sperm
from individuals with AIDS. In addition, the v-/hita calls 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 ani.mals 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
1m.munolGgic 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 a

j intimat
d1 vidua

; The tes
■ sorptio
I scopy.
i Fina
i Kaposi'
for its

11 these studies, sera from patients with AIDS, a collection of sera from close
e contacts of AIDS patients over at least six months, and normal healthy gay in-
Is will be used in an attempt to identify the agent responsible for the disease,
ts conducted will include immunofluorescence testing, hemagglutination, hemad-
n, reverse transcriptase assays and interferon assays, as v/ell as electron micro-

lly, we shall continue to establish and characterize cell lines derived from
s sarcomas. We ultimately v/ant to develop a tumorigenic line that can be studied
transformation properties and presence of cncogenic viruses.

a e; ne tr-rrioiii.

Mice



SECTION 11 FROM THROUGH GR,!^|^UMS£R
NEXT BUDGET P£R\<W 5-1-84

' T ' ■■4_30-^ : UI^^p4980A 02Fodow wnst/'scticoa cartfullv

A. iTEMiZE CtPECT COSTS REQUESTED FOR NEXT BUOGET PERiCO DOLLAfi|UlifOUNT REQUESTED fC.'n,t csnaf
^Aodlc^nt ':irnantz3tiQn oniyi nstructicns} TIMc'ErFORT

FRINGE
EENEFITSNAME 1 TITLE OF PCSiTlCN

I
% Hours c«r

k

SALABY'^ TOTALS

t J TLVY, M.D. 1 Prsncica) lnv95t»«;ato<' ' - 10 .

J MCPROW 1 RES EdMUNOLOr-IST 40

J L^MDES 1 SRA I 100 21,792».: 6,102 '
d T SHUMCBUKAF-O ! SRA I 25 4.S14 i1/354 --
r' M S20ENYI 1 lAR ^SSV 25 4,394 - ' 1,230

11
f
r

-■J

4m

SUETOTALS' -^1 39,671 8,686 48,357
COWSULTAf^T COSTS IStis insTructian::J

EQLMP\;tNT tltemuei

COULTER COUNTER $5,000

SUPPLiES Urefni^ii iy cjregary/

Tissue culture media and fetal calf serum

Plastic pipettes, sidhes, filters, freezing vials
Masks, soerile rotes, gloves
Biochemical supplies ( H-thymidine, lectir^, scintillation fluids)

1 5,000

fI ~
1 «.**• -

34,050

TRAVE_
I OCMESTiC
!

; F, E: G iM

i 1,100
0

PATiEMT CAF.E COS^S
j iiSiPATiEN"
CUTFATIE.^"

L. t H n A- I tCNS A.ND -'.SNCV ATiCNS J?v t:jragor>.

CCrSiSCRTILM'COl^>iTn AC . COSTS iS'id >ps:rucT!ansJ

O T H c • ^ L.5 *, 5 w S f- y C-i:dgory t

CO^ ana LN tari;s
Aninel rraintenance costs; mice, and guiirea pigs; isolation cages,
special isolation care

Gcuns. caos, masfe, shoe covers
Secretarial costs, publishi.nq cdsts ! 34,596

TOTiL Dir. cCT COST :zn:~r cr Fqcp 7, i:~-n 1 j'

lost

'j SdvVV

36,818

123,103
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NEXT BUDGET PERIOD . -j UI CA 34|§0A 02
E Supuiementai mtofmation reparair.f^ ITE:VS n rna prcco^ea'cuda^t for tr.ij n<ixt ptjriad ftnicn reauirsj sxpigRatiCR or iustificjpcn. fSrfS tr.swcT/onsJ

Equipment

We have requested $5,000. to buy a Coulter CounterFtbyb^ placed^in
our P-2 facility. At this time, we must take the whitejdells; after
they are separated through Ficoll-Hypaque gradients'landT^biint' them" inj.
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 • ''b-
and also could present problems in the bio-safety requirements for sep¬
aration of euqipment used in AIDS research. We, thus, hope that funding
for this important piece of equipment will be approved.

p.- 3 u3e/. £■£:) ?ag3 -26



SECTIOiy ni

CURRENT BUDGET PERIOD

FROM

5-1-83

through
' '

4l30_84
GRAJNiTJJUMBER

' UI^'^4980A 02
fern';-

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

a. 8U0GET

CURRENT
BUDGET

fas ippravad by
tvnnsing unit)

(t)

ACTUAL
EXPENDITURES
TH HU iinairt date):

(23

ESTiMATEa AOOITIQNAL
EX?EN3ITUR£S Ai*iO
aSLIGATlCNS FOR
A£VA!NQE8 OF

CURRENT BUDGET
PERICO

<31

total estimated
EXPSSlOtTURES AND
i? OBUGATiCNS
i^:iCoL2?iusCaL3)

(4) '

ESTIMATED
UNOBLIGATED

BALANCE •
(SubtrKt Cat 4 -ratn

Cat. U

m

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 ►
153,563 65,330 88,238 153,568 0

B. THROUGH F.
See instructions and provide the information required in items 8. through F. Use this page and continuation pages as necessary.

PROFESSIONAL PERSONNEL

NAMI TITLE

J Le^/y
J Morrow
J Landes
T Shimobukaro SRA. I
MSzoenyi Lab Asst

Assc. Prof
"in training"
SRA I

CATEGORY

1
3
2
2
2

25?^ 26-50% 51-75% MORE THA.N 75%

X

EQUIPMENT

Lease of Becton-Dickenson Research FAGS Analyzer

TRAVEL

Domestic travel to the East coast for an AIDS Conference.

OTHER SUPPORT

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

PHS 2590 (Rav. 5/S2) PAGE ^ 'y ('J:e Continuation Pages as necessary)
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Jay A. Levy, M.D. :THROUGH
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Ti OLE ireofist r/r/e inot-vj ,n itsm 1 cn hrzt paqei
Isolation of Agent Responsible for AIDS

■ ■■

■-

t2c£ //VSTRUC TICNS;

1 . Inoculation of concentrated
patients with AIDS into newborn an

white
1mals from

®from
four?"different

cells andl^sera c.

strains of mice, and from guinea pigs, hamsters, and rats. Over
for up to 1
from healthy

1,000 animals have been inoculated and maintained
year. Control animals have received white cells
donors. Results show a 15% incidence of opportunistic infections
in BALB/c mice and not in ICR, C37 black, or C3H mice. Control
animals had less than 1% 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 L 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 antibodies to CMV, SBV, 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 GEM 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, tut these studies are only preliminary.

5. We have cocultivated AIDS v/hite 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 irom paiienis v
AIDS as well as controls and healthy gay donors, j These cells
have been studied by FAGS for antigen markers afters long term
growth in culture. We have achieved 100% success in'^^rowing the
cell lines in the presence of IL2. In those studied'^by FA.CS, we ^
find that the helper cells are initially increased in"%umber, 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 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
oresence of HTLV bv reverse transcriotase and immunoflourescent
Jk V ^

tests. Antibodies to HTLY have only been found in about 2 out of
20 AIDS patient's serum examined. We have confirmed the ability
of KTLV 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
sheeo erythrocvtes.

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,) is 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. V/e have established over 35 cell lines from Kaposi's
sarcomas (KS) removed from patients with AIDS. These cells have
been grov/n by selected techniques on plastic, and then analyzed
for endothelial cell characteristics. They have been studied for
prostaglandin and prcstacycline production (with Dr. M. Goldyne).
Over 80% of them produce Factor VIII and have some properties
suggesting malignant potential. Moreover, cur Kaposi's cell
lines have teen examined by various histo chemical tests by Ir.

n
..

Levy

-39.-



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 presence^ 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 analysed 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, CMY, 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.



Marx ,PA, Maul, DH, Osborn. KG, Lerche, NW, Moody. P,-gbbwenstine. LJ
Henrickson, RV, Arthur. LO, Gravell. M, London WT, Seyer'JL, Levy JA
Mann RJ, and Gardner MB, Simian AIDS: Isolation of Ja^^Type D
Retrovirus and Disease Transmission. Science. In press.

Levy JA, Ziecler JL, Acquired immunodeficiency Syndrome in an
opportunistic infection and Kaposi's Sarcoma results from secondary
immune stimulation. Lancet 1983;2: 73-81
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these auT-s. CO NOT EXCEED THE SPACE ^qOVIOSD.

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

jquisition of CMV with the development of abnormal H:S ratios.
|2. Collect sequential isolates of CM^/ from individual, healthy homosexual
imen and analyse
individuals are

them by restriction enzymes to determine if these healthy
also infected by multiple, different strains of CMV.
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SeCTiON u

NEXT BUDGET PEHl^
FoUow inst/uctions carefaJly

A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD OGLlAflJ )UNT RECUESTEO (Cnut csnzst

PERSONNEL (Aponcant orgamaarion ofiiy) (See fnszrucrjons} TiME.EPPQRT

salary,'--
-

FRINGE
BENEFITS

totals
NAME TITLE OF POSITICN

Hcunt per
'Week

W.L. DREW Frinc oaJ in'/Kj-stiqator 20 8 0 *

J. MILLS CO-1>r/ESTIGATOR 20 8 15/458 4.019

A. GOTTLIEB NURSE PRACTIONER 50 20 17.61? 5.285
TO BE HIRED RESEAi^CK TECH 50 20 13,532 4,060

i i ■ -

■ -a.".-.

I 1 pi !
i i !

59,971

1 i i
! - 1
' 1
i 1 i
! 1

SU6 TO TA L3 {». 46,607 j13,364 |
CONSULTANT COSTS (See /nstnjctiansJ

N/A
EQUIPMENT {iTemues

SUPPLIES Ucemi^e av catagorY)
Plastic aad glassware
CO^ & liquid
Tissue culture
Media & Sera

Reagents (antisera, chemicals, etc.P 4,596

TRAVEL
DOMESTIC

)fiElGN

PATIENT CARE COST!
INPATIENT

OUTPATiEN"

AlT-RA.TiCNS AND RENCVA . iCNS iJTarruze by C2tagary)

CGNSCRTiU'Mi CCNTRACTUAL COSTS (See >nstfucTiOnsl

MT Zion Hospital
Salaries 16,411
Frince Bens 3,692

Travel 1,600
Other Expenses . 5,017
Supplies • 9,134
Indirect costs45.3'^ 7, 434 (16,411 43,338

QTAER E.<..-E''43CS /rc.TKjf £>/

Computer costs
office supplies
Statistical & epidemiological consultation 383

TOTAL DIRECT COST (Enter cn F;cn !:ern (G)
103,288

i>:o^nECT

COST

'.■Z' f? :rTiu t

:ic J

'

i 38,882

PPQE 3 3
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NEXT BUDGET PERIOD
Follow instructions carefullv

FROM

5/01/84

THROUGH

4/30/85

GRANTNUMeeR

1 Ud^A34980-®i2
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omitcsnts)

PERSONNEL (Apohcant organisation onivi (Sae instructions^

NAME

LL
R. Miner

fiwrence DreVj M.D .Ph D

TITLE OF POSITION

Principal Invsstiqator
Research Tech, IV

TIME/EFFORT

2SL
50

Hours per
Week

SALARY,:

NONT%^t
20 16.41ir

FRINGE
BENEFITS

TOTALS

SUBTOTALS *-i 16,411, 3.692. 20.103
CONSULTANT COSTS (See instructions)

N/A
EQUIPMENT (Itemise)

N/A

SUPPLIES (Itemise by category)
CO2 St liquid N2 413.
Tissue Culture 2,067.
Media & Sera 1,654,
Reagents (antisera, cheinicals , etc.) 1,654.
Plastic & Glassware 3,396. 9,184

TRAVEi
DOMESTIC

FOREIGN International Congress of Virology I .600

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (Itemise by category)

N/A
CCNSORTIUM/CONTRACTUAL COSTS (See instructions)

N/A

OTHER EXPENSES (ftemise by category)

Computer Costs
Office Expenses
Statistical & Epidemiological Consultation
Indirect Costs 45.3% (16,411.)

1,650.
767.

2,600.
7,434. 12,451.

TOTAL DIRECT COST (Enter cn Page 1, Item 10)
43,338

*lf this IS a soccial rate

INDIRECT
COST

(See instructions)

45.3 % SSiVr ' explam
1

%TDC^ !

Date cf DHHS

aqree/nent

3/23/83

ID Not requested
'Q Under negotiation with;



j grant numbersectlgaki] {continued}

NEXT ^^GET PERIOD • uoi C^4980-03
E. Skippiemenui information ragirding ITE\15 in tH)? propowdbudcet for tr.e nex: psricd «Oicn ri^qoire «xoia »ft or justificacron. fS'is nistrucuons}

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 lit ^

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.



VIROLOGY II

SECTION ni
FROM j THROUGH r GRA.NT^UMSER

CURRENT BUDGET PERIOD 5/01/83 j 4/30/84 1 34980-0i

Tne fodav/ing sertjins to your CLf-iFENT PHS ouoge*. Do not inc.'ucij cost snannq fu«",cs. This informatico la conjunction iwttfi thst proviced cn
P"g« 2 .Mil ie Jteo in Oetermininq tna amcunt of iucccrt 'ar -ne ME.XT bucg-t per co.

Ai aiiOGET

r " ' - -

CUFSc'^~
3'.jaGcT

fas KSf-oMd
jwa.-Uinq jmrj

W

iCTUAL
EXPE.'miTUfiES
THRU intert Jjcgj:

12/31/83
i2)

SiT MATi J JiOGlTiCXA.
£.«;'?IjlTJSSa iXa
O'ii.iGATjCSiS -OH
HfyAiHOES OF

CUHSEfllTIUDGtT
FSS.QO .;A

TOTAL £3T:MATE3
Ex?fSGtTUR£i A.V5

,^-e£ii3ATlCN5
%iCsl C-ii. J)

^ . (47 "

cjTiiViATEj
U?iC3UGAT£3

iALAi^iCc.^
^Sl.'^5^3CT 0)< * from

Cot. U j S

TG^AU OlFcCT CCST3 89,403. 34,424. 54,979'7 89,"403:4^"
INDIRECT CCSTS 'as provicedl 6,499. 2,882. 3,617.

•

6;'499. 0.

TOTALS >- 95,902. 37,306 . 58,596.
J
95,902. 0.

S. THFCUGri f.
See instructions and provide the information -ecuirad m items 3- tnrouqn F, Use this oacx ana continuation pages as necsssary-

3, PROFESSIONAL PERSONNEL

Ni^JME TITLE CATEGORY 25% 26-50%

W. L. Drew P.I. 1 X
J. Mills Co-Invest. 1 *

A. Gottlieb Nurse Pract. 2 -k

R. Miner Tech IV 2 ★

M. Blair Tech III 2
E. Mocarski Consultant 1 X
T. Merigan Consultant 1 X
To Be Hired Tech 2 ★

K. Taylor Secretary 2

51-75% more than 75%

X

X

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 Jaoan.

E. EXPLANATION OF COLUMN 5. N/A

F. OTHER SUPPORT See attached page
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OTHER SUPPORT FOR DR. W. LAWRENCE DREW;

A. State of California

Project Title:

Grant Period:

Annual Amount:

Hoffmann LaRoche,Inc

Pro jec t Title:

State AIDS Center Or ant*^ S eries -

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¬
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 Title: 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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W. Lawrence Drew, M.D., Ph.D.
PERICO COVERED 3Y THIS REPORT

FROM . i THROUGH
i

■

t ■ !
5/01/8 3 i 1/31/84

h.- '.lc C'F '2FC/-VIS -7.C V

Mount Zion Hospital and Medical Center
T1 1 L5 fFiicu ' tuse irtoxvJ in nnm J on -trzx *
Studies of Acquired Immune Deficiency Syndrome \
(SEz iNSTnUCTiCt^S) ■ - ^ ^ ^ O o

We have enrolled 40 CMV seronegative homosexual me'lifinfour prospective
study. Ten have seroconverted and have lowered their''H:fe';ratios from an
average of 1.6 pre-infection to 0.6 post-infection. Three of the ten have
been followed for more than cr equal 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.
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Drew V/L, Miner RC , Ziegler JL, Gullett JH, Abrams DI-|IConant
MA, Huang ES, Groundwater JR, Volberdlng P7|Mintz L.
Cytomegalovirus and Kaposi's Sarcoma in Young Homosexual
Men. Lancet 1982, 2: 1 25-1 27.

Follansbee SE, Busch DF, Wofsy CB, Coleman DL, Gullet:-J,
Aurigemma GP, Ross T, Hadley WK, Drew VL. An Outbreak
of Pneumocvstis carinii Pneumonia in Homosexual Men.
Ann Int Med 1932, 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-1 ike
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. Cytomegalovira 1 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 la Maza (ed): Med Clin North Am;
Medical Virologv. 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
A n n I n t Me d . -

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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* .if"-'-'

pa principal investigator

- A. •!>» "" j

ijilppof medicine/sfgh
ziegler j A,!- co-principal investigator " fe'dept of., medicine/cri ■

ABRAjms, di co-investigator : -i, medici^
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Give a brief sJimmarv af olans far tbe nexi year of suDOort, incfuding the ooiectives and saecific aims as wsil as the rnetnodology to oe used to achie'/a
these aims. DO NOT EXCEED THE SPACE PROVICEO.

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 materia'
for banking for collaborative research into the pathogenesis and etiology 1
of this syndrome. The specific objectives for each main patient group j
covered in this grant will include therapy of patients with diffuse ;
lymphadenopathy with recom.inant alpha interferon and therapy of Kaposi's i
sarcoma with reccminant gamma interferon and interleukin-2, , Future 1
chemotherapy trials after the conclusion of enrollment in INCRF-159 protocol
serial immunologic monitoring.
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PERSCMNEL

P VOLEERDING

D ABRAMS

G GEE

P ROY

24% increase in salry since 5-1-83 due tt^prcmoticnal
-and cost of living increases, -

50% increase in salary since 5-1-83 duejtjo^promotional
reclassification to faculty status and cpst^ofliving^^>t^^^
adjustment. Paid time reduced to 50% tol'accomodate
the salary increases. ■
16% increase in salry due to promotional reclassification * f-
and cost of living adjustment.
18% increase in salary due to promotional and cost of
living adjustment.

FRINGE BENEFIT PATES EFFECTIVE 1-1-84 EFFECTIVE 7-1-84

ACADEMIC PERSONNEL 26% 22'

STAFF PERSONNEL (CAREER) 30% 21%

EQUIPMENT IR4 PC COMPLTER AND ^lONITCR TO EE USED FCR PATIENT DATA CCLLECTICN. $3,750
PATIENT DATA COLLECTION NEEDS HAVE INCREASED TO THREE TIMES OF
CRKRdAL EX?ECTA-TIO^^S.

SUPPLIES To accomodate cost of living increases these
TRAVEL sections have been adjusted upwards
OTHER EXPENSES to 7%.

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
Br. Paul Volberding's therapy section.
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NAME TITLE .CATEGORY LESS 25% 26-50% 51-75% MORE 7
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D ABRi^^lS

J ZEIGLER

B LEWIS
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ASST PROF MED 1

CLN INSTR MED 1

PROF MED 1

ASSC CLN PROF
MEDICINE 1

ADM NURSE 2

PRIN CLK 2

X

X

C. EQUIPMENT

Toshiba P1350 printer and components to be used with IBM PC ComputeJ
$1,798.87

D. TRAVEL

P Vclberding 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

OTHER SUPPORT

Paul A. Vclberding, M.D.
City and County of San Francisco
Dept. of Public Health
"Study of AIDS - Outpatient Clinic"
7-1-83 to 6-30-84 Grant period
$390,541
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)GRES^REPORT

THERAPY OF AIDS

OVERALL OBJECTP/ES

The overall objectives of the therapy section of thl'sjgrant 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
lymphadencpathy syndrome progressing to AIDS, therapy trials for
this syndrome will also be conducted.

SUMMARY OF WORK ACCOMPLISHED

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

Lymchadenopathy Syndrome: Over two hundred patients with the
syndrome of diffuse lymphadencpathy 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 reocm-
binant alpha two interferon as discussed in the original grant
application are now being initiated. The serial evaluations of
patients with lymphadencpathy 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, m.any
of which were summarized in virology immunology and epidemiolccy
sections cf this progress report.

Kaposi's Sarcoma: In the first year of this grant approximately
100 patienrs 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 cf these patients initial evaluation in clini¬
cal outcome is being developed. A preliminary analysis of 81
patients with Kaposi's sarcoma has revealed mdnimal impact on
survival from the extent of Kaposi's sarccma but a relatively
greater impact from clinical features which may more directly
reflect the status of immune ccmpetance. This has been reported
in abstract form and a more complete analysis of 150 Kaposi's
sarcoma patients is currently being conducted.

f-'
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The natural history of Kaposi's sarcoma in AIDS has'Talso been
evaluated by studying those patients who have refu.^ed,v"therapy
of their tumor, A preliminary analysis of this expe^rienee
reveals a broad spectrum of clinical aggressivenessfof^'AIDS
associated Kaposi's sarcoma. While essentially alljpatients
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
crant-

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, A.s 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,

OHJFCTIVES FOR THE NEXT GRANT YEAR

In the second year of the NIK Grant we will continue to observe
and record the natural history of patients with lymphadenopathy
syndrome as well as A.IDS associated Kaposi's sarcoma. Vie also
wmll 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 w*it]i diffuse lympha-
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PROGRESS REPORT

(cont' d)

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 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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Ziegier JL, Stites DP. ,Immunopathogenesis of acquir€if|dmmunoceficienqy
syndrome: "host versus host" autoiinmunity. JNCIi,.(submtted ^2/84 )

ti;Vv -v
Ziegier JL, Beckstead JA, Levine AM/ et al. Non-Kodg^|h;l^
homosexual men with lymphadenopathy or AIDS. Clinica^lfeatures
patients from six insititutions, U ~England J Med' (siil^itted^3/84

Diffuse, undifferentiated non-Hodgkin•s lymphoma among homosexual males-
United States. MMWR 1982;31:277-9

Ziegier JL, Drew WL, Miner RC et al. Outbreak of Burkitt's-like
lymphoma in homosexual men. Lancet 1982;2: 631-3

Ziegier JL, Bragg K, A.brams.DI, et al. Kigh-grade non-Hodgkin' s
lymphomas in patients with A.IDS. A.nn NY Acad Sci, in press

Ziegier JL, Templeton AC, Vcgel CL, Kaposi's sarcoma: a comparison of
classical endemic, and epidemic forms. Sem. Oncol (in press)

page48



#
Paul A. vBiberdinc, M.D

"t-" \i»

ABSTPJi.CTS

vl'th Kaposi's
p'#5IConar.t:. M

for Clinical Research (in press) 1983, ' ^ -•- ■ -■ y-
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3- Therapy cf 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., v-
Weinstein, W,, Groopman, J, Proceedings:American Society of
Cncolccy, Vcl. 2, Pg. 53, 1983.

4..Single agent or combination chemotherapy of Kaposi's sarcoma in y.:-:;-'
Acquired Immune Deficiency Syndrome. Lewis, E., Abrams, D. 2iecler'^
J., Ccnant, M., Gee, G., Silverberg, I., Volberdlng, P., Proceedings:
American Society of Clinical Gncolccy, Vol. 2, pg. 59, 1933.

5. Immune thrcmbccytopenic purpura in homosexual men: Clinical mani-
fesbitaticns and treatment results. Aicrams, D., Voldberdinc, P.,
Linker, C., Kiprov, D., Moss, A-,, Sperling, J., and Embury, S. Elood
Vol. 62, No, 5, Supplement 1, pc. 108a, Nov, 1983,

6. Syncenic bone marrow transplantaticn for patients with AIDS and
Kaposi's sarcoma, Mitsuyasu,. R., VoLberding, P., Grocpman, J.
Champ 1in, R. Eiccd, Vol. 62, No. 5, Supplement I, pc. 226a.

7. Recombinant alpha-interfercn therapy for Kaposi's sarcoma in A.cquired
Immune Deficiency Syncrcme. Volberding, P., Mcran, T,, Rudinck, S,,
P-othman, J. Frcceedincs: Second European Conference in Clinical
Cncolocy and Cancer Nursing, pc. 221, Nov. 1983.
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UNIVERSITY OF CALIFORNIA, SAN FRANCISCO

BERKELEY • DAVIS • IRVINE • LOS ANGELES • RIVERSIDE • SAN DIEGO • SAN FRANCISCO

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,

pv//Vo , ^

Paul A. Volberding, M.D./
Assistant Professor of Medicine
PRINCIPAL INVESTIGATOR, Studies of AIDS, CA 34980-02
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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
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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 ajms. 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
AIDS patients to the classical form, and provide tissue and serum specimen
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 param.e-

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 sero-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 Volberdinc, JL Ziegler, PI Abrams) .

VERTEBRATE ANIMALS INVOLVED G NO □ YES If "YES," identify by common names and underline primates.

PHS 2590 (Rev. 5/82)



SECTION II

NEXT BUDGET PEfTOD
Follow instructions carefully

FROM

5-1-84
THROUG^P
4-30-85

GRANT NUMBER

UOI CA 34980 A 02

A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omit cents)

PERSONNEL (Applicant organization only) (See instructions) TIME/EFFORT

SALARY
FRINGE
BENEFITS

TOTALS
NAME TITLE OF POSITION %

Hours per
Week

Principal Investigator

CLINIC CONANT 49,1qq 19 7?o
EPIDEMIOLOGY MOSS 94,A7R 7 1 57

IMMUNOLOGY AMMANN 54,lOq 1 5, 6fi5
VIROLOGY I LEVY 3q,571 P., 6 P 6
VIROLOGY II DREW 46,607
THERAPY VOLBERDING 65,057 15,qp3

SUBTOTALS •i' 97 9 - 391 79.005 946 416
CONSULTANT COSTS (See instructions)

0

EQUIPMENT (Itemize)

CLINIC 5,000
EPIDEMIOLOGY 0
IMMUNOLOGY 0
VIROLOGY I 5,000
VIROLOGY II 0
THERAPY 0
SUPPLIES (Itemize by category)
CLINIC 1,000 VIROLOGY II 4,596
EPIDEM 0 THERAPY 1,284
IMMUNOLOGY 3,008
VIROLOGY I 34,050

43,938

TRAVEL
DOMESTIC CLN 1.000-IM 1.500-VRT I.IOO-THRP 1 , AHR ; 2 c 5
FOREIGN n

PATIENT CARE COSTS
INPATIENT n

OUTPATIENT 0

ALTERATIONS AND RENOVATIONS (Itemize by category)

0

CONSORTIUM/CONTRACTUAL COSTS (See instructions)

VIROLOGY II 43,338

OTHER EXPENSES (Itemize 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

INDIRECT
COST

(See instructions)

j'If this is a special rate j Date of DHHS j□ Not requested
% S&W* ' (^-Q-off-site) explain | agreement 1 □ Under negotiation with:

5-l-84to 6-30-84 1 1
31.87^-1-84 to 4-30-85 1 1

154,168 1 1
PHS 2590 {Rev. 5/82) PAGE 3



m.
GRANT NUMBER

SECTION I! (continued)

NEXT BUDGET PERIOD UOI CA34980 02
8. 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.

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.' X 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



SECTION III

CURRENT BUDGET PERIOD

FROM THROUGH ^ GRANT NUMBER

5^1^84 4-30-85 UOl'CA34980A 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.

A. BUDGET

CURREMT
BUDGET

(as approved by
awarding unit)

(1)

ACTUAL
EXPEIilDITURES
TH RU (insert data):

(2)

ESTIMATED ADOfTIONAL
E,XPENQITURESANO
OBLIGATIONS FOR
REMAINDER OF

CURRENT BUDGET
PERIOD

(31

TOTAL ESTIMATED
EXPENDITURES AND

OBLIGATIONS
(Coi. 2plus Col. 3)

(4)

ESTIMATED
UNOBLIGATED

BALANCE*
(Subtract Col. 4 from

Coi. 1)

(5)

TOTAL DIRECT COSTS 457,463 240,521 216,942 467,463 0

INDIRECT COSTS (as provided)
;OA,7RR 64, Q-TO 51,808 106,766 0

TOTALS
564,229 295,479 268,750 564,229 0
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8. THROUGH F.
See instructions and provide the information required in items 8. through F. Use this page and continuation pages as necessary.

SEE "CURRENT BUDGET PERIOD" PAGES IN EACH SECTION

LLI

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



A 0
G^NT NUMBER

SECTION IV

PROGRESS REPORT SUMMARY

G^NT NUMBER

UOI CA34980 02
PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR

PAUL VOLBERDING JOHN ZIEGLER
PERIOD COVERED BY THIS REPORT

FROM

5_1->8 3

THROUGH

4-30-84 •-

NAME OF ORGANIZATION

UNIVERSITY OF CALIFORNIA, SAN FRANCISCO
TITLE ffJepeat title shown in item 1 on first pagei

STUDIES OF ACQUIRED IMMUNE DEFICIENCY SYNDROME
(SEE INSTRUCTIONS)

SEE "PROGRESS REPORT SUMMARY" PAGE IN EACH SECTION.
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CTION 1 (cont.nuea) j
SUMMARY OF PROPOSED WORK " | i^yoi CA34980 - 01

KEV FROFESEIOf'lAL PERECNNEL ENGAGED CN PROJECT Y--'

NAME POS.TICN TiTLE Oc?.AriTy£)NT AND C^G.ANfZAT.CN

Marcus A. Conant, McD. Assoc. Clin. Prof,, UCSF Dermatology, UCSF

Paul Volberding, M.Dc 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

G.ve 3 br'ef jummarv of oions for the ^gxt year of iucport, including the Gbjeccives and ipecific aims as irjeil as the mernoacioay to ta used to acnieve
these aims. DO I'JOT EXCEED THE SPACE PGOVIOED.

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
of the K.S. Clinic.

_ j
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 i
2. Media releases !

I 3o Networking to the private physicians committies of the bay area. j
i coordinated through K.S, Nursing Coordinator, |
I Co K.Sc Patient Study !
I i
j 1. Presentations to professional groups ^ ^ 1
I 2. Networking to the outpatient areas in the community and also the private |
I physicians communities to serve as a resource and a referral to patients. j

j This will be done by Nursing Coordinator. |
I II. To expand on patient Specimen Banking: {
j A, Specimen Bank |

i 1. In collaboration with Dr. J. Greenspan the Nursing Coordinator will continue
! to coordinate specimen collection for the specimen bank, ■

I 2c The Nurse Coordinator and Principal investigator will establish new :
i areas of specimen collection in the community, |
I 3,—The-Nurse .Cnnrdijnatnr-wi-ll„CQordi.aate..tliese new activi ti es,



SECTicrj i;

NEXT BUDGET PER
Fcllovy instructicns c3ra^Li^ly

FROM

May 1, 1984

I HROUGr^^^
April 30, 85

GRANT NUMBER

1 uol CA34980 - 02
A. ITEMIZE DIRECT CCST5 RECUE5TED FCR NEXT EUCGET PERIOD DOLLAR AMOUNT RECUE3TED .'O-n/rc-nr-■■■ ■■ ■■ '■ -■

r ^iADCnc<jnt iSr^^ .'nsiructicnci j "''■WE'SF^OPT

NAME i TITLE OF POSITION \ % j oer
j 1 !

.

SALARY FRINGE
BENEFITS totals

Mi Conant ' Pnncicai InvesTioator 10 1 6,000 1,560 ' .7,560 :
.6,300 \
31,121 j
6/300^ L]

P. Volberdina ! Co.- Investiqator 10 , 5,000 1,300
F. Baumcartner ; 100 i 40 23,939 7,182
To be hired i 50 ! 20 7,260 i 2,178

1 i 1
1 1
! 1
i 1 1
i ! !
1 i
1
i

!
! i

SUBTOTALS 5»| 42,199 12,220 i 54,419
CONSULTANT COSTS t'Sc-i msrruczionsj

ECUirMENi ilicmiZ'i)

Computer terminal stand/alterations

Tissue holders for LN2
LN 2 Storage

i 5,000
SUPPLIES I'tZfTuz 3/ jszs"aryi
LN2
Becksted ( substrates, plastic, slides, chemicals, film )
Knives ( for Cryostat, pipettes, slides )

1,000

TRAVEL
lOMESTic : M. Conant 1,000

t FCRc'GN

PATIENT CARE COSTS
: INPATIENT

; OUTP ATiENT

altera i iCNS AND RcNGvATlCNS llT-smize by c-'^^cgary.

C3NSv_iR I iLCCNTRAuTUA;_ LCcs i S tSye imt'ucxicm)

OTHtsR EXPENS-S UC'simz^ C/ at^goryi

Mailing; Xeroning: Graphic sildes presentations
Printing; Pathology processing
Becksted (color plates, ect )
Periodicals, and Books. 5,000
TOTAL DiRL-.CT CU")ST (Enysr en P::g-: /, /; ! 66,419

.. Jj:;U;CT
COLT

IS-:-^ fnz'ructiCn:,}

ruou'r-ju-L:

'vjA vsit'.\

19,146
31. 87'%
LTDCZ I

riiS :::j i-xjv. £,82)



SECTION! !il

CURRENT BUDGET PERIOD

The fQiloi.'"!r.g psr::ins 'o ycur CC^:^E"4i FH5 cjccet Co not ^nc::,ce cax irdr rc "uncs, Ti-.is Informarion -r, ccriuncTicn vvith tnat crcvideo onPo^e 2 fjf'A oe oioa -.n c ■:er-r".!nir,j ;ic =~:o(j'"it ct suocort 'cr tr.e r«E>T oucae! oerico.

A. SUDGcT

CJF3c\T
3i;CGcT

■jT iacn:v9!} iy
it\;}ra>ng umtj

I -SGTU-L
; = <?=»j':ruF£3
1 TH ii U i./iiOT '/«V3/

l01/31/84
i ,

i

c£TiVi"sn iGOI'T^ONAi. i
;:<?£-rjiroR£3 AN3 i

: i2VG<ir=,-!.VS ?0^ f
■; IF (
' JUQfjET .'!
i .-EilCa ■ !

TSTAL £57!r.La.rED
EX?€»ICiTlJF.EE ANQ

Cau'GATiGfiS
(Cm. 2 ;}m Cai. 3i

'
■■ r

.

EST:.MA7E3
USSSGIGA-EJ
BAi.ANic

iSi.orrscr CjL 4 'ram
Cjt. t)

!1) 1 ft) i !2! 1 i4! <5)

TOTAL OIRcCT COSTS 68,451 1 37,878 ' 30,573 1 68,451 -0-

IMD!RECT COSTS foj provioed)
lb,932

1 \0
! 10,492

1 (c h p ?

i 6,440 i
1 <=f3^
16,932 0

TOTALS
i-' '^7 ^5^

85,383 ! 48,370
\ j
: 37,013 I

3J'?>
85, 3^83 0

B. THROUGH F.
See instructions and provida the \r.iorma ticn requires in items 3. thrcuqn Use this oaae ana cont/nuation pages as necsssarv.
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SECTION IV

PROGRESS REPORT SUMMARY

GRANT NUMBER

■

UOI CA34980 02
PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR

MARCUS A. CONANT, M.D.
PERIOD COVERED BY THIS R£.=ORT

FROM

5-1-83 •

THROUGH

4-30-84
NAME OF ORGANIZATION

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

PRINCIPAL INVESTIGATOR
(S££ INSTRUCTIOIMS}

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. 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.
B. KS tumor skin E.
C. Normal skin tissue F.

In the Sera Bank 300 sera specimens have been collected from
patients with the following
A. AIDS D. Lymphadenopathy .

B. KS E. ITP
C. AIDS related conditions

KS tumor bowel tissue
KS tumor spleen
KS tumor tonsil

These specimens have been allocated and stored from 2 to 15cc
per tube in Icc vials. ,

FHS 2550 (Rev. 5/82)
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PUBLICATIONS • MARCUS CONANT, M,D.

Modiin, 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., Mehlm.auer, M., Taylor, C., Lukes, R., Conant, M,
and Rea, T.: Immunologic Assessment of Thymus, Bursea and Macrophage
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,, 1983, Vol: 31 {1):39 A.

Colombo, 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 Proc., 1983, Vol. 2:C-206

Modlin, R., Conant, M., Taylor, C., Meyer, R., Hofman, P., 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, A., Bacchetti, P., gorman, M., Dritz, 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

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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ScCTlON 1 (continued)

SUMMARY OF PROPOSED WORK

KEY PROFESSiCNAL PERSONNEL ENGAGED ON PROJECT

NAME POSlTiON TiTLE DEPARTMENT AND CRGANlZATiGN

L R. Moss, Ph.D. Adjunct Assistant Professor Epidemiology & International
Health, UCSF

1. Petrakis, M.D. Professor, Chairman of Dept. Epidemiology & International
Health il UCSF

>. Dritz, M.D. Deputy Chief Bureau of Communicable
Disease Control, S.F.

). Osmond, M.A. Assoc, Specialist, Epidemiology Epidemiology & International
Health, UCSF

Bacchetti, M.S. Statistician Epidemiology & International
Health, UCSF

.. Swig, B.A. Staff Research Associate Epidemiology & International
Health, UCSF

Give 3 brief summarv of cians for the next year of sucport, inciuaing the ooiectives and acecific aims as wet! as the methodoicgv to oe used to achieve
these aims. CO NOT EXCEED THE SPACE PROVJDED.

il. 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 1
Fall 1984. if

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

j San Francisco AIDS casefinding process. (1) A case-control study of AIDS in homo-
I sexual men has been funded by the State of California and will continue through |
I November 1984. (2) Pilot studies of AIDS in intravenous drug users are in progress, j
I (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 j
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 li FROM THROUGH GRANT NUMBER

NEXT BUDGET PERIOD
Follow instructions carsfuHy

May 1, 1984 April 30,1985 CA 34980-02

A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD j DOLLAR AMOUNT REQUESTED fOmn ssnrsf
PERSQ^i^4EL fAppHcsnt jrganizztion oniyi (See instructions} TiMe.E-=ORT

FRINGE
aENEFiTSNAME

f ■ ■■ ■

1 TITLE OF POSITiCN %
Hours oer

Week

salary TOTALS

A.R. Moss, Ph.D. j Prjncioai Investigator 25 1 -
-

N. Petrakis, M.D. iProfessor & Chairman 5 - ■- ■ -

S. Dritz, M.D. !Deputy Chief - - ~

ft%,' S

D. Osmond, M.A. lAssoc. Specialist 30 8,472 2,457
aVvIL, Sw1g 1 Staff Research Assoc.50 9,514 2,759

P. Bacchetti [Ststiticisn 25 6,592 1,941
j . 1
i !
i !

y?.. ^

! i I

1 1 I
i i 1 i
1 ! i i
i 'Ik

! 1 ! i
24.678 7,157 31,835

CCAtSULTANT COSTS iSee insirucvonsi * ?

cCUiFMENT

f-.x,

SUPPLIES 'Itemize by categary;
-

i
t
!

TRAVEL 1 DOMESTiC i
: f=CR£iGN 1

PATIENT CARE CO :7S
; INPATIENT i
i GUTrATIENT !

ALl ERATiONS AND RcNGVATiQNS 'ItemiZi. c/ cjtegory)

CONSORTiUM/CCNTF ~C ) UAL COS I 5 iS-iiz mszracTt.jn j

f

OTHER EXFEfJSES {iiznhze cy categoryt j
i

TOTAL DIRECT COST (Ernercn Pnge !, item 10} 31,835

IMDiRECT

COST

(Sec ins trucTionsj

. ',,

J 'It :nis is a scsc;ai rate
f (c-g. orf-s.ce,' ex'Z'or,
I

j Date or CHHS
1 sc'-aemer.:
!

1

j _ Not --ecuestsc
'
„ Under negcn.a; or, .vif-,;

" ' ■ - - -

9,9 25 '
!

;

i

i
1
I

t

Pr-iS 2ESQ (Rc'v. S,'E2j PAGc i 3



SECTiCN in

CURRENT BUDGET PERIOD

FROM

5/1/83

THROUGH

4/30/84

GRAiMT NUMBER

CA 34980 02

The fo'iowing oertains to your CURRENT PHS bucJget. Do not inciude cost snarmg funcs. This information in conjunction with that provided on
Pace 2 wiii be used <n determining the amount of scccort for the NE-XT oudget period.

A. aUCGET

CJaSENT
aUOGET

(ii ,fV3roM9i by
awsrcinq umt)

(I)

4CTUAL
E.X.^'EMOiTUfiES
THRU (insertdace):

(25

cSTi«A7E3 400ITICN,AL
£.X?£^(0tTijRE3 AiHO
Q3L!GAT)QliiS FOR
SEMAiNOSa UF

CURaS.HT 3UQGET
FESiOO

(35

total ESTIMATED
EXP£?<DfTUHE3 A?iD

QSLIGATiONS
{Cdi. 2pHJS CcL 3}

'"4"'"(4)

E5T!MAT£Q
UNOeUGATEq

BALANCE
{SfJOcracT Cdi. 4 from

Cci. })

■ (5)

total 0 RECT COSTS 29,343 23,581 5,762 29,343

JNDlRECT COSTS (as prcvidea) 8,128 6,532 1,596 8,128

TOTALS *- 37,471 30,113 1 7,358 37,471 '

S. THROUGH f.
See instructions and provide the information required in items 3. through F. Use this page ana continuation pages as necessary.
B. Professional Personnel

NAME TITLE CATEGORY LESS THAN 25% 26-50% 51-75% MORE THAN 75%
A. Moss,

N. Petrakis

S. Dritz

D. Osmond

L. Swig

P. Bacchetti

Adjunct Assist,
Professor
Professor
Chair. Dept.
Deputy Chief
Communicable
Disease Control
Associate
Specialist
Staff Research
Assistant
Statistician

F. Other Support

A. R. Moss, Ph.D.

D. Osmond, M.A.

L. Swig

NIOSH "Occupational Exposure in Adult Glioma Patients". $95,997
State of California "A Case-Control Study of Acquired Immune

Deficiency Syndrome Diseases". $125,815

NIOSH "Occupational Exposure in Adult Glioma Patients" $95,997
State of California "A Case-Control Study of Acquired Immune

Deficiency'Syndrome Diseases". $125,815

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

FHE 2b£:J (i" 5,S2)



sifriON IV

PROGRESS REPORT SUMMARY

NUMBER

CA 34980 02

PRIi\iC;PAL liNiVeSTiGATOF. OR PROGRAM DIRECTOR
A. R. Moss, Ph.Dr

PERIOG COVERED BY THIS PEPCRT
FROM

5/1/83

THROUGH

4/30/84NAME OR ORGANlZATiCN

TlTcE titie shown m item 1 on tmt page) *

fScS il^>ST,^UCT!CNS)

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 comrning 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 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; ii: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;^^^-^ Lancet ^

(Submitted 2/8 4}

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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SECTION I {continued)

SUMMARY OF PROPOSED WORK

GRANT NUMBER

CA34980 n?

KEY PROFESSiONAL PERSONNEL ENGAGED ON PROJECT

NAME POSiTiCN TITLE DEPARTMENT AND ORGANIZATION

>-
CL
o
o
H
U,
<

fr

o
LL

lU
if)
r)

Q
Z
<
yj
>
O

in
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"AMMANN AJ
STITES D
CASAVANT C

PRINCIPAL INVESTIGATOR
CO-INVESTIGATOR
CO-INVESTIGATOR

mm..

Give a brief summary of olans for the next year of support, including the objectives and specific aims as well as the methodology to be used to achieve
these asms. DO NOT EXCEED THE SPACE PROVIDED.
r — —~—~ I
j Research will continue to analyze the specific iminunclcgic 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 abnormalityj
may explain the inability of patients to re spend to antigen with an i
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 j
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 patiejit
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'.

j between in vitro response and subsequent in vivo response.

VEFITEBF.ATE ANlPv'ALS INVOLVED G NO G YES If "YES," identify by common names and underline primates.

FHS 25SO (Rev. 5,'82) PAGE ^ J



SECTION it

NEXT BUDGET PERK
Follow instructions carefully

GRANT NUMBER

CA 3A98OA 02
A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omit cents^

PERSONNEL (Applicant organization only) (See instructions;

NAME TITLE OF POSITION

TIME/EFFORT

%
Hours per
Week

SALARY
FRINGE
BENEFITS

TOTALS

-Arthur J. Ammann Principal Investigator

Daniel Stites
Conrad Casavant
Nanlta Arias
Teresa Kadlecek

Investioator
-m- N/A

CO- Investigator
iM. MA.
jm. N/A

m

mm
Hos. Lab. Tech ]Q0^ M. 32.2a£-
Staff. Res. Assoc. 100^ IQ.

9,11^
M

-2-uanj. 6,571
-Pi
w
mm

I®
m

If
m

SUBTOTALS' 5^,109 15,885 69,79ACONSULTANT COSTS (See instructions)

-0-

EQUIPMENT (Itemize)

-0-

SUPPLIES (itemize by category)

Plastic Tissue culture supplies 3,008
V -/V,

3,008

TRAVEL
D0MEST1C3 trip for invest iqators (S 500 each 1

^ 5nn
FOREIGN

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (Itemize by category)

CONSORTIUM/CONTRACTUAL COSTS (See instructions)

OTHER EXPENSES (Itemize by category)

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

1 *lf this IS a special rate J Date of DHHS 1 □ Not requested
INDIRECT %S&W* • (^■9-off-site) exp\a\T\ 1 agreement 'LHUnder negotiation with:

COST 1 1 1

(See instructions)
23,164

1 1 1

% TDC* 1 1
t

1
1

PHS 2590 (Rev. 5/82) PAGE £g



section ii (continuedl

NEXT BUDGET PERIOD

GfWNT NUMBER

CA 3^980A 02

8. Supplemental information regarding ITEMS m the proposed budget for the next period which require expiartation or justification. (See instructions)

Increased technician time; The present single PTE Is divided between one
principal investigator and two co-investigators, in the nearly one year that
the grant has been in effect, the investigators have required two FTt -
technicians, Theadditional technician has-been*temporarily funded•from' a one
year state grant which wil l not be available after-tnIs year.- - The number ot-
studies which we are committed to performing•to-fulfi11 -fhe objectives of the
grant will require the additional PTE.-. A.single, technician can-perform 20
functional assays of T eel i immunity per-week and analyze the-data. This ■
number Is required to perform the Init1ai-and-follow up-studies on 100 patients
with AiDS who are going to receive I L2 treatment beginning in Apr 11 - of-i984 and
continuing for one year. Without the added PTE the studies cannot'be performed
and the effects of IL2 on-the immunologic status of the patient cannoT b© _ ...
assessed. This is critical information which must be obtained to-determine if
a clinical effect of IL2 can be correlated with an immunologic effect,
Simultaneous studies in AIDS and AiDS related syndrome must also be performed
utilizing lymphocyte phenotypfng and-monocionai antibody, -Because two -
technicians are therefore required we are requesting-that all-tunding 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 other
sources. These funds-are rebudgeted among personnel and remaining categories
individually Justified.

PHS 2590 (Rev. 5/82) PAGEJ49



SECTION III

CURRENT BUDGET PERIOD

FROM

3/1/84

THROUGH ^

4/30/85

GRANT NUMBER

CA 3498OA n?

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.

A. BUDGET

CURRENT
BUDGET

(as approved by
awarding unit}

(1)

ACTUAL
EXPENDITURES
THRU (insertdate}:

1/31/84
(2)

ESTIMATED ADDITIONAL
EXPENDITURES AND
OBLIGATIONS FOR
REMAINDER OF

CURRENT BUDGET
. PERIOD

(3)

TOTAL ESTIMATED
EXPENDITURES AND

OBLIGATIONS
(CoL 2 plus Col. 3}

(4)

ESTIMATED
UNOBLIGATED

BALANCE *
(Subtract Col. 4 from

CoL 1}

(5)

TOTAL DIRECT COSTS
68,798 38,843.31 29,954.69 -0-

INDIRECT COSTS (as provided)
15,733 9,434.44 6,298.56 -0-

TOTALS
84,531 48,277.75 36,253.25 -0-

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 Tj tJe Category less than 25^ 26-50^ 5^-75^ More thar
Arthur J. Ammann Professor
Daniel Stites Professor I
Conrad Casavant Assoc. Clin Prof.1

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.

E. None

F. OTHER SUPPORT

Arthur J. Ammann, M.D.
Northern California Sickle Cell Center, Grant # HL 20985, (100^ Technician salary)
4/1/83 through 3/31/84 $/f7,i39

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
$100v000 7/1/83 through 6/30/84

Daniel Stites
NICHHD-I 3543, 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 ^ Q (Use Continuation Pages as necessary}



the amount of Immunoglobulin detected. Elutlon studies have indicated that
these immunoglobulins are not Intrinsic but are fixed to the surface of the
T lymphocytes. Whether these represent immune complexes, cytophlllc
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 of OR 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
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 subsets. We are continuing to follow
this interesting group of patients perspective Iy to see if these changes are
progressive. It 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
following lymphocyte subsets in several trials of immuno-mcdulatlng agents
are in progress.

Objectives For The Coming Year:

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-celI 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
epidemiologic and clinical data to improve diagnosis and therapeutic
approaches. Detailed evaluation of the patients 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.

Research 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.
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^KTION iV

PROGRESS REPORT SUMMARY

HINT NUMBER

UOI CA34980 02
PRINCIPAL INVESTIGATOR OR PROGRAM DIRECTOR

ARTHUR J, AMMANN
PERIOD COVERED BY THIS REPORT

FROM

5-1-83

THROUGH

4_30-84
NAME OF ORGANIZATION

UNIVERSITY OF CALIFORNIA, SAN FRANCISCO
TITLE (Repeat title shown in item 1 on first pagei

Studies of Acquired Immune Deficiency Syndrome
(SEE INSTRUCTIONS)

The scientific 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-celI Immunity occurs In the
most severely affected patients and when less than \0% 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 Immunization In patients with severe impairment of T-celI
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
limpet 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 hemophiI I a receiving
concentrate factor VIII therapy and pediatric patients with blood transfusion
related 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 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 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 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 lymphadenopathy to full-blown AIDS in

PHS 2590 (Rev. 5/82) PAGE ^ 2 (Use Continuation Page as necessary)
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SECTiOM I (continued)

SUMMARY OF PROPOSED WORK

GRANT NUMBER

CA34980 02

KEY PRCEESSlOraAL PERSONNEL ENGAGED CN PROJECT

NAME POSJTiON TITLE DEPARTMENT AND CRGANIZATiCN

Jay A. Levy Principal Investigator

• >

Department of Medicine
Cancer Research Institute

John Morrow Research Immunologist Cancer Research Institute

Give a onef aummar/ of plans for the next year of sucoort, including the objectives ana specific aims as well as the methodoicgv to be 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 susceptible to a j
I variety of knov/n viruses. These cells will be cocultivated with white cells and sperm j' 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 i
I (when available) to cultivate B cells-, and in human sera, to cultivate macrophages. The -
I presence of an infectious agent in these cells will be assessed. In particular, over the j
next year we shall concentrate on the presence of retroviruses in the T cells of AIDS jj patients and the possibility of a new agent in cultured monocytes. Assays for HTLV and |

I LAV-1 will be conducted. I
'

I

i For animal studies, mice and hamsters appear to be the most sensitive rodents to in- ;
i fections which may result from immune deficiency induced by the AIDS agent. We shall |
j thus inoculate these animals with purified white cells from patients with AIDS, as well I
I as the pellets of centrifuged serum samples. The animals will be followed for changes in j
I immunologic parameters as well as for differences in their cell numbers as measured by jimmunofluorescence (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 j
intimate contacts of AIDS patients over at least six months, and normal healthy gay in- (

i dividuals will be used in an attempt to identify the agent responsible for the disease, jThe tests conducted will include immunofluorescence testing, hemagglutination, hemad-I sorption, reverse transcriptase assays and interferon assays, as well as electron micro- |
I scopy. ' ji Finally, v/e shall continue to establish and characterize cell lines derived from i
! Kaposi's sarcomas. We ultimately want to develop a tumorigenic line that can be studied •
for its transformation properties and presence of oncogenic viruses. |

i
^
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SECTION II

NEXT BUDGET PERIO
Follow inytrycticns cafefuUy

¥ FROM

5-1-84

THROUGH ^■

4-30-85

GRANT NUMBER

Ui;C?r^34980A 02

A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Cmit csna)

PERSONNEL iAppticanc organization only) (See instructions) TIME/EFFORT
SALARY

FRINGE
BENEFITS

TOTALS

NAME TITLE OF POSITION %
Hours per
Week

J TRVY, M.D. Pnncioai Invesiiqator 10 i ■■

J MCRROW RES TMMUNOLOGIST 40 ! 8.6ir^

J LANDES SRA I 100 1 21,792 1 6.102

T SHIMOBUKARO SRA I 25 ! 4.874 1.354

lift

M SZOENYI LAB ASST 25 4.394 1.230
i i
!
!

SUBTOTALS fc- 39,671 8,686 48.357

CONSULTANT COSTS {See insTructionsf

EQUIPMENT (Itemize)

COULTER COUNTER $5,000

5,000

SUPPLIES Hzemue by categaryi

Tissue culture media and fetal calf serum
Plastic pipettes, sidhes, filters, freezing vials
r^sks, sterile robes, gloves
Biochemical supplies ( H-thymidine, lectins, scintillation fluids) 34,050

DOMESTIC
TRAVEL =OR£!GN

1,100
0

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS iitemize bv category}

CONSCRTIUM/CONTRACTUAl COSTS (See instructions)

OTHEf-* EXFtNScS Ocemze bv category)

COy and tanks
Annmal mintenance costs; mice, and guinea pigs; isolation cages,
special isolation care

Gowns, caps, masks, shoe covers
Secretarial costs, publishing c6sts

TOTAL DIRECT COST (Enter cn Pagfj 1, Item 10}

lUOIRECT
COST ^

!Ser: instrj-tions)

% savv^

'if tnis IS a scec 'v raia
I

j (e.g. ci'/site.' £xr,3in

36,818 'TTQC '

I D j;.:? cf Ct- fi5 i Nor. rco-j^isr^;.
I CI L'-''-c-?r

34,596

i 123,103

Pr\S ?590 (Rfiv.



jGRjIWT NUMBER ^ :
SECTION'li (continued} i

NEXT BUDGET PERIOD 1 UI CA 34980A 02

6, Suppiemental information regarding ITEMS m tne prcoosea budget for tne next period-Ahtcn reausre explanation or justification, fSes mscrucT/onsi

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 whitefcells, 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 euqipment used in AIDS research. We, thus, hope that funding
for this important piece of equipment will be approved.



FROM THROUGH GRANT NUMBER
SECTION ill

Ul '^o^ 34980A 0 2CURRENT BUDGET PERIOD 5-1-83 4-30-84

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.

A. BUDGET

CURRENT
BUDGET

(as approved by
awarding unit)

(^)

ACTUAL
EXPENDITURES
THRU (insertdate):

(2)

ESTIMATED ADDITIONAL
EXPENDITURES AND
08LIGATIONS FOR
REMAINDER OF

CURRENT BUDGET
PERIOD

(3)

TOTAL ESTIMATED
EXPENDITURES AND

OBLIGATIDNS
(Col. 2plus Col. 3)

(4)

ESTIMATED
UNOBLIGATED

BALANCE
(Subtract Col. 4 'ram

Col. 1)

(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 ►
153,568 65,330 88,238 153,568 0

B. THROUGH F.
See instructions and provide the information required in items 8. through F. Use this page and continuation pages as necessary.

PROFESSIONAL PERSONNEL

NAME TITLE CATEGORY

J Levy Assc. Prof 1
J Morrow "in training" 3
J Landes SRA I 2
T Shimobukaro SRA I 2
MSzoenyi Lab Asst 2

EQUIPMENT

Lease of Becton-Dickenson Research FAGS 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

25% 26-50% 51-75% MORE THAN 75%

X

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



w
section iv

number

PROGRESS REPORT SUMMARY
^

CA34980 02

PRINCIFiL I.WESTiGATGfi GR PROGRAM DIRECTGR

Jay A. Levy, M.D.
PERICO COVERED BY THIS REPORT

F^sCM THROUGH

NAME GF ORGANiZATiGN ■■■ u* ,

TiTL£ vt!e snown in irem 1 on first pagei
Isolation of Agent Responsible for AIDS

(ScE 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 15% incidence of opportunistic infections
in BALB/c mice and not in ICR, 037 black, or G3H mice. Control
animals had less than 1% 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 oT' 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 antibodies 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 GEM 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 GPE, 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.



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 FAGS 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 FAGS, 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 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 XG 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.) is 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 grov/n by selected techniques on plastic, and then analysed
for endothelial cell characteristics. They have been studied for
prostaglandin and prostacycline production (with Dr. M, Goldyne).
Over 80% 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.



"'t'* Levy

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. ¥e have also attempted to grow the
cell lines in nude mice in the presence of an
angiogenesis-producing tumor (choriocarcinoma;. These results,
however, have also been unsuccessful. Nevertheless,' we believe
K3 is a hormone-dependent tumor, and thus, the cells may only be
tumorigenic when the proper growth factors are present in the
host.

13. ¥e have analyzed our Kaposi's sarcoma cell lines in
collaboration with Drs. Nelson and MacDougall in Oregon, as well
as individuals at UGSF (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 SBV. 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.



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

scction 1 (continued)

SUWAARY OF PROPOSED WORK

! GRANT ISiUMBER

11 UOl CA34980-02

key pfcfessignal. personnel engaged on prgje-

name pcsmcn tit;_e i department and organization

W, Lawrence Drew, M.D.
Ph.D.

John Mills, M.D.
Alan Gottlieb, R.N.
Richard Miner, B.A.

To Be Hired

Associate Clinical Prof

jAssociate Professor
jNurse Practioner, 11
iResearch Tech, IV
}
1

iResearch Tech.

jMedicine, Clinical"
Pathology St Laboratory

^ j_Medicine, U.C.S.F.
iMedicine, U.C.S.F.
(Medicine, U.C.S.F.

fPathology Research
J_Mt. Zion Hospital
Medicine, U.C.S.F.

G.ve 3 brief iummarv of osans *'or -he next /ear ot iucporx, inciucino tne odjectives and ioecific aims as weil as the methodofocy to be used to achieve
these aims. do not exceho the space ^rovjded.

i ~~

11. 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 individual, healthy homosexual
imen and analyse them by restriction enzymes to determine if these healthy
iindividuals are also infected by multiple, different strains of CMV.
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VIROLOGY II GRANT RENEWaIB. I.H. #1 UOl CA34980-01 Subcorf^bct to Mount Zion Hospital
SECTION II FROM THROUGH GRANT NUMBER

NEXT BUDGET PERIOD 5/01/84 4/30/85 1 UOl CA3498O-(012
Follow instructions carefully

A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD DOLLAR AMOUNT REQUESTED (Omit cents}
PERSONNEL (Applicant organization only) (See instructions)

NAME TITLE OF POSITION

TIME/EFFORT

% Hours per
Week

SALARY
FRINGE
BENEFITS

TOTALS

laL—L^wrenc e Drew , M . H ..Ph-^D Principal Investigator
R. Miner

NONE. NONE.
Research Tech, IV 50 20 16,411 3.692.

SUBTOTALS 16.411. I 3,692. 20.103
CONSULTANT COSTS (See instructions)

N/A
EQUIPMENT (Itemize)

N/A

SUPPLIES (Itemize by category)
CO2 & liquid N2 413.
Tissue Culture 2,067.
Media & Sera 1,654.
Reagents (antisera, chemicals, etc.) 1,654.
Plastic & Glassware 3,396. 9,184.

TRAVEL
DOMESTIC

FOREIGN International Congress of Virology 1 .600

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

ALTERATIONS AND RENOVATIONS (Itemize by category)

N/A
CONSORTIUM/CONTRACTUAL COSTS (See instructions)

N/A

OTHER EXPENSES (Itemize by category)
Computer Costs
Office Expenses
Statistical & Epidemiological Consultation
Indirect Costs 45.3% (16,411.)

1,650.
767.

2,600.
7.434, 12,45),.

TOTAL DIRECT COST (Enter on Page 1, (tern 10)
1

I *if this is a special rate
I (e.g. off-site) explain

I □ Not requested
D Under negotiation with;

43.338

INDIRECT
COST

(See instructions)

45.3 % s&vv

%TDC* '

Date of DHHS

agreement

3/23/83

04-
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GRANT NUMBER
SECTIQAII (continued}

fslEXT BWGET PERIOD ®J01 CA34980-0?

B. Supplemental information regarding ITEMS in the proposed budget for the next period vimcn require exoianation or justifiescran. instructions}

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%
for the above U.C.S.F. personnel constitute budgeted salary increases.

Two 50% Research Techs, will replace previously budgeted 100% SRA 11, 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.



VIROLOGY II ^
SECTJOhi in j FROM THROUGH • GRANT NUMBER

CURRENT BUDGET PERIOD 1 5/01/83 4/30/84 1 UOl.- CA 349 80-01

The following oenains to your CURPSMT PHS buaget. Do not include cost sharing funcs. This information in conjunction with that provided on
Page 2 wtil be usea m determining the amount of -uDCort for the MEXT bucget period.

A.. aUOGET
auOGcT

fas jcpravea iy
iwaraing 'jnitf

ACTUAL
EXPENDITURES
THRU unsertgataj:

12/31/83
<21

SSTsMATEl AOOiT'Oi^AL
£.t?E.H0ITUHE3 4N0
OaUGATiCNS FOR
Rfc^ASfSQEji OF

CaaSENT aUCGel
FERiOO

PI

TOTAL ESTIMATED
EXPENDITURES A.NO

08L!GAT(QN3
fCaf. 2 ffW Cai. 3f

'■r "(4) V

ESTiMATED
UNOSLIGATED

3ALANCE
(SudtracT Co/, i from

CaL ti

<51

TO'AL DIRECT COSTS 89,403, 34,424. 54,979. 89^40 3?^ ■ 0.

INDIRECT COSTS 'as provioedl 6,499 . 2,882. 3,617. 6,499. 0.

TOTALS >. 95,902. 37,306. 58,596. 95,902. 0.

6. THROUGH P.
See instructions and provide the information reouired in items B. through F, Use this oage ana continuation pages as necsssary.

B. PROFESSIONAL PERSONNEL

NAME TITLE CATEGORY 25% 26-50%

W. L. Drew P.I. 1 X
J. Mills Co-Invest. 1 *

A. Gottlieb Nurse Pract. 2 ■k

R. Miner Tech IV 2 ■k

M. Blair Tech III 2
E. Mocarski Consultant 1 X
T. Merigan Consultant 1 X
To Be Hired Tech 2 k

K. Taylor Secretary 2

51-75% more than 75%

X

X

C. 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.

E. EXPLANATION OF COLUMN 5. N/A

F. OTHER SUPPORT See attached page.



OTHER SUPPORT FOR DR. W

A. State of California

Project Title:

Grant Period:

Annual Amount:

LAWRENCE DREW:

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.

Hoffmann LaRoche,Inc. Pending - Protocol 2563B

Pro ject Title:

Annual Amount:

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.

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

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

Pro ject Title:

Annual Amount:

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.
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VIROLOGY II

SECTION IV
'

PROGRESS REPORT SUMMARY

NUMBER

1 UOl CA34980-0^

principal investigator or prcgram director

W. Lawrence Drew, M.D., Ph.D.
PERIOD COVERED BY THIS REPOR'

FROM

•.ME Or CRGANIZ.AT!CN

Mount Zion Hospital and Medical Center 15/01/83

THROUGH

jl/31/84
T! 1 LE title s/JOM/n m nem J on first p^egei

Studies of Acquired Irnmune Deficiency Syndrome
iSEE INSTRUCTIONS}

We have enrolled 40 CMV seronegative homosexual me^'^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 than or equal 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.

FH'3 2590 (Riv. 5/50) P.^G£j8 Cjn:.ni:i,t;on Page 3s necessary}



•
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PUBLICATIONS

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

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-1ike
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. Cytomegalovira I Infection in Healthy and
Immune Deficient Homosexual Men, in Ma P and Armstrong
D (eds): The Acquired Immune Deficiency Syndrome and
Infections o f Homo sexual 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 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¬
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 Cytomegalovirus.
Submitted for Publication.
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SECTION I (continued)

SUMMARY OF PROPOSED WORK

GRANT NUMBER

u6l CA34980 02

KEY PROFESSIONAL PERSONNEL ENGAGED ON PROJECT

NAME POSITION TITLE DEPARTMENT AND ORGANIZATION

>
CL
o
o
H"
LL

a

a:
O
u.

UJ
CO
•aao/

Q

LU
>
o

LU
(T

VOLBERDING PA
ZIEGLER J
ABRAMS, DI
LEWIS, BJ

it,.-.

PRINCIPAL INVESTIGATOR
CO-PRINCIPAL INVESTIGATOR
CO-INVESTIGATOR
CO-INVESTIGATOR

>DEPT OF MEDICINE/SFGH
DEPT OF MEDICINE/CRI

- DEPT OF MEDICINE/'SFGH
DEPf OF MEDICINE/CRI

Give 3 brief summarv of plans for the next year of suDoort, including the objectives and specific aims as well as the methodology 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
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 with diffuse
lymphadenopathy with recomlnant alpha Interferon and therapy of Kaposi's j
sarcoma with recomlnant gamma Interferon and lnterleukln-2., Future !
chemotherapy trials after the conclusion of enrollment In INCRF-159 protocol
serial Immunologic monitoring. j

VEnlcSRATE ANIMALS INVOLVED NO YES if "VES," 'd'ertify by crn-mon namd'S ar.o undrjriir.e pnmatas.

PHS 2550 (Rev. 5/82) PAGE 2^0



SeCTlOM II

NEXT BUDGET PERlo!
Follow instructions carefully

FROM

5-1-84

THROUGH

4-30-85

GRANT NUMBER

Uti|il\3498GA
A. ITEMIZE DIRECT COSTS P.EGUESTED FOR MEXT BUCGET PERIOD DOLLAR AMOUNT REQUESTED (Orrit cents/
PERSONNEL (Applicant organisation only} (See insrrucnans)

NAME TITLE CF FOSiTiON

TIME/EFFORT

%
Hours per
Week

SALARY FRINGE
BENEFITS

TOTALS

P VOLBERDING Prircipai Investioator 20 12,360 2,802
CO-INVESTIGMX)R 50

J ZEIGLER
B LEWIS
G GEE
P ROY

CO-INVESTIGATOR 20
CO-INVESTIGATCR
AJOM. NURSE II

20
50

PR CLK 50

27,143 6,152

16,998 4,676
8,556 2,353

>'■ 't "sail?"

4

SUBTOTALS 65,057 15,983
CONSULTANT COSTS (See instructions}

EQUiPMENi (Itemize)

SUPPLIES (itemize by category)
MAILING

REPRO/PRINTING
PHONE
OFFICE SUPPLIES
CLINIC SLiPPLIES

I i iJ-Tv

1,284

TRAVEL
DOMESTIC P VOLBERDING, D ABRAMS, G GEE

i FOREIGN
1,605

0

PATIENT CARE COSTS
INPATIENT

OUTPATIENT

AlTEHATIONS and RENOVATIONS (Itemize ay category!

CONSORTIUM.CCNTRACTUAL COSTS (See mstrucvoas)

OTHcfi t.kPENSES (Itemize by category)
PHOTO PROCESSING

BOOKS, PERIODICALS

TOTAL DiP.LCT COST (Sntar on Page 1, 10)

iNOiLlLCr

COLT
'Z:/ ic.s'juaiC'itj

^ tni'i 'S £ iw =C-'j: ra'.:;
, (eg c?i'"'-r r-; -pi.j.n

26, 232

: C^re c' DriHS
i acreerr-ri-.i

214

84,143
j riiOuei tad
'GUrider ceoo: rjith;
1

Pus lATj iRov. E;P2)



, flt NUMBER
SHCTlO^iS (continued} \

NEXT BUDGET PERIOD j UI CA 3498QA 02
B. Suppie:nent3l information regarding ITEMS m the proposed budget for the next pericdW'ich require expianation or justification. (See instructions)

PERSONNEL

P VOLBERDING 24% increase in salry since 5-1-83 due to promotional
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
PATIENT DATA COLLECTICN NEEDS HAVE INCREASED TO THREE TIMES OF
ORIONflAL EXPECTATIONS.

SUPPLIES To accomodate cost of living increases these
TRAVEL sections have been adjusted upwards
OTHER EXPENSES to 7%.

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.

FHS 25S0 iRtJv. 5/c2)



from through gra.nt number
SECTION Mi • •T''

CURRENT BUDGET PERIOD 5-1-83
. ..., -

1 u) 0 1 00
CA34980 02

Tne following oertains to your CURFIENT PHS budgGt. Co not include co-it sharing funcs, Tnis information in conjunction witn that provided on
Page 2 /viil be used in deterrr.inirg the amount of succor: for the NEXT buaget period.

A. 8U0GET

CURRENT
BUOGET

(31 lasrwsa i/
3\%3njinq unirj

iVi

ACTUAL
EXPENDITURES
THRU Cinsirt

(2J

ESTIMATED AaOtTIGNAL
E.tPEMDiTUHES AND
aBLiGA "fO!*iS POfi
BE.MAiNDER OF

CUSREN'T 3U0GET
PE8100

(3)

TOTAL E3T1MATEO
EXPENOITUREE A.NQ

OaLlGATSONS
iCaL 2 Cat 3}

.

(4)

E3Td<!ArE0
UNGBLIGATEp

BALANCE
{Sailuset CaL 4 ^ram

Cai. 1}

(5)

total direct costs
78,500 52,139 26,361 78,500

indirect costs (as provided) 21,135 13,944 7,191 21,135

totals
99,635 66,083 33,552 99,635

a. through f,
See instructions and provide the information required in items 3. through F. Use this pace and continuation pages as necessary.

B. PROFESSIONAL PERSONNEL

NAME TITLE CATEGORY LESS 25% 26-50% 51-75% MORE 15%

P VOLBERDING

D ABRAMS

J ZEIGLER

B LEWIS

G GEE

P ROY

ASST PROF MED 1

CLN INSTR MED 1

PROF MED 1

ASSC CLN PROF
MEDICINE 1

ADM NURSE 2

PRIN CLK 2

X

X

C. EQUIPMENT

Toshiba P1350 printer and components to be used with IBM PC Computer
$1,798.87

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

F. OTHER SUPPORT

Paul A. Volberding, M.D.
City and County of San Francisco
Dept. of Public Health
"Study of AIDS - Outpatient Clinic"
7-1-83 to 6-30-84 Grant period
$390,541



section )v

PROGRESS REPORT SUMMARY
/

gWTnt number

UOI CA34980 02
principal investigator or program director

pattt, vot.rerdtng, M.d.

period covered by this report

from

5-1-83'#'

through

4_30-84 -

name of organization

ttmtvf.r.rttv of gat.tforntta . SAN FRANCISCO
title (Repeat title shown in item 1 on first page)

PRINCTPAT, TNVFSTTGATOR
(SEE INSTRUCTIONS)

SEE ATTACHED SHEET .

PHS 2590 (Rev. 5/82) PAGE 64 ^ (Use Continuation Page as necessary)



^fccRESS '^REPORTP^e 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 observationsiBve 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 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 competence. 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 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 with diffuse lympha-
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{cont'd)

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 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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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 Innoculatlon, 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:

Personnel
Supplies
Total Direct Costs
Indirect Costs

$20,103
1,543
21,646
7,434

TOTAL COSTS $29,080



This cward Issued as a cooperative agreei^^t In response to the NCI RFA"Studies of Acquired Immuno-defIclency Syndrome (Kaposi's Sarcoma andOpportunistic Infections),"

Nature of Collaboration with NCI Staff: Terms of Award
•

0This section outlines the collaboration between recipients of these co-
. operative agreements and NCI program staff.

1. Scientific Resources^

A. The Awardees shall develop research protocols and plans in accord• with their individual interests and strengths as well as theminimum requirements included in these terms of award.

B. The NCI Staff will serve as a resource of information on the acti¬vities of various members of the working group and will act to,facilitate collaboration among involved researchers. It is in thecontext of the Working Group semi-annual meetings that the awardees,with the assistance of NCI staff, will identify and develop thesecollaborative areas.

2. Treatment Studies

I-

NCI approval will be required for all treatment protocols developed follow¬ing award. NCI staff will hold regular protocol review meetings chairedby the Associate Director, Cancer Therapy Evaluation Program, NCI, orhis designee. The primary purposes of this review are 1) to assurethat the proposed research is in compliance with all FDA requirementsfor NCI-funded clinical treatment research and 2) to identify and preventundesirable duplication of efforts. Protocols may be disapproved by NCIOn the basis of patient safety and toxicity, obvious duplication, or^failure to meet FDA regulations,particularly those concerning NCI-sponsored investigational drugs.
If a proposed protocol.is found to be unacceptable for aqy of the abovereasons, the specific reasons for lack of approval will be communicatedto the investigator within 30 days of protocol receipt by the NCI. NCIstaff will work with the investigators to develop a mutually acceptablet protocol compatible with the research interests and needs of the workinggroup and the NCI.

NCI will establish an appeals process for determining the suitability oftreatTient protocols it has found unacceptable on initial review, and forwhich a mutually acceptable protocol cannot be arrived at through discus¬sions between the group'and NCl staff. An arbitration panel composed of;one working group participant,'.one NCI nominee, and a third member withcliriical trials expertise chosen by the other two members will be formed• to review NCI decisions. This NCI arbitration process in no way affects
. the right of a recipient to subsequently appeal an adverse determination•

using the NIH informal appeals system and the formal Department of Healthand Human Services procedures. If the investigator proceeds with performmance of a protocol disapproved by the arbitration panel, the results ofthat study will be. subject^to^ careful monitoring and targeted for peerreview when^the iompetitive'Venewal application is under consideration.In addition,'^ the NCI m^ withdraw the* portion of funding designated fora disapproved protocol, if the grounds for disapproval are patient safetyand toxicity, or unnecessay duplication.
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UNIVERSITY OF CALIFORNIA, SAN FRANCISCO

^
BERKELEY • DAVIS • IRVINE • LOS ANGELES • RIVERSIDE • SAN DIEGO * SAN FRANCISCO 1 SANTA BARBARA • SANTA CRUZ

SCHOOL OF MEDICINE SAN FRANCISCO, CALIFORNIA 94143
DEPARTMENT OF MEDICINE

August 21, 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 UOl CA34980-02 Studies of AIDS.

The original should be sent to on to Mary Niemiec at the
NIH. I'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,

"^crbbi-
Roberta Gonzales-Wilson
Admn Analyst
Div of Oncology/AIDS Clinical Outpatient Services
SFGH



Gerson Biskind Pathology^
Infectious Diseases, rUcr

earch Laboratory

nology, Oncology

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
August 2, I98A

Mary Niemtec
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 UOl CA3A98O-O2 and Dr» W.
Lawrence Drew of Mount Zici Hospital and Medical Center, San Francisco,
Dr. Drew, Principal Investigator of the Virology II Section of grant UOl
CA3^980-02 has agreed to perform the following for year two, 5/1/8A-1+/30/85.

1. Enroll kO 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 11 budget follows;

Personnel - Sah Francisco General Hospital ( UCSF ) $59,971.
Supplies - San Francisco General Hospital ( UCSF ) $ 770-

Subtotal $60,7A1.

"Consortium/Contractual Costs - Mount Zion Hospital
Salary + Fringe for one Research Technologist IV - 50^ $20,103.
Suppl ies " $ 1 ,2if3.
Indirect Costs hS*3% ($16,1»11) $ 7,^3^,

Subtotal $29,080T"
Sumtotal $89,521.

W, Lawrence Drew, M,D., Ph.D.
Princioal Investig^tofj, Virology 11

Dr. Paul Volberding
Principal Investigator, Sjt^udies of AIDS

Mr. William H, Gurtner
President, Mount Zion Hospital

KT

cc:John Mills, M.D.
Constituent Agency of The Jewish Comnnunity Federation of San Francisco, Marin and the Peninsula



Office of tfie 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 Managanent
National Institutes of Health
Westwood Building, Rocm 853
Bethesda, Maryland 20205

Dear Ms. Niemiec:

This letter represents the *Consortium Agreement between the University of
California, San Francisco, Studies of AIDS, Grant UOl 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 homosexual men and correlate
acquisition of Q4V with the development of abnormal H:S ratios.

2. Collect sequential isolates of CMV from individual healthy
homosexual men and analyze them by restriction enzymes to
determine if these healthy individuals are also infected by
multiple, different strains of QyiV.

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 $ 3,721.
Indirect Costs $ 9,806.

SUBTOTAL $39,863.

SUMTOTAL $89,873.

Sixice^^^f
W. Lawrence Drew, M.D., Ph.D.
Principal Investigator, Virology II

Paul Volberding, M.D.
Principal Investigator, Studies of AIDS

Vk
ne M. Petrakis

Contracts and Grants Officer, UCSF

Mr. William
President, Mount Zion Hospital

Constituent Agency of The Jewish Community Federation of San Francisco, Peninsula, Marin and Sonoma Counties



To Bobbi Wi1 son
Ward 86~San Fr ' General Hospital

Mount Zion Hospital and Medical Center

From Karen Taylor
Pathology Researcn

Subject: N.I.H. Grant CA3^980-03 Date January 28, I985

Enclosed is Dr. W. Lawrence Drew's renewal forms.

I have also attached a letter which we mailed to Mary Niemiec,
Grants Management, N.I.H., last year which described the consortium
agreement which would be forthcoming. This year we will again have
to tell N.I.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 I 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
MZ-39
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July 17, 1984

Mary 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 California,
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 thie
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,

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 Laboratory
Infectious Diseases, Immunology, Oncology

Mount Zion Hospital and Medical Center

August 2, I98A

1600 Divisadero Street. San Francisco/Tetephone (4t5) 567-66'
Mailing Address: Pest Office Box 792t, San Francisco, California 94t2G-79:;

Mary NIemiec
Grants Management
National Institute of Health
Westwood Building, Room 853
Bethesda, Maryland 20205

Dear Ms. NIemiec:

. ^7' I . O' ■

This letter represents the "Consortium Agreement between the EJniversity of
California, San Francisco, Studies of AIDS, Grant UOl CA3A980—02 and Dr. W.
Lawrence Drew of Mount Zion Hospital and Medical Center, San Francisco,
Dr. Drew, Principal investigator of the VHrolcgy 11 Section of grant uO»CA3^980-02 has agreed to perform the following for year two, 5/1/8A-A/30/85
1, Enroll Ac 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, healthiy homosexual
men and analyse them by restriction enzymes to determine if thwsse 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 II budget foUlows:

Personnel - San Francisco General Hospital ( UCSF )
Supplies ^ San Francisco General Hospital ( UCSF )

Subtotal

^Consortium/Contractual Costs - Mount Zion Hospital
Salary + Fringe for one Research Technologist IV - 50%
Supplies
Indirect Costs A5.3^ ($l6,An)

/9 Subtotal
Sumtotal

$59,97U
$ 770.
$60,7A1.

$20,103.
$
$ 7,^3^.
$29,080.
$a9,521.

W, Lawrence Drew, M.D., Ph.D.
Principal Investigator^, Virology li

Dr. Paul Volberding /
Principal Investigator, Sjtudies of AIDS

Mr. William H, Gartner
President, Mount Zion Hospital

KT

cc:John Mills, M.D.
Constituent Agency of The Jewish Community Federation of San Francisco. Marin and the Peninsula
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AGREEMENT BETWEEN

MOUNT ZION HOSPITAL AND MEDICAL CENTER

Prime Grant No. 5 UOl 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

Lorraine M, Petrakis
Contracts & Grants Officer

DATE ;0//7/fy DATE. October 8^ 1984



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.

ARTICLE IV - PRINCIPAL IWESTIGATOR

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 - PUPLICATIQN

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



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.

ARTICLE VII - METHOD OF PAYMENT. FINANCIAL REPORT REQUIREMENTS

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
of:

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¬
ments. ~ "

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.

ARTICLE VIII - PROVISIONS APPLICABLE TO DIRECT COSTS

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: f ^

1) Purchase 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.

ARTICLE IX - REBUDGETING

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.

ARTICLE X - EQUIPMENT ACCOUNTABILITY

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.

ARTICLE XI - PROGRESS REPORTING REQUIREMENTS

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).

Tefmiha^l~^pTogress rep^ 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 list of the results,
positive or negative, considered significant by the investigator,
and a list of publications resulting from the project with plans
(if^ any)'Ifpr-further publication,^ All progress reports shall be
submitted*"to1:^ Univelsi£y's Pf^^ Director^,

ARTICLE XII - GRANT-RELATED INCOME |

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;

1) 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 XJII - CPNERAIi CQ^ITIONg

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 0MB Circular A-
124.

ARTICLE XV - TERMINATION

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.

ARTICLE XVI " CARE AND TREATMENT OF LABQRATQRY ANIMALS

I The Collaborating Institution shalT^ comply with applicable
portions of the Animal; Weire.Act.^(P.L;^ as amended) and
to follow the guidelineW;^ DHEW i^blication No. 78-
23, revised 1978, formerly PHS Publication No. 1024, Guide for
the Care and Use oL Laboratory Animals*



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.

ARTICLE XVIII - CIVIL RIGHTS AND EQUAL EMPLOYMENT OPPORTUNITY

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).



^ SECTION II

NEXT BUDGET PERIOD
Follow insiructions carefully

FROM

5-01-84

THRUUUn i^vpiviDi

04^30^8 5 j #1081SC

Exhibit A

A. ITEMIZE DIRECT COSTS REQUESTED FOR NEXT BUDGET PERIOD
PERSONNEL (Apoiicanr organization only) (See instrucrionsi

NAME TITLE OF POSITION

TIME/EFFORT

Hours per
Week

DOLLAR AMOUNT REQUESTED (Omit cena!

SALARY
FRINGE
BENEFITS

TOTALS

^.Lawrence DreW,M.D.PheD.' P/'nc,'Pal Invesngaiof 20

R. Miner Research Tech 50
0 -

20 16,411 3,692

.Mmi

SUBTOTALS ^^1 16,411 3,692 20,103
CONSULTANT COSTS (See insrruciionsj
N/A

EQUIPMENT (itemize)

N/A

~z:zo

SUPPLl ES (Itemize by category)
-

_ PLASTIC GLASSWARE
C02 & LIQUID N2
MEDIA & SERA
REAGENTS (ANTISERA,CHEMICALS, .ETC.)

1,543

TRAVEL
DOMESTIC ; -

; ■- -

FOREIGN : , ■ ;
■ ■ •■ — ■— - -- —

PATIENT CARE COSTS
INPATIENT - - .

"

, . . ..... . _

OUTPATIENT

ALTERATIONS AND RENOVATIONS (Itemize by category)

N/A

CONSORTIUM/CONTRACTUAL COSTS (See instructions) . ,

■ ■:v:!
N/A i :,;r

-.-a;' . s«-. ;;; ,'i-,17 I ■

OTHER EXPENSES (Itemize by category)

Indirect costs 45.3% (16,411)

■ :.'v "

7,434 7,434

TOTAL DIRECT COST (Enter on Page 1, hem 10) 29,080

INDIRECT
COST

(See instructions)

' 'i;'-/ ■ -J *lf it j special rate J Date

PHS 2550 IRev. 5/S2)
mm



DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

National Institutes of Health
National Cancer Institute
Bethesda, Maryland 20205

October 9, 1984

Our Reference: 5 UOl 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.

Grants Management Specialist
National Cancer Institute
(301) 496-7444



UCSF ODblMITTEE ON nut's[n RESEARCH
*

. CENEFJC. APPROVAL APPLICATION FORM,
/

Principal Paul Volberding, M.D. !7niv Asst. Professor of Med CRI/Dept. ' Med
invastiqatcrjohn Zieqlery M.D. TitCeProfessor of Medrept CRI/Dept. Med
Hailing San Francisco General Hospital Div of Oncsufcrnisoion
Addiess 995 Potrero Ave > WardPfife (415) 666-4387 pato May 1/ 1984
Grant San Francisco CA 94110
Title STUDIES OF AIDS

Application to the CHR is New ^ Renewal of Ag-picval 4 240890-01

Application to the agency is New ^ Renewal of Grant n UOl CA34980-01

Funding gear May 1 ' 84 May 1 '85 Aaencu NIH

Short suimnary 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 Deveicpraent
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 assays or T cell subsets and monocytes in pre-
AIDS and AIDS patients to define immunr.pathogenesis, follow immune paranierert,
in patients rec eiving interferon and IL2 there/ y: (4) continue studies of
viral etiology of AIDS by inoculr.uing AIDS tissues into Salb-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""©? ALL projects~discussed in grant application. CHR CHR
Project Project Approval Expir
Investigator Title Number Date

SEE ATTACHED PAGE

This application is going to receive a general apprc^'-al which will allcM' institutional
approval of the human subjects aspects of the above grant applicatior.» I understand that
this approval will not allow me to recruit or involve humins as subjects, I agree not to
initiate any work with hunun subjects until I have received appropriate specific approval
from the Committee on Human Research.

Date Signature of P.I.
Comnents:



L'CoT crALViTrrr ON RESZORC-I
• ' GE^.ERAL .^^RPRCVRE PRPLZCO.TION FCRy!

Pzinclz^l Paul Volberding, M.D. univ Asst. Professor of Med CRI/Dept. Med
Inv-3st^7a tc rJohn Zieqler, M.D. Ti zleProfessor of Medrert CRI/Dept. Med
:'L3ilirrj San Francisco General Hospital Div of Oncsjimisoion
Adiresc 995 Potrero Ave. WardPB,6:.j (415)666-4387 Date May 1, 198 4
Grant San Francisco CA 94110
Title STUDIES OF AIDS

A[:pLicazion to trra CHR is N&v ^ Renewal of Afpzcn''al y 240890 01

Application to the agency is New ^ Renewal ct Grint t UOl CA34980-01
Fonlinj year May 1 '84 tc May 1 '85 Agency

Short s'lmiTkary of suhpect area of grant: Program vzcject
For the second year of this grant we propose the X .Rececrcn granc
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 srsg
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 assays of T cell subsets and monocytes in pre-
AIDS and AIDS patients to define immune, pathogenesis, follow immune paramerert:
in patients rec-iving interferon and IL2 there.' y: (4) continue studies of
viral etiology of AIDS by inoculr.ning AIDS tissues into Dalb-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 projicts'~dIscuised~in grant application." ~ CHR CHR
Project Project Approval Expir
Investigator Title Number Date

SEE ATTACHED PAGE

This application is going to receive a gentaral approval which will allow institutional
approval of the humon subjects aspects of the above grant application. I understard that
this appro'j'al will not allov rrko to recruit or imdve humsns as subjects. I agree not to
initiate any work with humon subjects until I have received appropriate specific approval
from tic Committee on Human Research.

Date SigtMature of P.I.
Cc:nrit3nts:

>



PflOTOCOL FUR THE CLINICAL STUDY OF AIDS AT UCSF

INTRODUCTION

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 tne rate of malignancies, including Kaposi's sarcoma and

non-Hodgkin's lympncma and a variety of severe life threatening opportunistic
infections, especially Pneumocystis carinii pneumonia.

Because of tne serious nature of this 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
interestea 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 coorainate the

collection and distribution of these specimens a Tissue Committee of the UCSF
AIDS working Group has been established. The chair of this committee is Dr.
Paul Volberding.

in addition, a tissue and serum banx 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. To minimize
tne inconvenience of multiple studies to patients witn AIDS and to prevent

confusion among collaborating investigators, this protocol is intended to

serve as a metnod for tne 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 have separate protocols and consents approved through the Human
Researcn Committee.



PKOTUCOL

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 45cc's of

blood on the first clinic visit and if the person has Kaposi's sarccxna 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 6 months. At no time will the amount of blood collected for this purpose

exceed iOcc'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 otner invasive testing that is not of routine clinical utility will

require a separate consent from each patient.

CONflDhhTIALlTi

Because of tne nature of AIDS and the risk groups involved in the

epiaemic, 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.

- 2 -



SUMMARY OF AIDS CLINICAL RESEARCH PROTOCOL

A DIAGNOSIS ON FIRST VISIT

AMOUNT

BLOOD:

STUDIES AS INDICATED CLINICALLY

(CBC, CHEM PANELS ETC)
BLOOD (SERUM) FOR PRESERVATION IN

SPECIMEN BANK

approx 2Qcc

approx 2Ucc

BIOPSY:

SKIN BIOPSY FOR DIAGNOSIS OF SUSPICIOUS LESION - 4min punch

SKIN BIOPSY OF LESION FOR PRESERVATION/

BIOPSY OF NORMAL SKIN FOR PRESERVATION/RESEARCH - 4mm puncn

BIOPSY OF LYMPH NODE FOR DIAGNOSIS AS CLINICALLY

INDICATED

PORTION OF NODE TO BE PRESERVED FOR RESEARCH

(NO BIOPSY OF NODE FOR RESEARCH ONLY)

PULMONARY FUNCTION TESTING: BASELINE TESTING

TESTING IN FOLLOW-UP PERIOD

RESEARCH 4mm punch

AMOUNT FREQUENCY
BLOOD:

BLOOD (SERUM) FOR PRESERVING/RESEARCH
BIOPSY:

KS LESIONS BIOPSIED FOR CLINICAL
INDICATIONS:

20 cc

clinically as
4 mm punch indicated

3-6 months

LYMPH NODE BIOPSIED FOR CLINICAL
INDICATIONS

portion of
b iopsy as indicated

PULMONARY FUNCTION TESTS 4 months



DEPARTMENT OF HiLTH & HUMAN SERVICES Pubiic Health Service

National Institutes of Health
National Cancer institute
Bethesda, Maryland 20205

October 9, 1984

Our Reference: 5 UOl 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.

Grants Management Specialist
National Cancer Institute
(301) 496-7444

^/x•AN



• UCSF CO!^l^.ITTEE ON NUt'AN RESEARC-^APPRCVAZ APPLICATION FCRM
-

^ i
Principal Paul Volberding, M.D. Univ Asst. Professor of Med CRI/Dept' Med
InvastigatorJohn Ziegler ^ M.D . TicIeProfessor of Medr.ept CRI/Dept. Med
yiailing san Francisco General Hospital Div of OnesabTdsaion
Addr^2S3 995 Potrero Ave, WardP.6:6-.c (415) 666-4387 pato May 1, 198 4
Grant San Francisco CA 94110
Title STUDIES OF AIDS

Apvlicazion to ttjo CHR is iVew ^ Renewal of Aip'Drc\''al ^ 240890 01

Application to the agency is New ^ Renewal of Grant # UOl CA34980-01

F-jncfinj uear May 1 ' 84 to May 1 '85 Aaencu

Short s'mmarg of subject ar&a 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 subsets and monocytes in pre-
AIDS and AIDS r'tients t:o define immunr pathogenesis, follow immune paramerert>
in patients receiving interferon and IL2 there y: (4) continue studies of
viral etiology of AIDS b-y inoculruing AIDS tissues into Dalb-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.

Liiit~of ALL projects~dlscussed in grant application. CHR CHR
Project Project Approval Expir
Investigator Title Number Date

SEE ATTACHED PAGE

This application is going to receive a general apprc\'al which will allow institutiorel
approval of the human subjects aspects of the above grant application. I understand that
this appr-ic/al will not allc^j me to recruit or irxdve humans as subjects. I agree not to
initiate any work with human subjects until I have received appropriate specific approval
from tl.e Ccrnmittee on Human Research.

A<yf-y
Date signature of P.I

CommantSi



PROTOCOL FOR THE CLINICAL STUDY OF AIDS AT UCSF

INTRODUCTION

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-hodgkin's lymphoma and a variety of severe life threatening opportunistic
infections, especially Pneumocystis carinii pneumonia.

Because of tne serious nature of this 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
AIDS 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. John 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, 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.



PHOTUCOL

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 45cc'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 6 months. At no time will the amount of blood collected for this purpose

exceed 30cc's. In addition, 10 foIIow-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 therapy.
Any otner invasive testing tnat is not of routine clinical utility will

require a separate consent from each patient.

COiMflDBi^TIALIT^

Because of tne nature of AIDS and the risk groups involved in the

epidemic, cohfidentiality 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.

- 2 -



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 2Ucc

BIOPSY:

SKIN BIOPSY FOR DIAGNOSIS OF SUSPICIOUS LESION

SKIN BIOPSY OF LESION FOR PRESERVATION/
RESEARCH

BIOPSY OF NORMAL SKIN FOR PRESERVATION/RESEARCH
BIOPSY OF LYMPH NODE FOR DIAGNOSIS A3 CLINICALLY

INDICATED

PORTION OF NODE TO BE PRESERVED FOR RESEARCH

(NO BIOPSY OF NODE FOR RESEARCH ONLY)

- 4mm punch

- 4mm punch
- 4mm punch

PULMONARY FUNCTION TESTING: BASELINE TESTING

TESTING IN FOLLOW-UP PERIOD

BLOOD:

BLOOD (SERUM) FOR PRESERVING/RESEARCH
BIOPSY:

KS LESIONS BIOPSIED FOR CLINICAL
INDICATIONS:

LYMPH NODE BIOPSIED FOR CLINICAL
INDICATIONS:

PULMONARY FUNCTION TESTS:

AMOUNT FREQUENCY

2U cc

- 4 mm punch

portion of
biopsy

3-6 months

clinically a
indicated

as indicated

4 months



'JC3F C01MIT7EE ON HUt'30J PIlSEORCi
GENEFJ^l. ?PPFCV.--L APPLICATION FORM

. /'

Piincii^l Paul Volberding, M.D. Univ Asst. Professor of Med CRI/Dept. 'Med
Inv-3stig.^ ts rJohn Zieqler, M.D. T i zleProfessor of Medr^rt CRI/Dept. Med
yiiilirn San Francisco General Hospital Div of Onesabrr.ission
Acdzes3 995 Potrero Ave. WardPBBzo (415)666-4387 Jato May 1 / 198 4
Oro.rz San Francisco CA 94110
Title- STUDIES OF AIDS

Azflicocicn to t'rjo CHP. is New ^ Renewal of .Afprcoal 4 240890 01
Applicatior. to the agency is New ^ Renewal of Grant 4 UOl CAS4980-01
Forcing year May 1 ' 84 tj May 1 '85 Aaency

Short s'mmnry of subject area of grant: Program project
For the second year of this grant we propose the x Resaar-oh 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 mer
(3) immunologic and functional assays of T cell subsets and monocytes in pre-
AIDS and JiIDS rntients to define immunrpathogenesis, follow immune paramerert.
in patients rec eiving interferon and IL2 therss y: (4) continue studies of
viral etiology of AIDS by inoculr.uing AIDS tissues iiito Salb-G and CHS 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.

Liit'of ALL projects~dIscussed~in grant application. CHR CHR
Project Project Approval Expir
Investigator Title Number Date

SEE ATTACHED PAGE

This application is going to receive a genaral appro\^al whioh will allow institutiortal
approval of the human subjects aspects of the above grant application* I uryderstand that
this apprc/al will not allow me to recruit or involve humans as subjects, I agree not to
irdtiate any work with human subjects until I have received appropriate specific approval
from the Committee on Human Research.

Date

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 the cellular immune system regulation appears to be altered increas¬

ing dramatically the rate of malignancies, inducing Kaposi's sarcoma and

non-Hodgkin's lymphcraa and a variety of severe life threatening opportunistic
infections, especially Pneumocystis carinii pneumonia.

Because of tne serious nature of this 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
AIDS working Group has been established. The chair of this committee is Dr.

Paul Voiberding.

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 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 metnod 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 have separate protocols and consents approved through the Human
Research Committee.



PHOXUCOL

At the time of initial evaluation patients with AIDS or AIDS related

conditions as defined by the GDC, will be asiced to participate in an ongoing
research effort. This will consist of collection of approximately 45cc'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 6 months. At no time will the amount of blood collected for this purpose

exceed SOcc'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 therapy.

Any otner invasive testing that is not of routine clinical utility will

require a separate consent from eacn patient.

COhfiDBNTIALlTi

Because of tne nature of AIDS and the risk groups involved in the

epiaemic, 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 riealtn 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.

- 2 -



SUMMARY OF AIDS CLIMICAL RESEARCH PROTOCOL

A DIAGNOSIS OM FIRST VISIT

AMOUNT

BLOOD:

STUDIES AS INDICATED CLINICALLY

(CBC, CHEM PANELS ETC) approx 20cc
BLOOD (SERUM) FOR PRESERVATION IN

SPECIMEN BANK approx 2Ucc

BIOPSY;

SKIN BIOPSY FOR DIAGNOSIS OF SUSPICIOUS LESION

SKIN BIOPSY OF LESION FOR PRESERVATION/

RESEARCH

BIOPSY OF NORMAL SKIN FOR PRESERVATION/RESEARCH
BIOPSY OF LYMPH NODE FOR DIAGNOSIS AS CLINICALLY

INDICATED

PORTION OF NODE TO BE PRESERVED FOR RESEARCH

(NO BIOPSY OF NODE FOR RESEARCH ONLY)

- 4mm punch

- 4mm punch
- 4mm punch

PULMONARY FUNCTION TESTING: BASELINE TESTING

TESTING IN FOLLOW-UP PERIOD

BLOOD:

3L00Q (SERUM) FOR PRESERVING/RESEARCH
BIOPSY:

KS LESIONS BIOPSIED FOR CLINICAL
INDICATIONS:

LYMPH NODE BIOPSIED FOR CLINICAL
INDICATIONS:

PULMONARY FUNCTION TESTS:

AMOUNT FREQUENCY

20 cc

- 4 mm punch

portion of
b iopsy

3-6 months

clinically as
indicated

as indicated

4 months



UNIVERSITY OF CALIFORNIA, SAN FRANCISCO

BERKELEY • DAVIS • IRVINE • LOS ANGELES • RIVERSIDE • SAN DIEGO • SAN FRANCISCO

m

SANTA BARBARA • SANTA CRUZ

CONTRACTS AND GRANTS OFFICE
SAN FRANCISCO, CALIFORNIA 94143
(415) 666-2977
July 30, 1984

Ms. Mary Niemlec
Grants Management
NIH/NCI
5333 Westwood Avenue, Room 853
Bethesda, MD 20205

Dear Sir or Madam:

We are presenting for your review, a request for support of the following project:
PROJECT TITLE Studles of Acquired Immune Deficiency Syndrome

PRINCIPAL INVESTIGATOR

TYPE OF PROPOSAL

□ New
□ Continuation of No
□ Renewal of No. ________
□ Supplement to No.

Revision of No

Paul A. Volberding, M.D.

-349BU-02

□ Contract
Ct' Grant
□ Subcontract
□ Fellowship

AMOUNT REQUESTED

First 12 Months
Total

INDIRECT COST RATE USED

22.7

$561,408.00 (Including Indirect cost)
II Direct Cost Only

,% Total Direct Cost {22% for period 5/1/84 - 6/30/84)

PROJECT PERIOD

First 12 Mo.
Total Period

ri/84 - 4/30/85

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
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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 5 IJOl CA 34980-02 is available at the
Contracts and Grants, 145 Irving Street (2nd Floor). The completed
application must be, in this office at least two weeks prior to the agency's
deadline of L 1984

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.

Inquiries should be addressed to our office at extension x-2977.

cc: Departmental Assistant Frank Cook \A-991

UNIVERSITY OF CALIFORNIA-(Letterhead for interdepartmental use)


