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AIDS

in Asia and the Pacific :

A_n International Conference
Bangkok, Thailand
6-9 March 1989

Jointly Organized by
World Health Organization
_ and
Ministry of Public Health of Thailand
in collaboration with
Mahidol University
Bangkok, Thailand

"Each country develops its own specific approaches,
vet we all can and must learn from each other."

"We know that as people learn the facts about AIDS,
needless fears diminish and effective action
to prevent infection increases.”

Hiroshi Nakajima, M.D., Ph.D, /}/
Director-General QMJ 7

World Health Organization : a8 .

[7 yi i
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HIV/AIDS VACCINE TRIAL IN THAILAND -
RATIONALE, GUIDELINE AND ETHICAL ISSUES

by: Prasert Thongcharoen, M.D

Abstract

WHO has announced in 1991 that four memberstates will be
supported as HIVIAIDS vaccine testing sites; namely Brazil, Rwanda,
Thailand and Uganda.

Thailand has agreed to participate in this very portant scientific
study based on the ground that:

1) AIDS is a fatal infectious disease without any curative

measure currently available;

ADS Y-
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2) it spreads in an alarming pattern and pandemic ;

3) there are effective vaccines for prevention of many virus
diseases i.e.. poliomyelitis, measles, rubella, hepatitis A, hepatitis B
and Japanese encephalitis;

4) there are evidences indicating that vaccines work in some
retroviral animal models;

5) promising responses to candidate vaccines in early phases
of human trials showed the safety and immunogenicity ;

6) potential benefits of partially effective vaccines are expected
in both seronegative and seropositive individuals and;

7) if candidate vaccines are effective and available, Thailand
will have priority in using andlor manufacturing HIV/AIDS vaccine.

After the agreement between Thailand and WHO has been
signed, both parties have prepared the infrastructures for vaccine testings
; 1.e.,strengthening the laboratrory and clinical capability, HIV
characterization, epidemiological and cohort preparation, data
management and monitoring,drafting the guideline for accepting the
candidate vaccine and research proposal including ethical and human
right protection.

At least 3 Phase 1/11 research proposal for vaccine testings
in Thailand have been sofar submitted to the Ministry of Public Health
for asking permission. The proposals must be first approved by the
National Ethical Clearance Committee and then the final approval of
the Scientific and Technical Subcommittee of the National AIDS

ommittee is needed.

ADS b
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During the trial, an oversight Committee and a Data Monitoring
Board will regularly evaluate the progress of t he study. This process
will ensure the safety and reproducibility of the study. Phase 1/11

HIVIAIDS vaccine study is expected to commence as early as March

1994.

Al

HIV / AIDS VACCINE TRIAL IN THAILAND - RATIONALE,
GUIDELINE AND ETHICAL ISSUES

by:
Prasert Thongoharoen,M.D

ABSTRACT

WHO has announced i 1991 that four Memberstates will be supported as HIV/AIDS
vaccine testing sites; namely Brazil Rwanda, Thailand and Uganda.

Thailand has agreed to participate-in this very poriant scientitic study based an the ground
that : 1] AIDS is fatal infectious disease without any curative measure currently available ;
2] it spreads in an alarming pattern and pandemic ; 3) there are effective vaccines for
prevention of many virus diseases i.e., poliomyelitis, measles, rubella, hepatitis A, hepatitis
B and Japanese encephalitis ; 4] there are g that work in some
retroviral animal models ; 5) a 1/] did in early phases of
human trisls showed the salety and immunogenicity ; B] potential benefits of partially

i accines are in both gative and itive individuals and ; 7) 1
candidate vaccines are effective and available Thailand will have priority in using and/or
manufacturing HIVIAIDS vaccine

After the agreement between Thailand and WHO has been signed,both parties have
prepared the infrastructures for vaccine testings ; e, strengthening the laboratrory and
clinical pability, HIV ch \, ep gical and cohort preparation, data

ol and g.drafting the g for g the vaccine and
research proposal including ethical and human night protection,

Al least 3 Phase I research proposal for vaccing testings in Thailand have been sofar
submitted to the Ministry of Public Health for asking permission. The proposals must be
first approved by the National Ethical Clearance Committee and then the final approval af
the: and Tech Sub. of the National AIDS Committee is needed.
Duwring the trial, an oversight C and a Data Board will regularly eva-
luate the progress of t he study. This process will ensure the safety and reproducibility of
the study. Phase 11l HIV/AIDS vaccune study is expected to commence as early as March
1994,
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TENTH INTERNATIONAL CONFERENCE ON AIDS
INTERNATIONAL CONPERENCE ON S113
FOKOHAMA, 7-12 AUGUST 1994
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Fublication: Bangkok Post
Editorial Profile: BusinnssNews

"“The discovery of a vaccine is still far away.” — Luc
Montagnier of the Pasteur Institute. :

Periodicity: Daily

J medical research gro
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By SAPANA SAKYA

ore than a century
Mug‘u the French sci-
entist Louis Pasteur
developed the first rabies
vaccine, securing a_promi-
nent place for himselfin med-
u‘a[)\ulwy Like Pasteur, to-
day's aspiring scientists are
searching for a magic formu-
la — this time to bring under
control the most devastating
virus of our time, HIV/ATDS,
‘The complex and constant-
Iy cha:gmg nature of HIV
has tried the patience of sci-
entists working on candidats
vaccines, whoe are still un-
able to determine when and
if & vaccine will succeed.
“The discovery of a wvac-
ine is still far away,” said
Ifremehnmm Professor Luc
ier of Paris’ Pasteur
Institute, who was in Thai-
land reoently Lo promote
“Louis Pasteur Year” for the
Pasteur Merieux Serums &
Vaccins company, a French

uﬁvndy

Montagnier has

-carved out a place for himself
“in - medical

history  books,
While working as a research

. fellow, he made a break-
¢ ‘through
X eboul. the nature of DNA,

demonstration
and in 1964 he discovered a

new Emperly of eancer cells
w}nc is a key in cancer re-

&

yabunad

Cate: 28 MAR 1985
G |rculanm 55, UOO

Today, the scientist is
Probabhf best known as the
first to 1solate the virus HIV-
1in 1983, In 1986, his team
isolated the second human
AIDS virus, HIV-2. Today,
Montagnier is president of
the Foundation of ATDS and
Retroviruses,

Not wanting to make the
efforts of researchers around

" the world sound pointless, he

added that all the eandidate
vaceinesd on trial at the mo-
ment provide many avenues
for research and thus a high
poasibility of success,

“I hope that we will get the
nght vaccine by the year

the expert said,

“It would be dishonest to
HIV patients Lo usw that we
have the vaccine,” said Dr
JeanLois  Excler,

senior
medical research officer of

- the HIV/AIDS vaccine clini-

cal research division of Pas-
teur Merieux Serums & Vac-
cing.

The eacn!atl:m of HIV in-
fection around the world has
heighténad competition
among laboratories in the

_search for the magic potion,
. raising concerns that the vol-

unteers ' testing  eandidate
vactings are being used as
inea pigs by scientists in
ir pursuit of glory.
"In the minds of research-
ers, human bemg'i a;;c[:ot
inea pigs" sai Lo
E:nmml models enly give
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Harvard LYo}

HIV VACCINES FOR DEVELOPING COUNTRIES:
DNA VACCINES, NEW ADJUVANTS, AND NOVEL DELIVERY SYSTEMS

MONDAY, APRIL 7
300 - 6:00 p.m,
6:00 - 7:00 pm.
T:00 - 8:30 pum.

TUESDAY, APRIL §
7:30 - 8:30 am,

$:30 - 9:30 am.

9:30 - 10:45 am

10:45 - 11:15 am.

Aprit 7-10, 1997

AGENDA

Check-in
Reception

Dinner
Welcome, onientation, and charge wo the group

Breakfast
Discussion Leaders for Sessions L, 11, wnd 111 1o meet in the side
breakfast room

Introductory Remarks and Meeting Purpose
Essex and Marlink =

Session It Overview of Vaccine Research - 1997
Discussion Leaders: Clements-Mann, Hilleman, Matangkasombut,
Tramont

Diseyssion Topics and Discusants!

1. International HIV Vaccine Trials Updste - Esparea

2. U.S.-Affilisted HIV Viaccine Rescarch - Clements-Mann/Sadoff
3. LS. Ammed Forces International Vaccine Effort - Birx

4, Seientific Lessons from Other Vaceine Effors - Other Discussion
Leaders and Panicipants

Break
Session | Discussion Leaders to meet in the breakout room
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11:15 - 1:00 p.m, Session 1I: Country-Specific Vaccine Efforts
Discussion Leaders: Esparza, Mboup, Mann, Russell
Discussion Topics and Discussants:
I, Botswana - Tlou
2. Brazil - Scheinberg
3. India - Choudry
4. Senegal - Mboup
5. Tanzania - Mwaikembo
6. Thailand - Wasi, Phanuphak, Thong Matangkasomb
1:00 - 2:00 p.m. Lunch = Ad A
2:00 - 3:30 p.m. Session Illa: DNA Vaccines " e ]
Discussion Leaders: Liu, McNell, Paviakis, Wasi
Di jon Topics and Di '-‘\
b
1. Brief Overvicw of DNA Vaccines - Lin/Pavinkis \
2. Engineering DNA Vaccines for HIV-1 - Weiner \\
3. Malazia DNA Vaccines - Hoffman \
#. Manufacturing and Developing DNA Vaccines - Ciocarelli
5. M \ and Cytokines - Erd
3:30 - 4:00 pom. Break g
Session [l Discussion Leaders 1o meet in the breakout room
4:00 - 5:30 p.m. Session I1Th: DNA Vaccines (continued)

Discussion Leaders to lead a futurc-orieated discussion on:
+ the future of DNA vaceines;
19+ the advantages of DNA vaccines in a developing country
2t setting: end
; * the dnwbacks of DNA vaceoes ina developing couniry
& =

6:00 p.m. Dinner

2
&

Rl
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Ethical Aspects of HIV Vaccine Trial Conducted in Developing
Countries and sponsored by developeds countries naninau
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NA. b&cly
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‘]Jizcljll L?E’N “HIV Vaccine Development; Global, Regional and
Thailand Update 1999” da1szauTag gudiimunindu
wrnedouiina swiuneslsnwad nsuaunu lsadnae
way dninau gdwead 1dsmiuianmsdszay Taglasy
NUYA Y UIN Harvard AIDS Institute, US Army, the Jonas
Salk Foundation, World AIDS Foundation 8l UNAIDS ﬁ
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THE SCIENCE AND CULTURE SERIES
Nuclear Strategy and Peace Technology

INTERNATIONAL SEMINAR ON
NUCLEAR WAR AND PLANETARY EMERGENCIES
24th Session:
HIV/AIDS VACCINE NEEDS, BIOTECHNOLOGY, NEUROPATHOLOGIES, DEVELOPMENT
SUSTAINABILITY - FOUUS AFRICA, CLIMATE AND WEATHE EDMCTIONS, ENERGY,

WATER, WEAPONS OF MASS DESTRUCTION, THE ROLE OF 1 ANENT MONITORING
PANELS, HIV THINK TANK WOR M FERTILITY PROBLEMS WORKSHOP

"E. Majorana" Centre for Scientific Culture
Erice, Italy, 19-24 August 1999

Series editor and Chairman: A. Zichichi
edited by R. Ragaini

World Scientific
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T A3 Lee, K. M. B. Siggbain, Antonine Zickichi
Planetary Emergencies — The Twenty-First Century
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pmental Genomics, A New A
of Aging
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Brine Simeane
Wil 34 a0d Dy - Evaluatiog and Optinsisd
Electoral Systems

Luc Momtagnier \
How to Overcome the AIDS Crisis: The View of & Scientist

William A. Sprigg
Enabling Science Through Data Access in the Face of Global
Commercialization

2. HIV/AIDS Vacome Neeps

William Makgolba
AIDS Vaccine Needs for a Developing Country

Robert C. Galle
“Therapeutic and Preventive Vaccine Considerations for HIV and
HIV Disease: Perspectives from the Inatitute of Human Virology

Saladin Osmanov
The Current Status and Futuse Prospects for the Bvolution of the
AIDS Epidémié (contribusion not available)
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“HIV Vaccine Efficacy in Thailand: Current Situation and
@ 1 o <3 4

Approach 3013z 3 Tas nsunIUaN 13ATINMI goveadIaz
o @ 4 % o
ﬁ"luﬂ\‘]'luﬁﬁl'lsll@ﬂf)\iﬂﬂTif]”Ll']iJEJIﬁﬂ‘]Jﬁ%%TiJi%mﬁhlVlﬂ
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“SHIV Vaceine Efficacy in T.!m!.l‘ﬂu.r:f:
Current Situation and Approach’

18-20 October 1999

T
\]r/z\\v’""k af the Century Park Hotel, Bangkok
@
e
s Lo

Organized by
Department of Communicable Disease Control,

Ministry of Public Health
and UNAIDS

Sponsored by

Ministry of Public Health,
UNAIDS and WHO Thailand
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USAMC-AFRIMS Prime-Boost Concept and Phase I/I1
Trials"fh3mn)szapniazeitseiFoq “Towardsa Community-
Based Efficacy Trial of HIV Subtype E Vaccine” Rayong Resort,
PINSLD WHIATLYDI

wo. Tufl o8 AUt & e 185uTIH U500
ﬁm “HIV/AIDS Vaccine Clinical Trial in Thailand” 1uns
‘]Ji%cljll HIV AIDS 2000 Siriraj - Thai Physician Association of
America Scientific Congress. For “ The Centenary Cerebrations
of the Birth of Her Royal Highness Princess Srinagarindra the
Princess Mother. Siamindra Bldg 7 th F1.
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L‘]Jué)‘]_liifl”lt’lﬁﬂﬂ HIV Vaccine Development in Thailand
Tums1lszapy < The 5" Asia Pacific Congress of Medical Virology
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1 Denpasar-Bali, /521 #1011 1aiiide 11594154 Grand Hyatt
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PRASERT THONGCHAROEN

for having participated in the

5thASIA PACIFIC CONGRESS
of
MEDICAL VIROLOGY
As Speaker

Denpasar, Bali, Indoneslas June 26-28, 2000
organized by
The Indonesian Socleby for Mierobiology

i'Sudarmono, MD,Fh.D Amin Soebandrio, MD
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LIST OF PARTICIPANTS

- Dr. Quaraisha Abdool-Karim, University of Natal,
Durban, South Africa.

- Dr. Eduard Beck, McGill University, Montreal, Canada.

- Dr. Luis Fernando Brigido, National AIDS Programme,
Brasilia, Brazil.

- Mr. Chris Collins, AIDS Vaccine Advocacy Coalition,
New York, USA.

- Dr. Prayura Kunasol, Ministry of Public Health,
Bangkok, Thailand.

- Dr. Ruth Macklin, Albert Einstein College of Medicine,
New York, USA.

- Dr. John McNeil, US Military HIV REsearch
Programme, Rockville, USA.

- Dr. Madeleine Sassan Morokro, Project REtro CI,
Abidjan, Cote d’Ivoire.

- Dr. Supachai Rerks-BNgarm, Ministry of Public Health,
Bangkok, Thailand.

- Dr. Rebecca Sheets, National Institutes of Health,
Bethesda, USA.

- Dr. Prasert Thogcharoen, Mahidol University, Bangkok,
Thailand (Chair).

- Ms. Nusara Thaitawat, Ministry of Public Health,
Bangkok, Thailand.

- Ms. Beth Waters, Cooney Waters Group, New York,
USA:
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Industry Representatives
- Dr. Don Francis, VaxGen, Brisbane, CA, USA.
- Dr. Charles de Taisne, Aventis Pasteur, Lyon, France.

- Dr. William Heyward, VaxGen, Brisbane, CA, USA.

US Centers for Disease Control and Prevention (CDC),
Atlanta, GA, USA.

- Dr. Kate Buchacz

- Dr. Dale Hu

- Dr. Charles Vitek

WHO/UNAIDS, Geneva, Switzerland.
- Ms. Marie-Louise Chang

- Dr. Jos@Esparza

- Dr. Saladin Osmanow

- Mrs. Coumba Toure
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TABLE 1
Tmplications for the RV144 from the results of VAXMM and recommendations from the DSMB regarding VAN

US VAX004 Thailand VAX003 Prime Boost RV144
continue® [

Positive -‘::"__':: - efficacy probable bridging study with AIDSVAX BE
stop < low efficacy " requires firther discussion

no officacy ———————  go**

— continue — —_—
Negative {:‘_‘_“ efficacy ——— —— probable bridging study, bul requires additional discussion
SWP< low efficay ——————  paobable go, but requires additioasl discussion
mellicacy ———— B

*= To continue VAXO003 until the scheduled completion at the end of 2003, when efficacy results will become available Al thax poirt a decision
regarding instiation/contimuation of RV 144 would be reviewed.

#% = 1f the VAXO04 shows high efficacy, the spansor / host country may be persuaded 1o not proceed with RV144

Siee table Il for definitions of efficacy, low efficacy and no efficacy

*The group tentatively suggested that efficacy, low efficacy
or no efficacy could be defined

Based on a lower bound of the 95% confidence interval higher
than 30%, between 1 and

30% or lower than 0%, respectively. However, an estimation
of efficacy should also

Consider the observed point efficacy, and the actual data
would have to be analyzed before

Making any conclusion about the potential level of efficacy.
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. WNan1InNaaoy
*  Humoral: ~70% recipients develop PBMC
neutralization to B and E subtypes

. Cellular: ~60% recipient develop
lymphoproliferation activity

. Cellular: ~30% recipient develop CTL to

HIV-1 specific vaccine

NA. b&ed

mo. il & - & QUATILT &b sz Taduend
‘ﬁﬂ’;;ﬂ Tatnen ﬁﬂﬁ Harumi Grand Hotel 3-8-1 Harumi
Chuo-Ku

@o. Tuil o ANAUS w&ed TEETRLIELR
“Strategies of HIV/AIDS Prevention and Control: Experiences
from Thailand. “Current Status and Challenge of Infectious
Diseases in Asia” ﬁuﬂiulﬂUWM 1aviu

olo. TL!‘V] om — &5 ﬂﬁﬂ%ﬁﬂll lo&cd llﬂiﬂl“])’ﬂ]
ﬁ]"lﬂﬂﬂl”Nilﬂﬂ”lTlJﬁmlﬁJfJ%Wﬂ”ﬁ ﬂi\ﬂﬂ lolo YD International
AIDS Society (IAS) Lim HIV Pathogenesis on Treatment
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HIV Vaccine Research &
Development in Thailand

Chairman, Subcommittee on HIV/AIDS Vaccine Development
Fellow of the Royal Institute, Grand Palace
Advisor, Faculty of Medicine Siriraj Hospital
Mahidol University
Presented at Washington DC
September 23, 2004

[ o

Uil oo AueNEY b&do N390390U A%

Whatis TAVEG?

AFRIMS

RIHES-Chiang Mai University-Research Institute
of Health Sciences

MOPH: Department of Medical Sciences;
Department of Diseases Control

+ Mahidol University: Faculty of Medicine Siriraj

Hospital (Department of Microbiology); Faculty
of Tropical Medicine (VTC- Vaccine Trial Center)

Summary findings from a WHO-UNAIDS-CDC Consualtation on

“Implications of forthcoming results
from the first Phase I1I trial of an HIV
vaccine for ongoing and future trials”

Geneva, 22 November 2002
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Decision Making

+ 1. The National Guideline

+ 2. Intenational meeting: WHO/UNAIDS

+ 3. Local expert consencus: One in basic
science, one in clinical science, one in cohort
preparation & epidemiology, one in ethical and
social issues.

+ 4, International consultations

* 5. Members of the subcommittee opinions

+ 6. Results of phase Il in Thailand: Criteria
advance to efficacy trial

+ 7. Meetings with sponsors: WRIAR, VAXGEN,

The findings from the consultation were presented to the
WHO/UNAIDS Vaccine Adivisory Committee (VAC) on
17-18 December 2002. The VAC accepted the report and
provided suggestions in relation to the definition of
vaccine efficacy, which were included in the presented
document.

Clinical trials are essential for advancing the
development and eventual availability of highly
effective HIV vaccines. Multiple clinical trials of
different constructs, oftentimes conducted in parallel,
may be necessary. Experience and knowledge gained
from multiple clinical trials in various countries,
including Thailand, were recognized as essential to
the HIV Vaccine development process.

The results of completed efficacy trials will
influence the scientifically and ethically acceptable
design and conduct of ongoing and subsequent

efficacy trials.

A'DS 006
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The group discussed the implications of the
upcoming results of the VAX004 phase III efficacy
trial in North America (gp120 AIDSVAX® B/B from
VaxGen) on the ongoing VAX003 (gp120 AIDSVAX®
B/E from VaxGen) and the planned RV144 (prime-
boost, canarypox-HIV vactor vepl1521 from Aventis
Pasteur and gp120 AIDSVAX® B/E from VaxGen)
efficacy trials in Thailand.

Primary results from the VAX004 trial will be
available in the first quarter of 2003

Data and Safety Monitoring Board (DSMB) will
conduct an interim analysis of the results of VAX003
and will make a recommendation for continuation or
stopping the VAX003 results of VAX003 will be
available in the last quarter of 2003.

A decision matrix (Table I) was developed to map
possible outcomes and to inform decision-making
regarding the initiation of RV144 in 2003. The decision
matrix is based on elements related to the level of
efficacy demonstrated in VAX004 and VAX003 and
the anticipated limited availability of the VaxGen
vaccine products.

RV144 is a placebo-controlled trial and the ethical
acceptability of the placebo control design was
extensively discussed. Consideration was given to
existing international ethical guidelines, potential
outcomes of VAX004 and VAX003, anticipated delay
in the availability of the VaxGen vaccine products, andt
the lack of feasibility of a design using an active control
in a prime-boost equivalency trial.

ADS 00&
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Based on the above considerations, the group
outlined potential scenarios of results from VAX004
and VAX003 under which proceeding with RV144
as designed might be appropriate, as indicated in the
attached matrix (Table I).

Under the situations where VAX003 is stopped
by the DSMB, the group also outlined potential
scenarios of efficacy results that might influence the
decision to proceed with RV144 (Table II).

® If efficacy is demonstrated in VAX003, subsequent
bridging studies using AIDSVAX B/E were felt to
be appropriate instead of conducting RV144.

+ If the efficacy results of VAX003 are intermediate,
further information collection and discussions with
stakeholders regarding the appropriate decision
were felt to be needed.

« If efficacy is not demonstrated in VAX003, proceeding
with RV144 as designed was felt to be appropriate.

+ If RV144 goes forward and AIDSVAX® B/E becomes
licensed and available, the placebo group of RV144
should have immediate access to the licensed vaccine.

The conduct of RV144 will advance the
development of HIV vaccines. Proceeding with RV144
was felt to be appropriate even if the VAX003 and
VAX004 studies fail to show efficacy of the VaxGen
vaccine products alone because of the independent
scientific rationale for the prime-boost strategy. In
addition, proceeding with RV144 will require (a) that
the trial provides benefit to the community, and (b)
that the two candidate vaccines (canarypox-HIV vector
and gp120 B/E) continue to be demonstrated to be safe.

A'DS o0&
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Some of the findings listed in the matrix were
based on an anticipated delay in the availability of the
VaxGen vaccine products; this anticipated delay caused
significant concern among the group. The international
community should work with VaxGen to accelerate
the availability of the AIDSVAX* vaccines if they are

demonstrated to be effective. (G‘]Namiﬂﬂﬁaﬂuﬂﬁ] slolw-ome)

At the end of the meeting the Chair of the
consultation thanked all participants. He indicated
that Thailand has strong intention and commitment
to continue working with the international community
in the conduct of phase IIT trials of HIV vaccines,
based on their extensive experience in conduction HIV
vaccine trials. A vaccine proven effective in Thailand
will not be only for people in Thailand, but for the
entire world.

TABLE 1
Implications for the BV144 from the results of VAN and recommendations from the DSMB regarding VAXO03

US VAXD4 Thasland YAN0OY i TARLTY
__— continue* —_— e
Positive. ™— eificacy —————  probable bridging study with AIDSVAX BE
stap lawefficocy — " requires further discussion
noelficay —————— g
—  contimie —————— B
Wuw{_ efficaty —————————  probable bridging study, bus requires ndditioml discusssion
Stop low efficacy — probable go, but requires additional descussion
1o ef te—————— g

reganding initiation/comtimsation of KV 144 swould be reviewed
*+ o [ the VAXDO04 ghows high efficacy, the spomsor | st coustry may be persunded 1o not procesd with RV 144

See tuble 11 for defiritions of efficacy, low efficacy and b efficacy

@@wansnagevlulszmalng v slo-eme Usznan)

A'DS ©0b

* = To continue VAN until the scheduled completion at the end of 2003, when efficacy resulis will become available At this pont a decision




s:auudolfan be > UsHi@IaBunad

TABLE 11
Implications for RV144 from the results of VAX003

Outcomes (VAX003) Action for Prime Boost (RV144)

Efficacy* Probable bridging studies with
AIDSVAX B/E in Rayong/
Chon Buri

Low efficacy Probable go; however will require

more discussion prior to initiation
No efficacy Go

“The group temtativaly suggested that efficacy, low efficacy or mo efficacy could bo defimed
Baved on a lower bound of the 95% confidence interval higher than 30%, between 1 and
304 ar lower than 0%, respectively, However, an estimation of efficacy should alsa
Comsider the ohserved point efficacy, and the actial data wouhl have to be amalbyzed before
Making any conchusion about the patential level of efficacy.

ANNEX

LIST OF PARTICIPANTS

-Dr. Quaraisha Abdool-Karim, University of Natal, Durban, South Africa.
-Dr. Eduard Beck, McGill University, Montreal, Canada.

-Dr. Luis Fernando Brigido, National AIDS Programme, Brasilia, Brazil.
-Mr. Chris Collins, AIDS Vaccine Advocacy Coalition, New York, USA.

-Dr. Prayura Kunasol, Ministry of Public Health, Bangkok, Thailand.

-Dr. Ruth Macklin, Albert Einstein College of Medicine, New York, USA.
-Dr. John McNeil, US Military HIV REsearch Programme, Rockville, USA.
-Dr. Madeleine Sassan Morokro, Project REtro CI, Abidjan, Cote d’Ivoire.
-Dr. Supachai Rerks-BNgarm, Ministry of Public Health, Bangkok, Thailand.
-Dr. Rebecca Sheets, National Institutes of Health, Bethesda, USA.

-Dr. Prasert Thogcharoen, Mahidol University, Bangkok, Thailand (Chair).
-Ms. Nusara Thaitawat, Ministry of Public Health, Bangkok, Thailand.
-Ms. Beth Waters, Cooney Waters Group, New York, USA:
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Industry Representatives

-Dr. Don Francis, VaxGen, Brisbane, CA, USA.

-Dr. Charles de Taisne, Aventis Pasteur, Lyon, France.
-Dr. William Heyward, VaxGen, Brisbane, CA, USA.

US Centers for Disease Control and Prevention (CDC),
Atlanta, GA, USA.

-Dr. Kate Buchacz

-Dr. Dale Hu

-Dr. Charles Vitek

WHO/UNAIDS, Geneva, Switzerland.
-Ms. Marie-Louise Chang

-Dr. José Esparza

-Dr. Saladin Osmanow

-Mrs. Coumba Toure

Criteria Advance to Efficacy Trial
®  Humoral: ~70% recipients develop PBMC
neutralization to B and E subtypes

= Cellular: ~60% recipient develop
Iymphoproliferation activity

= Cellular: ~30% recipient develop CTL to
HIV-1 specific vaccine

Policy Framework for HIV Vaccine
Development in Thailand

1

Since 1993 National Plan for HIV/AIDS Vaccine

Development endorsed by the National AIDS Prevention
and Alleviation Committee & WHO-UNAIDS has catalyzed

& facilitated the img tation of activities,
including consensus-building & technical cooperation of
the national & international organizations to develop &
evaluate HIV/AIDS vaccines in Thailand following the
standard.

AIDS Vacelne Coordinating Ulsir, MOPH

ADS forel~
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Policy Framework for HIV Vaccine
Development in Thailand (cont.)

Mission |

The mission of the Thailand’s National Plan for

HIV/AIDS Vaccine Development is to promote the development,
facilitate evaluation and address future availability of safe,
effective, affordable and accessible HIV vaccines while building
up the national research capacity.

AIDS Vieeine Coordinating Unie, MOFH

Policy Framework for HIV Vaccine
Development in Thailand (cont.)

mmmmm

Co Ministry of Public

- Health ’ |
Dept. of Dissasa Food and Drug
Subcommittas on National Ethical :
HIV/AIDS Vaccine

\ AI'DS Vaccine Coordinating Illnlt \

AIDS Vaceine Coordinating Unit, MOPH
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National Plan for HIV/AIDS
Vaccine Development

Developed by Thai MOPH and research

institutes with GPA/WHO collaboration

Approved by NAC and launched in 1993 ——— | ~——
placing HIV vaccine research and ‘%‘f_‘i—:—“'
development on the “fast tract” R

Aimed at research and development of safe,
effective, affordable and accessible HIV
vaccines for the Thai people at the earliest
possible date

AVCU

POLITICAL COMMITMENT AND SUPPORT

AvCU

The National AIDS Committee

Chairman : Prime Minister

‘_ Department of Disease
Control, MOPH

1. Subcommittee on Plan & Budget
Monitoring & Evaluation

2. Subcommittee on Provincial AIDS
committee.

3. Subcommittee on HIV/AIDS Vaccine
Development

A'DS 660
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Summary of HIV Vaccine Clinical

Trials in Thailand 1994 - 2004
Year Phase Candidate Vaccine Volunteer
1994 [} V3 branched peptide 24
1995 m rgp 120 B (MN) 30
1995 m rgp 120 B (SF2) 52
1996 | HIV-1 Immunogen 30 (HV+ve)
1997 [ HIV-1 Immunogen 297 (Hiv+ve)
1997 ] rgp 120 BE (SF2/CM235) 380
1998 I rgp 120 BE (MN/A244) 20
1999 m rgp 120 BE (MN/A244) 2,545
2000 m ALVAC vCP1521 +rgp 120BE 60

ALVAC vCP1521 + orgp 160 E 70

2000 m ALVAC vCP1521 + rgp 120 BE 125
2003 m MRKAd-5 gag B 87
2003 1 ALVAC vCP1521 +rgp 120BE 16,000

AVCU

1991 WHO Announced to Support
HIV/AIDS Vaccine Trial in Brazil, Rwanda,
Uganda and Thailand.

Realizing the problems of HIV/AIDS
Ministry of Public Health on behalf of
the Thai government responded immediately.

Government Commitment & Support
The National AIDS Prevention and Control
Commission Chaired by the Prime Mister

WHO, an ad hoc committee was established to
determine seriously whether Thailand should
participate in HIV/AIDS vaccine development
or not.

A'DS 0606
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Recommendation of the ad hoc
committee supported the participation.
Thai government agreed with the
reasonable recommendation.
Recommendation are as follows

The reasons why Thailand should agree
to participate in HIV/AIDS vaccine study?

-

e

. HIV/AIDS is a fatal infectious disease without any

curative measure available currently.

Inspite of intensive health education and counseling,
it spreads in Thailand in an alarming fashion.

. Thai scientists and public health community in

Thailand believe that HIV/AIDS vaccine will be an
effective prevention measure adjunct to other
strategies.

The reasons why Thailand should agree
to participate in HIV/AIDS vaccine study.

4.

In recent years, Thailand has experiences in clinical
trial of several effective vaccine with high GCP
standard  e.g., rabies tissue culture vaccine, rubella
vaccine, HB vaccine, HA vaccine, Japanese
encephalitis vaceine and varicella vaccine.

. Thailand has appropriate infrastructures for clinical

trial of vaccine.

. If candidate vaccines are effective and available

Thailand, as a full partner, will have the privilege
in using and/or manufacturing the HIV/AIDS vaccine
as a priority.

ADS oolo
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Conclusion:

The ANSWER to stop HIV/AIDS in Thailand was not
only the pre-existing preventive measures but an effective
VACCINE should be available;

BUT;

without close international cooperation and full
partnership, the search for an effective vaccine in the
near future would not be possible

Ministry of Public Health has been designated by
the National AIDS Prevention and Control

Commission to be the Focal Point for Vaccine-Related
Research.

This is the crucial point in the progress of HIV/AIDS
vaccine development

Implementation according to the
commitment
Subcommittee on Vaccine Development
and Therapeutics
IRB Strengthening
Scientific Workshop on Vaccine Development and
Clinical Trial
Counseling Service Strengthening
Mass Media, Focus group preparation
Consultations with International Organization e.g.,
UNAIDS, WHO, etc.

A'DS 006
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Thailanmd

National Plan for HIV/AIDS Vaccine
Development and Evaluation

Thalland Mational Plan for HIV/AIDS Vaccine
Developrment and Evaluation

ISBN 974-7960- 10-9

Publishod by
Bevislon of AIDS
Dapartmant of Communicoble Deaose Control

Mintstry of Public Healtn

first molition
January 1993

second edtion
October 1993

Frintad by Ageamchoroen Publshing
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Objectives of the National Plan:

1. To develop a comprehensive, well-coordinated,
long-term strategy for the evaluation of the safety,
immunogenicity and efficacy of preventive, therapeutic
and perinatal HIV/AIDS vaccines in Thailand;

2. To develop and/or explain the policies and procedures
for the planning, implementation, oversight,
administration and evaluation of HIV/AIDS
vaccine-related research activities in Thailand; and

3. To facilitate the conduct of scientifically and ethically
appropriate HIV/AIDS vaccine trials in Thailand.

Specific Research Activities Required for HIV/AIDS
Vaccine Development and Evaluation

1. HIV Isolation and Characterization

2. Clinical (GCP) and Laboratory Facilities (GLP)
for Phase I/II Trials Strengthening

3. Epidemiological and Intervention Research Studies
Required in Cohorts

. Social and Behavioral Research

. Data Management
. Establishing the National Specimen Repository

oot b

Objectives will be achieved by:

-

. Identifying national and international academic and
research institutions and other organizations, including
vaccine manufacturers, that are willing to collaborate in
the conduct of HIV/AIDS vaccine-related researchin
Thailand;

=]

. Assessing and strengthening national institutions for the
conduct of necessary research activities; and

=

. Periodically evaluating the progress of the plan.

Vv
A'DS o0&
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Subcommittee on HIV/AIDS Vaccine Development
(Scientific Aspects Subcommittee)
the National AIDS Council: ROLE

1. To identify priority research activities related to
HIV/AIDS vaccine evaluation

2. To provide coordination for all HIV/AIDS
vaccine-related activities in Thailand

3. To provide technical review of all HIV/AIDS vaccine-
related research protocols and proposals

All protocols should adhere to existing legal and
regulatory requirements in Thailand.

Technical Review of Proposals and Protocols

h Proposals and protocols must be submitted to the Scientific
Aspects Subcommittee and reviewed for technical integrity
before the research can be implemented.

[ The Subcommittee ensures that vaccine protocols meet
I appropriate regulatory requirements which must be followed
regulatory requirements which must be followed rigorously

T Upon the request of the Ministry of Public Health, the
research proposals and protocols would also be reviewed by
the WHO/UNAIDS Steering Committee on Vaccine
Development, by a independent review group in Thailand,
and when applicable, by other funding agencies
and the investigators® host institutions.

A'DS 06b
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Ethical Review

Ethical Committees (IRBs) will review all protocols
that involve human subjects to ensure the safety and
individual rights of human subjects participating in
research studies.

The Committee will use internationally approved
guidelines for research in human subjects, including those
developed by WHO/UNAIDS and
the Council for International Organization on
Medical Sciences (CIOMS), ete.

Selection of Vaccine Candidates

The WHO/UNAIDS Steering Committee on Vaccine
Development will review all preclinical data and results
from human trials and recommend which candidate
vaccines are most appropriate for evaluation in
Thailand.

The Ministry of Public Health will delegate
representatives to meet with WHO/UNAIDS and the
manufacturers of these selected vaccine candidates to
review data.

The final decision on vaccine will be made by the
Ministry of Public Health.

ADS 06c)
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= Retroviral Diagnostics
Humoral Assays
4/ ELISA (peptide, lysates)
4/ Binding assay
4] Neutralizing antibodies
Cellular Assays
4] Lymphocyte proliferation
4/ T cell epitope mapping
4] Cytotoxic T lymphocytes
(CTL)
4} ELISPOT Assay

TRAINING

HIV Genotyping
+ polymerase chain reaction
7 sequencing
* development of typing reagents
(oligonucleotedes)
Flow Cytometry

© HIV Culture Techniques

Epidemiological Methods

© Data Management & Analysis

Specimen Processing/Repository

trials conducted.

Monitoring of Vaccine Trials

National AIDS Committee will establish a national
“Oversight Committee” to monitor the implementation
of all vaccine trials, including adherence to the approved
protocols and to other agreements made by all interested
parties at the beginning of the trials.

A Data and Safety Monitoring Board (DSMB -
local and international) will also be established to monitor
and analyze the data from all HIV/AIDS vaccine

Independent monitoring of the trial, and auditing
of the data, will also be carried out by the study sponsor,
the vaccine manufactures, or both.

A'DS oo
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HIV VACCINE CLINICAL TRIALS IN THAILAND

1. 06/06/94 Thai Red Cross and Chulalongkorn University

Preventive Vaccine, Phase 1: 30 Healthy Volunteers

Candidate Vaccine Monovalent HIV-1 MN Synthetic Peptide,
UBI, USA

2. 21/02/95 Vaccine Trial Center (VTC), Mahidol University
Preventive Vaccine, Phase 1: 30 IDUs
Candidate Vaccine HIV-1 MN rgp 120/Alum, Genentech, USA

3. 29/10/95 AFRIMS, RIHES-Chiang Mai University
Preventive Vaccine, Phase 1/2: 54 Healthy Volunteers
Candidate Vaccine HIV-1 SF2 gp120/MF59, Chiron, USA

HIV VACCINE CLINICAL TRIALS IN THAILAND

4, 27/03/96 Fac. Med, Ramathibodi Hosp & Fac. Sci-Mahidol
University
Therapeutic Vaccine Phase 1: 30 HIV-Infected Volunteers
Candidate Vaccine HIV-1 Immunogen, Immune Response
USA

5. 27/10/97 Chiang Mai Univ, Khon Kaen Univ, Prince of
Songkla Univ, Mahidol Univ

Therapeutic, Phase 1/2: 297 HIV-Infected Volunteers:
HIV-1 Immunogen

A'DS 068
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iHIV VACCINE CLINICAL TRIALS THAILAND |

6. 10/11/97 Thai AIDS Vaccine Evaluation Group (TAVEG)
Preventive, Phase 1/2: 380 Healthy Volunteers
Candidate Vaccine HIV-1 Thai E gp120 + HIV-1 SF2 gp120/
MF59, Chiron USA

7. 16/02/98 VIC

Preventive, Phase 1/2 92 recovery IDUs

Candidate Vaccine HIV-1 A244 rgp120 + HIV-1 MN rgp120/
Alum, VaxGen USA

8. 24/03/99 Bangkok Metropol Admin (BMA), VTC

Preventive, Phase 3: 2,500 Recovery IDUs (VaxGen Vaccine)

Candidate Vaccine HIV-1 A244 rgp120 + HIV-1 MN rgp120/
Alum, VaxGen USA

HIV VACCINE CLINICAL TRIALS THAILAND

9.-/10/99 TAVEG
Preventive, Phase 1/2: 200 Healthy Volunteers (PRIME-BOOST)

Candidate Vaccine:

Prime with PMC Live recomb. ALVAC- HIV(vCP1521), Aventis
Pasteur France

Boost with Oligomeric gp160 TH023/LAI-DID/PCPP, Aventis
Pasteur France HIV Thai E(CM235) gp120 + HIV-1
SF2 gp120/ MF59, Chiron USA HIV-1 A244 rgp120/E
+ HIV-1 MN rgp120/B/ Alum, VaxGen USA
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'HIV VACCINE CLINICAL TRIALS THAILAND |

10. September 2003 AFRIMS/ USNIH,
Roval Ministry of Public Health

Preventive, Phase 3: 16,000 Healthy Volunteers
(PRIME-BOOST)

Candidate Vaccine:
Prime with PMC Live recomb. ALVAC- HIV(vCP1521), Aventis

Pasteur France,
Boost with HIV-1 A244 rgp120/E + HIV-1 MN rgp120/B/Alum,
VaxGen USA

HIV VACCINE CLINICAL TRIALS THAILAND

11. October 2003 AFRIMS (Thai) + RIHES + VTC
Bangkok & Chiang Mai Province

Preventive, Phase 1/2: 87 Healthy Volunteers

Candidate Vaccine: HIV-1 gag (MRKAd5) / Merck & Co. Inc.
USA
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Safety and Immunogenicity of Live
Recombinant ALVAC-HIV (vCP 1521)
Priming with an Oligomeric gp160 Boost in
Thai Sero-Negative Adults

STUDY OBJECTIVES

To evaluate the safety, tolerability and
immunogenicity of the prime-boost HIV vaccine
combination ALVAC-HIV

(vCP1521) and oligomeric gp 160 derived from a
Thai E strain isolate (TH023) in HIV-
seronegative, healthy Thai adults.

STUDY PLAN

1) Part A: Phase | ( open label ) description of the
acute safety and tolerability of ALVAC-HIV
(vCP1521) and oligomeric gp 160 TH023/LAI-DID.

2) Part B : Phase lla description of safety and
immunogenicity of ALVAC-HIV (vCP1521)
priming with a Aventis Pasteur oligomeric gp 160
TH023/LAI-DID or Chiron CM235 gp120 + SF2
gp120 boosting.
If immunogenicity criteria are met,

Part C (Phase Ill) will be purposed and initiated
separately.

ADS ol
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EXPECTED RESPONSES |

CYTOLYTIC ACTIVITY
NEUTRALIZING ANTIBODY

PROLIFERATIVE RESPONSE
(AN INDICATOR OF T-CELL HELP)

WHY ?
Recombinant Canarypox Vectors

Replication restricted to avian species
No replication in mammalian cells
~ Expression of foreign genes
Presentation of conformational proteins
* Priming the immune system
Induction of CD8+ CTL activity and
INFy secretion

Protection of animals in non-HIV/SIV
retroviral systems

¢ Sera were tested for
binding/neutralizing Ab to subtypes
B and E antigen/virus.

f PBMCs for antigen-specific
lymphoproliferation (LPA) and
Cytotoxic T Lymphocyte responses
(CTL) by standard chromium release
responses.

ADS alom
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vCP1521+gpl60 PLACEBO
% n : %
Oral temp >37.5°C 21 46.0 2 13.0
>38.3°C 9  20.0 0
Restriction to work  Any 11.0 1 6.7
(Stayed home)
Analges/antipyretics Any 51.0 4 27.0

REACTOGENICITY

vCP1521+gpl60 PLACEBO

n : %

Pain/tenderness Any 45 98.0 |11 73.0

severe 3 6.5 0
Warmth Any 33 720 5 33.0

hot 1 2.2 0
Erythema Any 19  41.0 1 6.7

>1 cm 13 30.0 1 6.7
Induration Any 13 28.0 0

>l cm 8 17.0 0
Itching Any 10 22.0 2 13.0

A'DS oo
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REACTOGENICITY |

vCP1521+gpl60 PLACEBO

n : %

Chills Any 13 280 1 67
Severe (i}

Nausea Any 6 13.0 1 6.7
mod/severe ) 22 0

Tiredness Any 30 65.0 3200
severe 2 4.3 0

Generalized myalgia Any 29 63.0 5 330
severe 2 4.3 0

Generalized Arthralgia  Any 14 300 1 67
severe 0 (1]

Headache Any 19 410 3200
SEVere 2 4.3 0

Multiple sites Itching Any 3 6.5 1 67
mod/severe 0 0

Rash Any 2 43 1 6.7
urticaria 2 4.3 0

REACTOGENICITY
vCP1521+gp160 Placebo
IE‘— Systemic Reaction
. -
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ADVERSE EXPERIENCE

vCP1521+gpl60 PLACEBO

n : % n : %

ALL GROUPS TOTAL 49 100 | 15 100
ANY EVENT 11 224 1 6.7

Body as a Whole ANYEVENT 5 102 0 0.0
GENERAL 3§ 102 0 0.0

HEAD 1 20 | 0 0.0

Cardiovascular System ANYEVENT 2 41 | 0 0.0
CARDIAC/GENERAL 1 20 | 0 0.0
VASCULAR/GENERAL 1 2.0 0 0.0

Digestive System ANYEVENT 1 20 | 0 0.0

ADVERSE EXPERIENCE °

vCP1521+gp160 PLACEBO

n : % n Yo
Hemato&Lymphatic System, ANY EVENT 1 20 0 0
LYMPH GLAND 1 20 0 0
Musculoskeletal System, ANY EVENT 2 41 | 1 6.7
MUSCULAR 2 41 | 1 6.7
Nervous System ANY EVENT 3 61 0 0
CNS/BRAIN 3 61 0 0
Skin & Appendages ANY EVENT 2 41 | 0 0
DERMATITIS/ERYTHEMA 2 41 | o0 0
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ADVERSE EXPERIENCE

vCP1521+gp160 (n=49) fi Placebo (n=15)

SEVERE ADVERSE EVENTS
(SAE)
#VACCINEE PLACEBO
@ 3 CASES
# Dengue Hemorrhagic NO
fever SEVERE ADVERSE
Partial superficial - EVENT
parotidectomy (left)

# Lacerated wound at
left occipital area
(accident)

ADS oloed
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Summary of
Immunogenicity
Results

Definition of Positivity for
CTL Responses

HVTN Definition:

HVTN (CD8 CTL): 1 E:T ratio with = 10%
Iysis to any HIV target with lysis

a) decreased > 50% with CD8 depletion and
b) remained >5% with CD4 depletion

RVi32: CTL Data Summary

Vaccine Placebo

vCP1521 vCP1521
alone & gpl160

HVTN 5 4 545 11 380 10

ADS b
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Cumulative Positive CDs CTL Response Rate
in vaccinees (vCP1521+THO023DID gp160)

0/0

50
40 @ Day 0 (visit 1) n=45 -
] Day 182 (visit 7) n=44
B Day 336 (visit 10) n=45 | |
30
201
11
9
10 . 3 =
0
ENV GAG/POL any HIV AG

RV132 Neutralization Antibody

96

-

10077
80

601"

401

0f"

CM244 . NFP03 SF2 MN ANY E
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P24 Binding AB summary

(at Visit 7, 2 weeks after last vaccination)

vCP1521 gpl60  Placebo

&vCP1521
(N=5) (N=45) (N=30)
40% 33% 3%
Mean 332 128 54
GMT 95 54 25

Positivity defined as: AB reactivity at serum dilution >1:50

RV132 Lymphocyte Proliferation

gp160 (n=45) | Placebo (n=15) |
: * 100

}Q.

100 —H3 o 100 100

20 a4 90

80 1 &0

T - 70

: =]

0 1 0

S :

o N i

M| = -

2 4 - o

10 1 - 10 o 7 o
= WS . o] TH U
CM23S SF2 0 THIRS

120 gpl20  gpl20 Tetamus PHA
CM235  SF2 THOZ3

[1 Pre injection
M Post injection
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CONCLUSION

. Safety

. Tolerable

3. High Neutralizing Response to
HIV Clade E

. Moderate P24 Binding Ab

. CTL (HVTN) Response - 40%

6. 70%-80 % Lymphocyte

Proliferation Response

b -

h 4

Essential Components for Conducting
HIV Vaccine Efficacy Trials

Protection of human rights

Public Understanding or Support
Community Support

Government Policy

Political Support/Commitment

Focus Group

Mass Media

International Communities & Organizations
WHO, UNAIDS, IAVI, etc.

gp120 SF2 & gp120 Thai E

SF2 subtype B Y Thai E subtype E
Laboratory strain °” Primary isolates
T cell tropic %" Macrotropic
Utilized CXCR4 " Utilized CCR5
SI Y NSI
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lumsnaaeuIndu (Thailand National Plan for AIDS
Vaccine Development)
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Thailand

National Plan for HIV/AIDS Vaccine
Development and Evaluation

@ Ministry of Public Health @

IEAN. PTA-TR60-10-9
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National Plan: Thai/English Version

National Plan for HIV/AIDS Vaccine
Development

+ Developed by Thai MOPH and research m

scientists with GPA/WHO collaboration

«  Approved by NAC and launched in 1993
placing HIV vaccine research and
development on the “fast tract”

+ Aimed at research and development of
safe, effective, affordable and accessible

HIV vaccines for the Thai people at the
earliest possible date
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c. msamu“luwﬁnqm Good Clinical Practice, (L4812
Good Laboratory Practice)

&. ausnlumsiUiiananssy Specific Operating
Procedure (SOP)

b, BUTHIFTBIMITUNNTIBITUAN 9

&. MIUTHAEINUANANITIVY LUsunsw

A A F) 3 9 A 9y

Ao IApsa1 ) Tumsiloudoya nudeyaiineidos

<. Mioususes masaruliiiniulasims

Yo =3 ] .

wazMs AT (HIV Counseling)

g. ousulumsliianenssu Resuscitation LAZM3
Tdnsee Irfluenszduinale
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(2) Clinical Data Management, Analysis, and Reporting at
Cluron Corporation
= Dr. Sandra Percell, PhD
3 Data Management
+ Case Report Form (CRF) Generation
< Dambage Set-Up
& Data Collection and CRF Review

« Data Entry and Final Cleaning

2 Data Reporiing
= Anaiysis Plan including [dentification of Subject Exclustons from
Analyses

+ Unblinding
+ Execute Analysis Plan (Standardized Software & Study-Specific
Programs)
+ Compilation of Final Report
=) CRF Generation

+ Standardized CRF and CRF Instructions {speeds processing and
allows for sase of integration of results across studies)

& Flexible

& “Road Map” for Databace Set-up
2 Standardized Forms Committee

o Data Management
+ Programming (Standardized Software)
o Clinical
(=) Generic Forms Reference Binder
2 CRE Generation Process

3 Database Set-Lp
& Oracle Dutabase with Menu Dwrven Clintrial Ineerface (Cr and KFL)
o Begans after final signatare approval has been obtsined on CRFs
o Includes:
= Punels (rypecally ene per CRF/ SF-type)

A'DS o0&
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=Dt Enzy Foroa
~Sunphe B Chacks (RFL)
= Derivasoss

(&) Database Set-Up: Process
+ CDC Checklist for Database Set-up
+ Specifications for Data Quality Checks (Standardized and Study
Specific)
+ Testing
+ Move to Production
3 Quality Specifications: Procedure
© CDC creates draft
+ CDC coordinates team review
¢ Programming (RFL and SAS)
« Testing
& Review of Monitoring Listings
) Data Collection and Cleaning
+ CRA revaew of CRFs at site
& Onginal CRFs brought in-house & logged
# Carbonless copy at site
& CRFs double-entered and filed
+ Wosking xerox copies (CR and BCDM)
1213 Data Cleaning: Process ’
+ Desivations, Mapping, and Validation

W

¥

(=]

-

¢+ Data Extraction {Lakasets DO NOT schude vaecne
aasissrand]
4 Spelling Glossary for Verbatims
1341 Data Cleaning: Process (cont.)
* 2 erded en DCF: (Discrepancy Clarifh Formu)

+ DCFs sent 19 site for resolution

+ DCF returned, date-stamped and filed

& Xezox copies 10 slte and 3 CDC

+ Updates made in Database and COC weron copy of DCF sheedded
1|7 Data Dictionaries

ADS omn&
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¢ COSTART (Cading Sywiests fue Thesssarus of Advene [ S
= Adverse Events

@ JCDT il Clubeticamm of Cimansas - 368 Liion)
= Disgnoses

+ WHD Drug v Hewith Ocsesitaiiss
~ Concomitant Madications

i2) Adverse Event Reconciliation
+ Drug Safety Database

o CRF Database
21 Inutiation of Database Lock
+ Final Data Cleaning
= Danvations, Mapping, Validatiens
= Mondtoring Listings
« Final Compilation of Documentasion
= Protocel, CRFs, and CRF tratructions

= Database Schema snd Edit Specifications
= CDC Study Noies and Corrmpandence

+ CDC Fasses Databasz to DQA
3 Data Qualtty Assurance
+ Insert Update, Delete privilege sevoked

« Data Quality Assurance Awdit
= hanual verification of @ sample of CRF3 vs the danabase (all serous Afs)
= Mantal verification ol the DCFs associated with the sample CRFs

= Mansal verification af e iy ferred dats ws hard<opy

3 Data Quality Assurance (cont.)
» Ad-hoc manual verifications and /or programmatic checks
= Completeness of study workbook
=~ Issuance of QA Report

= Data extracted by DQA and szved to a protected final report
directory

) Post Database Lock Changes
+ Special form completed by CDC and signed by Smustician
+ Changes only made by DQA

+ Data re-extracted o protected directory and prior datasets
archived

ADS foTob)
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+ Post Database Lock Change Forms included in final report and

workbook
2) Analysis

+ Analysis plan based upon protocol
(uwchades identificanen of subject exclusions from analyses)

< Statistician requests unblinding

+ Summaries and Listings generated using Standardized Software

+ Study-specific analyses

2

(=]

+ Review of output
2 Final Report

< Medical Writer creawes template

(5]

< CRA manages decument

+ Statistician writes detailed appendix and notes deviations from preplanned
analyses

2 Medical monitor writes results section

¢ Team review [ollowed by senior-level review

+ Complation of study workbook

+ Final report signoff and distribution

=) Ideal Timelines

(N

2

mseneusulunisems lasumsmivayunn
WRAIR taz AFRIMS 1a9amInennsoinanatlseme 114
518m3f 1aInennsa1nlualszmeanea Dr. Deborah Birx 910
WRAIR Taidumaniiuinensuasifuduoulsznn
Hetinsdne
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AAG Incorporated

Certificate of Training
This certiies that
Prasert Thongcharoen

has successlully compieled the course

April 30 - May 1, 2002
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' Readiness Workshop

A Phase VIL Double-blind, Placebo-controlled Study of the
Chiron Biocine
HIV Thai E gp 120/MF59 Vaccine
Administered Alone or Combined with the
Chiron Biocine HIV SF2 gpi20 Antigen
in Healthy HIV-Seronegative Thai Adulis

Date: July 28 and 29, 1997

ROYAL CITY HOTEL

Thanburi

i

Fresentation fo: l

Subcommittee for HIV Vaecine I‘thIu ment and Trials, |
National AIDS Prevention and ControllCommittes, Thailamd

5

18 I
T
5&,:"—" | Jﬁ |
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100 - (00

0 « (1 8

;18- Inge

10:00 - 101 &

WS - 030

TR - 1030

1130 1200
1200 . 13.00

1500 - | 500

E300 - £5:0%

A Phase D11 Doable-blind, Plarebo-contralied Sty of the Chiran Biacae
IV Thai E g 12WMEST Vacciar Adasinistersd Alone of Conibined with the
Ohiron Biscine WIV 552 gpl 20 Anrigen dn Healidy BV -Serencgative Thak Sdube

Monday, July 28,1997

Registration

Oyprening Remurks
. Damrung Boonyuen, Directer General, COC, MOPH

Thai £ Varcime Trisl is Thaidsnd, Development, Rationale,
Tmplcesentation and Hemefits

Prof. Em. D Notis Sdumerspravatl, Chalrmen, Toghiics! Suboestniiss
o AIDS Vaccing Develogament

Coftes Areak

TAVEG-WHAIR-CHIRON Collsboration
Arthes Heown, MU, MPH-Chief, Dept. of Retroaiouliggy USAMU-ATRIMS

Painel 1+ Site Facilities, Equipment and Persennel
Cochair: Mol 'ravan Ssntbomsssal. MD, PR

Couchair; LTG Pricka Singharaj, MD

AFRIMS: COL Sorchai Niayspéun, MD. 'h.0

BIHES: Assocraiz Prof. Chirsak Kiamboonnsarg., MD. .0
VTTFTM: Prof. Soichaneen Migssena. M0, P D, FRCFT
Sutfend: Peof £ Prasen Thongeharoen, MO, D Mod

Discrsmon - Q& A

Limeh

Panel 1 - Chniesl Reailines

Cohair; MG ChooChat Kambu Na Ayudnaya. MDD, Dr. Med
Clachair: A Pl Vil Sest MD

AFRIMS: COL Sorachai Nityaphan, MD, D
RIVEES: Ansocuate Prof. Chismsak Kamboonsssrg, MEL 1.1
YTIETM: Prof, Pravan Seotharssmsd, MD, D

Sirray: Peof Em Prasen Thongrharoen, MO, Dr. Med

ol reak

g“!l! - bt

Discussion « Q & A IE

A
ADS ode



s:auudolfan be > UsHi@IaBunad

—

— - 1
A Pliase U1 Dowhie-biind, Macebo-controlled Study of the Chirna logine i% i
HIV Theai F gp 1 200F S Vagcine Adminis d Aloae or Cambined with (he 1;;
Chiron Biscine IV SF2 gpl 20 Antigen in Healthy HIV-Sermegative Thad Adulis | l |

Toesday, 29 buly, 1997

00083 - 1000 Tramel 111 - Bata Management
Cochair: COL Suebpong Sangkharoiya, MD

Cpachaurr Anbar Brown, MD, MPH |
Chiek, Depa. of Retronvirology AFRIMS |
Speakers: COL Somchai Nimyaphan, MD, 'h D |
Rey Chirvn Corp
Repeesentative, |PSR. Mabsdol Ursversity
1000 .« b0:50 Discusshon - ) & A |
1050« b4 Colfee Bzak
dS . 10250 Pamel BV Lab v Beaiiness (S P . Sl o)

Archiving « QAQC of Sereeming. Sofety and Immtsogenicity Laborasomien)
Co=chair: Prof. Em Prasent Thonpehasoen, ML Dr. Med
Cochair: Prol Sricharcen Migasena, MD, ¥ D, FROPY
Speaken: COL Cheodchal Chiuanchitrs, M
Khun Kimipong Rusgruengihanakin, MSe

L1330 12:00 Discussion « Q& A
£200 « 1300 Lunch

1300« | 500 Giemernl DHscussion
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Chiron Biocine HIV Thai E gpl 20MF39 Vaccine Administerod Alone o
Combined with the Chiron Biocine HIV SF2 gpi20 Amtigen in Healthy HIV-

1TEM
Protocol - A Phase V11, Doable-Blind, Placibe Controlled Stedy of (he
seroncgative Thai Adults (RY 114} J

RV 114 Amendments

RY 114 Approval Letters

RV 114 Medical Monitors

RY 114 Consent Fortis and Amernlnichits

B RV 114 Tesching Ald for Comsent Forms
5 RY 114 Sample of Puticnt’s chart
r RY 114 Clinical and Formy used for this |
o RY 114 Case Report Forms and s
TISA & | RV 114 Munual of Procedures and JCRC Standard Operating Procedures
A9 RV 114 Lahcling Scheme
TLIOA | Behavioral tools: Questionnaires s Test of Underdandinng
TII0B - | Behavioral Tool - Flip Chart
B Saample 1D card - Temporary and Pesmanent
RY 114 Chiron Study Reference Manual 1
Vaccine Inj

Laboratory Check Sticks asd Pregnancy Kits

Heactogenicity and Adverse Events - Moniloring and Reposting
Profocol - Sceeening amd Fvalvation of Potential Vol for HIV-| r

Vaccine Trial _(RV 101)

101
RV 101_Approval Leners

RV 101 Conscrd Fonns ]

Personect Qualifications, Training Received, ACLS Course and Certificales
Basie Suppont fon Meahth Care Providess

Advance Cardiac Life Soppon

1996 Handbook of Emesgency Cardine Cire

TAVEG Training

Recruitment and PR

Protocol - Evaluation of HIV.1 lnfection In Vaccine Toial Partcipants @
Thailand (RY 1100

RV 110 _Appreval Leters

W 110 Comsert Forms

Y 110 Samphe of Patient Chasts

Y 110 Manual of Procedures

Dats Mansgement - Forms and Fiehls

Occupational Surveillance & Accidental Exp Progranm
L o ing Pr
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ANAPOLIS
e NUENBY lo&me
HIV INFECTION AND AIDS RESEARCH IN
THAILAND\LEGAL and ETHICAL ISSUE

Prof. Dr. Prasert Thongcharoen,

WHO collaborating Centre on AIDS,

Department of Microbiology,

Facilty of Medicine Siriraj Hospital, Mahidol University
Bangkok 10700/Thailand

Guidelines

1. Evidence of safety.

2. Subjects must be well informed.

2.1 Their roles in the experiment.

2.2 Health hazard during or post-experiment and preventive
measures provided.

2.3 Usefulness of the results.

2.4 Satisfactory clarification of all questions.

3. Consent.

Written consent given by subjects or parents or legal guardian
or spouse, etc, let them read the consent form carefully, before. They
decide to sign in the consent.

4. Reserve their right to withdraw from participation at
anytime.

5. Must well prepare and investigators know well about
their project in detail.

- Correct any risk abnormality.
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Choose the least risky methodology.
Accurate, thoughtful and careful.
Consideration of Human Right of the subjects.

o 0 =N

Immediate interruption of there is any sign of hazard or
indicator.

10. Physician with full medical license in the research team
as necessary.

11. For clinical trial or treatment, improvement, or cure or
preventive effect must be anticipated.

12. Institutional research committee approval.

ﬂ;]‘l"ilﬂ‘ill!ﬁ$'§$Lﬁﬁlﬂﬁlﬁﬁl’)%ﬂ\‘lﬁﬁ]%l‘hiﬂaﬂﬂnl
A leun

Human experimentation act.

Draft under legislative process.

’ENﬁ’ﬂ‘i!@ﬂ‘lﬂrﬁﬂf]ﬂLﬁWig’a’Qﬁﬁ’J%ﬁ@UﬁﬁﬂéWQWﬂ
94AN3 D

Non — government organization

Population community development association.

Family planning association.

Duang Prateep Foundation.

M Power.

FA.CT. etc

Program for Appropriate Technology in Health (PATH —
Thailand Office)
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W3 M5oU Regiidusanlumsiinngan
Tuuelaseams

Office of the Prime Minister.

- Office of the Narcotic Control Board (ONCB).

aontfumen ierves 185uidy 1idhsauthimsiie
Tuunienemsveinaeadlulsemelng (Thai AIDS
Vacginye E;/aluation Group %38 TAVEG) ‘ﬁmﬁﬁﬁﬁﬂ U
noAsuia lugUuuutaz mslseauauaie Lﬁﬂslﬁj!,fjﬂ
ANNTARU IUMIAUUUMT HUIBNU LA FDITUA1E T
18uaA

Research Agencies of Institutions

MoPH.

Office of the Permanent Secretary.

- Division of Epidemiology.

- Division of Health Education.

MoPH.
Department of Medical Sciences.
- National Institute of Health.

- Virus Research Institute.

Department of Communicable Disease Control.
- VD Division.
- AIDS Division.

- Bamrasnaradura Infectious Hospital.
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Food and Drug Administration.

MoPH.

Department of Medical Services.

- Thanyarak Drug-Addicts treatment and rehabilitation
Hospital.

- Rajvithi General Hospital.

- National Cancer Institute.

- National Institute of Dermatology.

- Institute of Pathology.

- Neurological Institute and Hospital.

Ministry of University Affairs (MoUA).
Mabhidol University, Bagkok.
- Faculty of Medicine, Siriraj Hospital.

- Faculty of Tropical Medicine, Vaccine Trial Center.

WHO Collaborating Center on AIDS.

- Faculty of Medicine, Ramathibodi Hospital.

- Faculty of Public Health.

- Faculty of Science.

- Faculty of Medical Technology.

- Faculty of Pharmacy.

- Faculty of Dentistry.

- Institute of Population and Social Research.

- Institute of Science and Technology for Development.

- Faculty of Social Sciences and Humanities.
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Chulalongkorn University, Bangkok.

- Faculty of Medicine, Chulalongkorn Hospital.
- Institute for Social Research.

- Faculty of Pharmacy.

- Faculty of Dentistry.

Prince of Songkhla University, Songkhla South of Thailand.
- Faculty of Medicine.

- Faculty of Pharmacy.

- Faculty of Dentistry.

Khon Kaen University, Khon Kaen Nort-Eastern Thailand.
- Faculty of Medicine.

- Faculty of Medical Technology.

- Faculty of Dentistry.

- Faculty of Public Health.

- Research and Development Institute.

Chiang Mai University, Chiang Mai, North Thailand.
- Faculty of Medicine.

- Faculty of Pharmacy.

- Faculty of Dentistry.

- Faculty of Associated Medical Sciences.

- Research Institute for Health Sciences.

- Social Research Institute.

Thamasat University, Bangkok.
- Faculty of Law.
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Ministry of Interior.

- Department of Social Welfares.
- Department of Labour.

- Correction Department.

- Police Department.

Bangkok Metropolitan Administration (BMA).
- Health Department.
o  Drug Addict Treatment and Rehabilitation Centers.
o  Communicable Disease Control Division.
- Medical Department.
o  Vajira Hospital.
o  Taksin Hospital.
o  Central Hospital.

o  Charoenkrung Pracharak Hospital.

Ministry of Education.
- Technical Department.

- Department of Informal Education.

Non-Governmental Organization.

Thai Red Cross Society.

- Science Division.

- Center for AIDS Preventlon Study (CAPS).

Tumsuzsoeluhutu mlg5 sl sz
o ludszduidiyen iszma neih finsande
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. Moo MHENEU b&e Hals 113 BINIATY
lagauezarivaumldnenrnalillsanlszygThe 560
Annual Meeting, National Cooperative Vaccine Development
Groups for AIDS (NCVDG), Chantilly, Virginia, August 30-
September 3, 1992.

The Fifth NCVDG Conference (National Collaboration
on AIDS Vaccine Development Group - NCVDG) 7 Westfield
International Conference Center, Westfield Hotel, Chantily,
Virginia
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. y N ;
fwhlsasunanilad uyudd e llilsyyuaei WRAIR

v

il @ ey b&e& vy winta

v v A

Mdsusseeisesinduilosiulsaendh Henry M Jackson Foundation

ADS &o



s:adudolan be > UsHi@raBunad

muwpssemaludesdszyu
MacCutchan, John McNiel, Prasert, Phillip Berman, Saladin Osmanov, Mary
Lou Clement A meeting on AIDS Vaccine Clinical Trial at the Henry M Jackson
Foundatiom; September 4, 1992.
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4. 6thO Annual Meeting, National Cooperative Vaccine
Development Groups for AIDS (NCVDG), Alexandria, Virginia,
October 30-November 4, 1993.

CONFERENCE ON ADVANCES IN AIDS
VACCINE DEVELOPMENT

Sixth Annual Meeting of the

National Cooperative

Vaccine Development Groups for

October 3) -
November 4, 1993

Program Book

o o 1.
nifad@ellsunsumsdszyn vazundadesiussens Tumsdszyu
6" NCVDG W.fl. b&eb foztdnmiuase
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5. 7thO Annual Meeting, National Cooperative Vaccine
Development Groups for AIDS (NCVDG), Reston, Virginia,

November 6-10, 1994.
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THE THAIVEG CONSORTIUM
Bangkok, Thailand

13 June 1994

Dr. Anthony Fauci, MD

Director

National Institute of Allergy AND Infectious Disease
National Institute of Health

Bethesda, MD 20892
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Dear Dr. Fauci:

The Thai HIV/AIDS Vaccine Evaluation Group
(THAIVEG) is a group of concerned, senior Thai scientists and public
health officers involved in HIV prevention, research and policy
formation. The group was established in 1993 to facilitate HIV vaccine
research in accordance with the Thai National Plan for HIV/AIDS
Vaccine Development and Evaluation. This plan was the first such
plan to be endorsed by the World Health Organization (WHO).
THAIVEG is chaired by Dr. Prasert Thongcharoen, MD, vice-president
of Mahidol University and chairman of the Advisory Committee of
HIV/AIDS vaccine of the Royal Thai Ministry of Public Health.

As we have prepared for vaccine trials in Thailand, we have
followed with great interest the HIV-1 vaccine trial process being carried
out in the United States. We are also aware of the case of the care and
diligence that must given to evaluating these events, and all other trial
data, and how they may apply to apply to further evaluation of current

vaccine candidates.

We understand that the United States Institute of Health
(NIH), AIDS Research Advisory Committee (ARAC) will meet on the
17" of June, 1994 to consider whether to proceed with prevention
efficacy trials of two HIV-1, gp120 vaccine candidates in the United
States. We would like to suggest to you some of the potential implications
for developing countries, such as Thailand, if the decision reach by

ARAC and yourself is not to proceed with efficacy evaluation in the
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United States, especially if such a position statement is phrased in such
a way as to cast in serious doubt the potential benefit or safety of
proceeding with efficacy evaluation given any other set of circumstances

than those which exist in the United States:

1. It is possible that HIV-1 vaccine research and deve-
lopment by manufacturers will be substantially reduced (including
development of two Thai-based vaccine candidates currently being
developed by the manufacturers most directly affected by your
decisions) until an in vitro proof-of-priiple is established. Such a proof

could lay years away.

2. In such circumstances, HIV vaccine development and
evaluation of product with potential benefit in developing countries
might be postponed or altogether abandoned. This scenario could have
devastating effects on our population, as Thailand currently has very
high rates of incident of HIV infection and is now dependent on overseas

vaccine manufacturers for basic research and product development.

We trust your judgment and would not presume to influence
your decision-making as it relates to product evaluation in the United
States. However, we respectfully suggest that any decision regarding
advancement of the product  evaluation process in the United States
should be based on analysis of the potential benefits for the United
States as they relate to the dynamics of the HIV-1 epidemic in the

United States and should be clearly distinguished from similar decision-
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making in developing countries such as Thailand. Given the explosive
character of the epidemic in Thailand, as public health experts and
scientists representing the interests of Thailand, we feel that the
parameters for choossing whether or not to proceed with vaccine trials,

including efficacy evaluation, are substantially different here.

Whatever your decision regarding HIV-1 vaccine evaluation
in the United States may be, we hope that clear distinctions between
public health research priorities in developed and developing countries
will be clearly articulated. Any effort that you make to encourage
continued research and development of the candidate vaccine products

appropriate for developing countries will be greatly appreciated

Sincerely,

Prasert Thongcharoen,MD

Chairman, The THAIVEG Consortium
(Signed separately)

Members of the THAIVEG Consortium
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Anthony S. Fauci, M.D.

Director

National Institute of Allergy and Infectious Diseases
National Institutes of Health

to

AIDS Research Advisory Committee (ARAC)
National Institute of Allergy and Infectious Diseases
June 17, 1994

Bethesda, Maryland

Good morning, ladies and gentlemen. I want to take this
opportunity to extend to you my personal welcome as well as that of the
staff of the Division of AIDS and the National Institute of Allergy and
Infectious Diseases. I am keenly aware of the drain on your valuable
time that meetings such as these create, and I want to first express to
you my sincerest appreciation for your efforts. I and the entire NIAID
value greatly your counsel and the opportunity to interact with you. I
also want to extend my appreciation to Jack Killen for his leadership in
this and other issues in DAIDS, and to Peggy Johnston and the staff of
DAIDS for their extraordinary commitment and tireless efforts on this
and other important issues in AIDS research. [ would also like to thank
the volunteers who have participated and are participating in these
studies. Their courage and altruism are recognized, admired and greatly

appreciated.
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You are here today on a most important task, namely, to be
presented with the available information related to the vaccine
candidates which are under consideration for possible expansion to
larger scale clinical trials and to advise me as to the next step in this
process. As you know, two candidates, the Genentech recombinant
gpl20 and the Chiron recombinant gpl20 are currently in Phase II trials
sponsored by the NIAID. On April 22, the NIAID Vaccine Working
Group heard presentations of data from these vaccine trials. Summaries
of these data and additional data that have been subsequently
accumulated will be presented to you today for your consideration.

Let me make a comment about process. The Vaccine
Working Group was asked to address the scientific rationale for the
possibility of expanded trials of the 2 candidates. The question was
raised whether any further useful information can be obtained from the
ongoing trials of the 2 candidates in question within the framework of
how these trials are currently constituted, or whether additional useful
information regarding the gpl20 concept would require expansion to
larger phase II or even phase III trials. As you will hear from Ashley
Haase and as you undoubtedly already know through the media, the
opinion of the Vaccine Working Group was that we could only gain
more useful information about the gpl20 concept if the trials were
expanded. In this context they felt that we should move ahead with
some form of expanded trial. Since that meeting, additional information

has become available on which you will be shortly updated. It was
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understood that the results of the deliberations of the Vaccine Working
Group would be presented to you today. As you well know, your mission
is to advise me as the Director of NIAID concerning the next step in the
process of vaccine trials with these 2 products for the prevention of HIV
infection, taking into consideration the results of their deliberations in
the formulation of your recommendations to me. My responsibility is to
make a decision regarding these 2 vaccine candidates, taking your
recommendations into very serious consideration in my decision-making
process.

Before we actually get into the presentations and discussions,
I feel that it is appropriate for me to make a few brief general comments
to frame the situation in which we find ourselves at the present time. As
we are all painfully aware, we are in the midst of a global pandemic of
a devastating disease. We are in great need of a vaccine as part of a
broader prevention effort that includes education and behavioral
modification. Although the scientific community has made major
advances in our quest for scientific solutions to this problem, there are
still many unanswered questions, particularly in the areas of pathogenesis
and correlates of immunity. It is true that other non-HIV vaccines have
been developed and tested without total understanding of either of these
areas. However, in many cases prior to the development of these safe
and effective non-HIV vaccines, the majority of infected people in
those situations spontaneously recovered and were protected thereafter,

essentially establishing that protective immunity was, in fact, attainable
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even though scientists could not always formally prove it. We have no
such luxury with HIV infection. We still are uncertain about the precise

correlates of immunity.

Many people judge that there is no scientific basis to forge
ahead at this point given the failure of the candidates to induce substantial
neutralizing antibodies against wild-type strains or HIV-specific
cytolytic T cells. Yet, given the uncertainties of correlates of immunity
in HIV infection, there are reasonable arguments that the only way we
will actually know whether these or other candidates will be safe and
effective is to test the vaccines-in a large-scale efficacy trial. People of

good faith and integrity can and have articulated cogently on either side

of'this argument.

Closely connected with any decision regarding expanded
vaccine trials, particularly in AIDS, is the question of safety and risk
benefit. Issues of safety of vaccine products, not unique in and of
themselves to HIV, are at the forefront of public concern at least among
the community constituents in the USA. One must balance concerns for
safety of the vaccine product itself visa-vis enhancement of infection
and/or disease progression with the compelling need to have a safe and
effective vaccine. Also, risk-benefit ratio and the dynamics of the
epidemic clearly vary from country to country with an obvious sharp
dichotomy between countries such as the USA and those in Western
Europe compared to certain developing countries. Decisions about

product evaluation in the USA do not necessarily apply to other
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countries. Ethical principles certainly do not change among different
countries, but risk-benefit ratios and the dynamics of the epidemic do.

In addition, there are many public misconceptions concerning
an HIV vaccine trial and specifically the decision that must be made
regarding the candidates under discussion today. On the one hand, ifa
recommendation is made to proceed full speed ahead, there will be a
perception among many that the scientific data regarding protection
and safety are compelling no matter how hard we try to dispel this
opinion. Vaccinees may feel protected and might even increase risky
behavior. Failure to prove efficacy in an expanded trial and/or problems
with safety may hinder attempts to initiate subsequent vaccine trials
with candidates that show preliminary data more predictive of a positive
outcome than do the candidates in question. On the other hand, if a
recommendation is made to not proceed with an expanded trial at this
time with these products, we may never get the answers concerning the
soluble envelope concept. If we do not move ahead now, the conclusion
of many may be that NIH sponsored vaccine research has been halted
based on the incorrect assumption that these 2 candidates, although
farthest along in trials compared to others, were the only candidates in
the pipeline. There may be a chilling effect on our industrial partners,
although this in and of itselfis not an acceptable rationale for proceeding.
If we decide not to expand these trials now, there is the question of the
future difficulty in anyone carrying out a vaccine trial with these or

similar products in other countries, particularly developing countries.
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In this regard, we must keep in mind that we are considering a decision
regarding 2 envelope products at this point in time within the framework
of the risk-benefit ratio and the dynamics of the HIV epidemic in this
country. These are just a few of the areas of discussion that have
reverberated around this most difficult issue. I am sure that these and
other issues will come up in the discussion today, ranging from the
scientific basis or lack thereof for expanding these trials to the very real
concerns of the community constitutents about forging ahead
prematurely.

There is one issue that I do want to briefly address before we
start; that is, the vaccine effort of NIAID that transcends these 2
candidates. Regardless of the decision that we make, vaccine research
and the preparedness for clinical trials will continue. The relative amount
of NIAID resources for different areas of research emphasis in AIDS is
shown on this slide (SLIDE). As you can see, the commitment of
resources to vaccine research is substantial. Many of you know that I
had asked Jack Killen sometime ago to take the lead in putting together
a document that we entitled the NIAID AIDS Research Agenda
(SLIDE). He did a superb job as any of you who have read the document
will confirm. Contained within this document is a blueprint for the ongoing
AIDS vaccine research efforts as well as those planned for the future.
Certain of these agenda items are listed on the next slide (SLIDE).
These range from study of the natural immune responses to HIV and

other animal retroviruses to the development of new adjuvants; (SLIDE)
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from development and greater utilization of animal models to
preparedness that involves immunology and microbiology infrastructure
as well as educational, behavioral, and social issues within the
community in question. Certain of the resources and mechanisms that
are and will be utilized for vaccine R & D are shown on this slide
(SLIDE). In addition, we are well aware that we must strengthen our
community preparedness efforts. In this regard, we have our AIDS
Vaccine Evaluation Units and our HIVNET with its domestic and
international components. The next slide (SLIDE) illustrates a partial
list of other candidates that are at various stages of development within
NIAID-funded projects and others that may be available for collaborative
endeavors. This information on NIAID vaccine research activities is
contained in handouts that are available to you.

You should also know and the public should know that whether
you recommend to me to go ahead, to pause, or to stop or any other
iteration with these 2 candidates, there are certain assumptions that will
be guaranteed. Underlying all assumptions is the commitment that any
NIAID-sponsored vaccine trial, now or in the future, will be conducted
according to the highest scientific and ethical standards. Following
from that basic assumption are the following:(SLIDE).

1) NIAID is committed to the development of a vaccine for
the prevention of HIV infection and disease.

2) NIAID’s comprehensive basic and applied program of

preclinical and clinical vaccine research and development, including
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work on candidates and concepts currently in earlier stages of
development than the concept in question, will continue; in addition,
new concepts not currently in development will be pursued where
appropriate and scientifically justified.

3) Additional community preparedness work must and will
be carried out, consonant with available resources and the state of
vaccine research and development.

4) Vaccine clinical trials will be carried out in the context of

abroader prevention effort.

5) Non-vaccine prevention research will continue.

Finally, I will be here for the entire meeting to get a first-hand
flavor of the discussions, and I would be happy to answer any questions
that arise in the discussions for the purpose of clarifying information,
process, or what have you. However, apart from that, I will sit and
listen.

I'would like now to turn the meeting over to Jack Killen. Jack
will explain the program of the day and then hand the meeting over to
our Chairman Ashley Haase who will report on the Vaccine Working
Group meeting and then go on to chair the meeting. Thank you and

good luck to us all.

HIV infections in Vaccine Trial Participants
All infections were due to contact with

HIV-infected people in the community
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Panel Rejects Wider Testing To Develop AIDS Vaccine

By LAWRENCE K. ALTMAN,
Published: June 18, 1994

BETHESDA, Md., June 17— An advisory panel of experts
today rejected a proposal to conduct large-scale studies of the
effectiveness of the two most-tested experimental AIDS vaccines. The

expanded studies would have been conducted on thousands of
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Americans who are not infected with H.I.V., the virus that causes
AIDS, but who are at high risk of developing the disease.

Instead, the panel recommended continuing smaller studies
to test the safety of the vaccines and to evaluate the immune reaction to
them. It said no large-scale study of effectiveness should be started until
compelling new data became available or a different type of vaccine
showed enough promise.

Among the reasons for rejecting the expanded study, members
of the panel cited the large cost, uncertainty about the degree of
protection that might be afforded by the experimental vaccines and
uncertainty about whether enough volunteers could be recruited for
clinical trials.

Twenty-three of the panel’s 30 members voted for the
recommendation, four abstained and three left before the vote. Plan to
Accept Advice

Dr. Anthony S. Fauci, the head of the National Institute of
Allergy and Infectious Diseases, said he would accept the
recommendation by a 30-member group known as the AIDS Research
Advisory Committee. The Congressionally mandated group advises
Dr. Fauci’s institute, a Federal agency in Bethesda.

Development of an AIDS vaccine is an international health
priority to counter the AIDS epidemic, which is growing in many areas
of the world, particularly Africa and Asia.

The recommendation would not necessarily affect other

Government agencies, like the Army, which is conducting research on
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AIDS vaccines in Thailand. And the recommendation would not affect
health officials in other countries, who are free to develop their own
AIDS vaccine programs.

And Dr. Fauci went out of his way to tell the panel that the
decision about product evaluation in the United States did not necessarily
apply to other countries because “risk-benefit ratios and the dynamics
of'the epidemic” differ among countries.

Dr. Fauci denied that the recommendation was a setback to
the development of an AIDS vaccine, though he said that others might
view the recommendation as having a chilling effect on the drug industry.
Dr. Fauci said the recommendation meant that it would be at least two
to three years before a full-scale effectiveness study could be carried
out on any AIDS vaccine. 2 Affected Companies

The two companies most affected by the recommendation
are the manufacturers of the experimental vaccines. They are made by
Biocine, a joint venture of Chiron and Ciba-Geigy, in Emeryville, Calif,,
and Genentech of South San Francisco.

The two vaccines are derived from a protein that is known as
gp120 on the surface of H.I.V. and contains the region that attaches to
a site on a human cell to infect it. They are the ones furthest along in
development and are the only ones being tested in the second of the
three types of trials that drugs and vaccines must go through before the
Food and Drug Administration will approve their marketing.

Today’s recommendation differed from one given by another

advisory group to the institute in April and was based on more scientific

ADS oo&



s:@Uudolan be > UsHaiabuoad

data about the state of research on the two vaccines. The group that met
in April said that additional laboratory or animal studies were unlikely
to add significantly to the knowledge that would predict whether or not
experimental vaccines might protect against H.I.V. Obstacles for
Scientists

Scientists are stymied in developing an AIDS vaccine because
they do not know precisely what blood or other tests of immune function
correlate with protection against H.I.V., or indeed whether such
protection is possible.

But after debating the merits of several models for full-scale
efficacy studies of the Biocine and Genentech experimental vaccines,
the panel said today that they would cost too much: $20 million a year
for four years or longer. Even then the studies might not have given
definitive answers, in part because a large number of the panelists said
they doubted that the vaccines would prove to protect a large percentage
of volunteers.

A critical problem is that scientists do not know whether any
experimental vaccine will protect against the strains of the virus being
transmitted in communities around the world.

The largest study being considered by the panelists today
could have required screening more than 31,000 healthy individuals
who were not H.I.V .-infected to recruit 9,000 who would be willing to
enroll in the study. Under the largest plan, 9,000 volunteers would
receive either the Biocine or Genentech vaccine or a placebo. The

choice would be made by lot.
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But panelists heard testimony about the unwillingness of many
people at risk of H.I.V. to participate in an AIDS vaccine study,
particularly because of uncertainty of the degree of protection the
vaccines would offer.

Panelists said there was a feeling among many AIDS experts
that they must do something to control the epidemic. But the panelists
said they were concerned that doing something that would cause public
confusion might create false promises. Some said they wanted to avoid
a situation where they might come up with a vaccine that protected say
30 percent of volunteers creating a situation where future studies would
have to compare a new experimental vaccine against a mediocre one.

Participants said that a vaccine that would protect, say, 50
percent of recipients might be valuable to society because partial
protection was better than what is now available. But other participants
said that many people did not understand the concept of partial protection.
Such individuals would not understand the difference between protecting
50 percent of a population and not gaining any protection for themselves
from such a vaccine.

About 25 experimental H.I.V. vaccines of various types are
now in various stages of human testing around the world.

Since the first injections of an experimental AIDS vaccine
were given in the United States in 1987, more than 1,400 volunteers
who were not infected with H.I.V. have received 12 experimental

vaccines in 17 federally sponsored trials.
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The panelists were told that 13 individuals who received
experimental vaccines have become infected with H.I.V. through high-
risk behavior. None had received the full course of immunization with
these or other experimental vaccines. Such infections are expected
because many participants continue high-risk behavior in the belief that
the experimental vaccine will be protective. All participants are
counseled against high-risk behavior and false expectations about an
experimental vaccine before enrolling in a trial.

In urging continuation of current studies on humans and

animals, some panelists said that surprises might turn up over a longer

period of time.

Will media reports KO upcoming real-life trials?

The paucity of medical weapons for fighting AIDS poses
agonizing choices for researchers. Among the most painful: Should
officials at the National Institutes of Health (NIH) press ahead with
large, expensive clinical trials of HIV vaccines, which currently show
only marginal promise? Or should they wait until vaccines show more
promising results in preliminary trials - knowing that infected people
are dying every day? The research community is deeply divided on this
point, but recently the scales seemed to be tilting toward launching
trials of two vaccines (Science, 20 May, p. 1072). Now they have
swung back, however, tipped by new information about volunteers in

small AIDS vaccine trials who became infected after being vaccinated.
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Most researchers believe the new information has little
scientific import and has been blown out of proportion by the media. But
in the charged atmosphere surrounding AIDS vaccine trials, perceptions
can carry as much weight as science. And so, when the Chicago

Tribune reported on 29 May that five people who had received AIDS

vaccines in small ...
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Biocine Company

18 July 1994.

Dr. Prasert Thongcharoen
Professor and Vice President
Mabhidol University

Siriraj Hospital, Bangkok, Thailand
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Dear Professor Prasert:

We begin this letter applauding the TAVEG Consortium’s
13 June communique’ to Dr. Anthony Fauci. As you know, the United
States National Institute of Health recently decided to continue current
evaluations of both Biocine and Genetech recombinant gp120 envelop
vaccines, but not to advance to efficacy trials in the United States at the
present time. The reasons for the decision were complex; many were
unrelated to the observed performance of the vaccine candidates in
humans, or the possibility of these vaccines might produce significant
protection from HIV-1 & AIDS. The occurrence of intercurrent infection
during phase I/II trials, and the inability of the candidates to induce
antibodies that could neutralize primary HIV-1 in vitro, are felt to be
principal scientific reasons for the decision.

In all but one case, intercurrent infections observed in phase
/Il studies occurred around the time of the second immunization, clearly
too early for even a good vaccine to have induced desirable immune
responses. A single intercurrent infection resulted in rapid reduction in
CD4+ cell counts, however the CD4+ decline observed in this person
is consistent with approximate 10% of the unimmunized seroconverters
followed in a prospective study is consistent within the United States. A
review of data from approximately 2000 individual immunized with
recombinant HIV-1 envelope candidates suggests that they are quite
safe, while absence of infection in most individuals in persistent high
risk of infection is consistent with, albeite not proof of, their potential for

efficacy.
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Atpresent, vaccine-induced in vitro neutralization of primary
HIV-1 has uncertain value in predicting in vivo human protection. As
such, we believe it is not reasonable, given current knowledge, to use
this as a pivotal criteria to judge a candidate vaccine as suitable for
efficacy trials. Moreover, recent primary vaccination-challenge studies
provide potentially illuminating data on this issue. Using primary
HIV-1 isolate (SF2) cell free intravenous challenge, three different
companies (Biocines, Pasteur-Merieux and Genentech) immunized
Champanzies with their gp120 candidate vaccines and demonstrated
convincing protection of all vaccinated chimps; control chimps were
readily infected. Protection was established by repeatedly negative
virus isolations. DNA PCR, and lack of seroconversion during a period
of between three and twelve months after challenge. Even more
important, at the time of challenge, sera from vaccinated chimps were
incapable of neutralizing (or at the best very poorly neutralized) the
primary isolate SF2 challenge stock in vitro, but were quite capable of
neutralizing tissue culture SF 2.

Taken together, we believe these data suggest that vaccine-
induced primary isolate neutralization may be an unnecessary criteria;
acriteria that, ifrequired, will prolong the time to availability of candidates
that can be evaluated for human efficacy.

A careful review of all data from human safety and
immunogenicity studies, and chimpanzee vaccination-challenge

experiments, provides a scientific basis which, in our estimation, supports
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thoughtful advancement of subunit envelope vaccines to evaluate their
potential for human protection.

As you are aware, the Royal Thai and U.S. Army Medical
Departments (WRAIR-AFRIMS) and collaborating scientists at Chiang
Mai University (RIHES) and Johns Hopkins University School of
Hygiene and Public Health are planning a cooperative partnership with
The Biocine Company, Emeryville, California to develop and evaluate
recombinant subunit vaccines appropriate for Thailand (including, but
not limited to, a bivalent env genotype E/B immunogen). We are at a
point where we believe it is prudent to hold a strategic planning and
implementation meeting to discuss the details of this effort. It is our
hope that discussions would be comprehensive and result in a consensus
development plan with milestones and timelines that, when met, would
result in advancing to efficacy evaluations. We fully intend to develop

our plan within the framework of the Thailand National Plan for HIV/

AIDS Vaccine Development and Evaluation. We are planning for

participants to include representatives from AFRIMS, Johns Hopkins,
RIHES, and WRAIR; the Presidents of Chiron Corporation and the
Biocine Company and Biocine scientists representatives of WHO/GPA
and the US government, and appropriate representatives from academic
and government institutions of Thailand. We want to make it very
clear that we are not seeking your endorsement of any particular

vaccine candidate; however, we are seeking your commitment to

a specific development and evaluation process.
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Because of your status as a highly respected health professional
with special knowledge of, and interests in, HIV/AIDS vaccines, and
your awareness of the needs of Thailand and Thai people, we would be
most grateful if you would agree to participate in our upcoming meeting.
We are planning to hold this meeting in San Francisco, California on
15-16 August. The dates and time were picked to allow many
participants to travel directly from the Yokohama AIDS Conference
which ends on August 12", We will, of course, provide for your airfare
to and from San Francisco. Hotel accommodations and per diem will
also be provided. We suggest that you travel so as to arrive in San
Francisco on Sunday, August 14" or before noon on August 15". You
will be contacted shortly to confirm receipt of this letter, to determine
your availability, and to provide details pertaining to travel and
accommodations.

We believe this is an important meeting which should result
in a clear plan leading to thorough evaluation and, if demonstrated
effective, availability of a critically important preventive vaccine for
Thailand and other countries. It will only be through our collective
involvement that such a crucial public health goal can be achieved.

We very much appreciate your efforts in this regard.
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Mary Lou Clements M.D., M.P.H.
Professor, International Health

Johns Hopskins University

Dino Dina M.D.

President
The Biocine Company
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#@iﬂi 9115398 : HIV vaccine research Phase I, safety
and immunogenicity of HIV-1 MN synthetic peptide prototype
vaccine

INFUNARDY : Vaccine type-synthetic peptide with
oligomeric V3-mutiple antigen presenting system. Placebo-
containing alum and preservative. Administration-intramuscular
injection at 0, 1, 6 and 12 months

Y v v A

AWM HIIAYYH: Vaccines Manufacturer: United

v

Biochemical Inc.(UBI)

?ﬁgﬂsgmﬂﬁ?umsmam: Objectives-to evaluate

safety and immunogenicity the candidate vaccine

IBNITNAAD: Methodologies and objectives Study
type arandomized, double-blinded, and placebo-controlled. Study
period-June 1994-January 1995. Study volunteers-30 HIV

seronegative, low risk, healthy adults
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HanN13NeaeN: Research findings Vaccine well tolerated.
Induced very low level of neutralizing antibodies suggesting
additional epitopes are responsible for higher levels of neutralizing
antibodies.

PI: Praphan Phanupak
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UNTIE9IMFO : AIDSVAX (MN) in Bangkok Inject-
ing Drug User.

U Wﬂma‘:gﬁﬁél: ﬁ?&ﬂ?ﬂg Migasen S, Suntharasamai
P, Pittisutithum P, et al.

J .
Wnyis1ea19414313875: AIDS Res Hum Retroviruses
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UNTIBIUTO : A phase I/II trial of HIV SF2 gp120/
MF59 vaccine in seronegative Thais.

578]1!731?70‘!852?‘358]: Sorachai Nitayaphana, Chirasak
Khamboonruangb, Narongrid Sirisophanaa, Patricia Morgane, Joseph
Chiub, Anne-Marie Dulieged, Cheodchai Chuenchitraa, Thippawan
Supapongsea, Kittipong Rungruengthanakitb, Mark deSouzae, John R
Mascolac, Kit Boggiod, Silvia Ratto-Kime, Lauri E Markowitze,
Deborah Birxc, Vinai Suriyanonb, John G McNeilc, Arthur E Browng,
Rodney A Michaelg, for the AFRIMS—RIHES Vaccine Evaluation

Group

@O1UMUFINA: Armed Forces Research Institute of Medical
Sciences (AFRIMS), Royal Thai Army Medical Department, 315/6
Rajvithi Road, Bangkok, Thailand.

finviseadunsas: Vaceine 18(2000) 1448-1455

UNAAED )

8sveranaiinslulasamsiidudina)lne itna
msastaeany lodlinaa orfseglugusu S &l
audnswlumsanlulnsams

“ A double-blind, placebo-controlled, phase I/Il trial of
HIV SF2/MF59 vaccine to determine the safety and imuno-
genicity of this recombinant clade B, HIV envelope proteine

vaccine
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A phase I/IT trial of HIV SF2 gpl20/MF59 vaccine in
seronegative Thais™

Sorachai Nitayaphan™*, Chirasak Khamboonruang®, Narongrid Sirisophana®,
Patricia Morgan®#, Joseph Chiu™*¢, Anne-Marie Duliege?, Cheodchai Chuenchitra®,
Thippawan Supapongse®, Kittipong Rungruengthanakit®, Mark deSouza®*¥, John
R. Mascola®, Kit Boggio®, Silvia Ratto-Kim®*, Lauri E. Markowitz®"¢, Deborah Birx®,
Vinai Suriyanon®, John G. McNeil®, Arthur E. Brown®, Rodney A. Michael®, for the
AFRIMS-RIHES Vaccine Evaluation Group

*Arwedd Furces Reseavch fnstitute of Medieal Seiences (AFRIMS. Royal T Army Medical Deparsment, 31506 Rajithi Rood, Bamglok 16400,
Thatfand

" Resdarcit tnstitute for Health Sciences { RIFES), Chiang Mat Universtty. Chigng Mal 50200, Thaitand
“Walter Reed Arary fmstitiute of Research, Washingion, DE 20307, SA
HChiron Vaceines, Emeryville, CA, USA
“Henry M. Jockson Foundasion, Rackvitle, MD and Sanghok, Tharilad
ahus Hopkins University, Saltinare, Mavyband, US4
VUiS Arty Medical Camponent-AFRIMS, Bangkok, Thailend

Received I8 June |99% sceepted 21 September 1999

Abstract

Fifty-two human i lefici virus type I, g Thai adults from the community were enrolled in o double-
hlind, placebo controlied, phase 1711 trial of HIV SF2 gpl20/MF359 vaccine to determine the safety and immunogenicity of this
recombinant, B elade, HIV envelope protéin vaccine. Twenty-six subjects were enrolled at each of two sites in Thailund,
Bungkok and Chiang Mai. Twelve subjects received placebo and 40 subjects received vaccine (50 pg). Subjects were immunized
acearding 1o one of two schedules, 0, | and 4 or 0, 1 und 6 months. 'T'M frequency of adverse reactions was not different

between plzeeho and vaccine subjects, nor between | { of i all ped high-titer binding
antibody to the i (rapl 20, 39 developed lizing antibody (NA), responses against homologous virns (HIV-1ses),
and 22 ped NA against h | urus {HIV- IM».l No subject demonstrated intercorrent HIV infection, however

screening EIA reactivity eccurred in 27% of recipients, Thus, this candidate HIV vaccine was found to be safe and
immunogenic in Thai adults, lsving the foundation for development of a subtype E construct in this population, £ 2000
Elsevier Science Lid. Al rights reserved.

Kepwards, HIV-1; Vaccine, Thailand
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ﬁaﬁa?ums%’m?@a; Phase I/11, trial of a combina-
tion of recombinant subtype B (HIV-1 SF2 gp120) and E (HIV-
1CM235 gp120) in healthy Thai adults

INFUNNNNATOY: Vaccine type-two vaccines:
CM235 gp120 and SF2 gp120 from genetically engineered CHO
cell-Chiron Vaccine. Administration-0, 1 and 6 months.

Manufacturer: Chiron

ad = % d

IENITANY AL ING Useaan: Study type-a ran-
domized double-blinded, placebo-controllec multi-centre trial.
Study period-1997. Study volunteers-370 HIV seronegative

volunteers
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wavesn1sAnylasazy: Immunizations were
tolerated with no adverse events related to the vaccines. Results
demonstrated that the vaccine was safe, well-tolerated and

immunogenic.

andSsursoaitldsumsAuilmsans The Joural
of Infectious Diseases 6]d;’tl‘]J‘i/]i”l‘c’lﬂ"l‘lﬂl Safety and Immuno-
genicity of Combinations of Recombinant Subtype E and B
Human Immunodeficiency Virus Type 1 Envelope Glycoprotein
120 Vaccines in Healthy Thai Adults

The Journal of Infectious Diseases 2003;188:219-227

Punnee Pitisuttithum,' Sorachai Nitayaphan,® Prasert
Thongchalroen,2 Chirasak Khamboonruang,6 Jerome Kim,** Mark
de Souza,*’ Thippawan Chuenchitra,” Robin P. Garner,”’ Darawan

“** Silvia Ratto-Kim,"” Penprapa

Thapin‘[a,7 Victoria Polonis,
Chanbancherd,” Joseph Chiu,***Deborah L. Birx,® Anne-Marie
Duliege, % John G. McNeil,® and Arthur E. Brown,* for the Thai AIDS

Vaccine Evaluation Grouph

'"Vaccine Trial Centre, Department of Clinical Tropical
Medicine, Faculty of Tropical Medicine, and 2Faculty of Medicine,
Siriraj Hospital, Mahidol University, *Thai and ‘US Components of the

Armed Forces Research Institute of Medical Sciences, and *Royal
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Thai Army Institute of Pathology, Bangkok, and “Research Institute for
Health Sciences and "Faculty of Nursing, Chiang Mai University, Chiang
Mai, Thailand; *Walter Reed Army Institute of Research, and QHenry
M. Jackson Foundation, Rockville, Maryland; Chiron Vaccines,

Emeryville, California

Abstract

Safety and immunogenicity of 2 recombinant human
immunodeficiency virus (HIV) type 1 envelope glycoprotein (gp) 120
vaccines derived from SF2 (subtype B) and CM235 (CRF01_AE, Thai
E) were evaluated in 370 Thai adults at low risk of HIV infection.
Various doses of CM235 (25, 50, or 100 microg) and SF2 (0, 25, or 50
microg) gp120 were used. Eighty volunteers received placebo. There
were no serious adverse events related to vaccination. Binding antibody
developed in all vaccine recipients. There was no dose response to
CM235 gp120, but a dose response to gpl20 SF2 was present.
Neutralizing antibodies to subtype E HIV-1 NPO3 and subtype B HIV-
1 SF2 developed in 84% and 82% of vaccine recipients, respectively.
Lymphoproliferative responses were detected in >95% of vaccine
recipients. There was no evidence of antigenic interference in HIV-
specific humoral or cellular responses. The gp120 Thai E and SF2

vaccines were safe and immunogenic in combination and could be

advanced into phase 3 testing.
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Founsiean amvidudin:

Phase /Il Study of a Candidate Vaccine Designed Against
the B and E Subtypes of HIV-1

Pitisuttithum, Punnee MD, MB, BS, FRCPT*; Berman, Phillip
W PhD; Phonrat, Benjaluck MSc*; Suntharasamai, Pravan MD, PhD*;
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Health Services, Richmond, CA; Novacea, Inc., South San Francisco,

CA; and **Gilead Sciences, Inc., Foster City, CA.

Abstract

Summary: A phase I/II trial of a candidate vaccine to prevent
HIV infection was carried out in Bangkok, Thailand, testing AIDSVAX
B/E (VaxGen, Inc., Brisbane, CA), a bivalent subunit vaccine prepared
by combining recombinant gp120 from a subtype B virus (HIV-IMN)
with gp120 from a subtype E virus (HIV-IAZM) in alum adjuvant. The
studies provide human data on the immunogenicity of various dose
combination of non—subtype B vaccine antigens. The results suggest
that AIDSVAX B/E is safe and immunogenic in humans. The optimal
dose for humans in developing countries was 300 ug of each antigen (B
and E). Clade E responses were measurably increased by immunizing
with gp120 B/E over B alone. Using the B/E combination did not interfere
with the response to either clade. Antibodies to AIDSVAX B/E were
able to bind to oligomeric gp120 on the surface of cells infected with

primary isolates of HIV-1.
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~| Abstract

Summary: A phase /1| trial of a candidate vaccine to prevent HIV infection was camied out
in Bangkok, Thailand, testing AIDSVAX B/E (VaxGen, Inc_, Bnsbane, CA), a bivalent
subunit vaccine prepared by combining recombinant gp120 from a subtype B virus (HIV-1y)
with gp120 from a subtype E virus (HIV-14044) in alum adjuvant. The studies provide human
f data on the immunogenicity of vanous dose combination of non—subtype B vaccine
antigens, The results suggest that AIDSVAX BIE is safe and immunogenic in humans. The
optimal dose for humans in developing countnies was 300 pg of each antigen (B and E).

: Clade E responses were measurably increased by immunizing with gp120 B/E over B alone.
1 Using the B/E combination did not inlerfere with the response to either clade. Antibodies to
AIDSVAX B/E were able to bind to oligomeric gp120 on the surface of cells infected with

' primary isolates of HIV-1
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#@iﬂﬁmi J08: A phase 1/2 comparative vaccine trial
of the safety and immunogenicity of a CRFO1_AE (subtype E)
candidate vaccine: ALVAC-HIV (vCP1521) prime with
oligomeric gp160 (92THO023/LAI-DID) or bivalent gp120
(CM235/SF2) boost.

#E) wnIvamazan1u: Thongcharoen Prasert;
Suriyanon Vinai; Paris Robert M; Khamboonruang Chirasak; de
Souza Mark S; Ratto-Kim Silvia; Karnasuta Chitraporn; Polonis
Victoria R; Baglyos Lynn; Habib Raphaelle El; Gurunathan
Sanjay; Barnett Susan; Brown Arthur E; Birx Deborah L; McNeil
John G; Kim Jerome H;

518911114315815: Journal of Acquired Immune
Deficiency Syndromes (1999) 2007;46(1):48-55.

# OUNT18491H: A phase 1/2 comparative vaccine trial
of the safety and immunogenicity of a CRFO1_AE (subtype E)
candidate vaccine: ALVAC-HIV (vCP1521) prime with
oligomeric gp160 (92THO023/LAI-DID) or bivalent gp120
(CM235/SF2) boost.
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Abstract

BACKGROUND:

The development of an effective HIV-1 vaccine is critical to
control the pandemic. A prime-boost HIV-1 vaccine trial assessing
safety and immunogenicity was conducted in Thailand as part of an

evaluation of candidate regimens for a phase 3 efficacy trial.

METHODS:

ALVAC-HIV (vCP1521), expressing circulating
recombinant form 01 _AE (CRF01_AE) gp120/subtype B LAI and
subtype B Gag/Protease boosted with recombinant envelope oligomeric
CRF01_AE gp160 (ogp160) or bivalent CRF01_AE/subtype B gp120
CM235/SF2, was evaluated in a phase 1/11 trial of 130 HIV-negative
Thai adults.

RESULTS:

One hundred forty volunteers were enrolled, and 130
completed all safety and immunogenicity visits. Reactogenicity was
common but generally mild, and there was no significant difference in
the adverse event rate between vaccine and placebo recipients (P =
0.26). There were 7 serious adverse events during the follow-up period,
none of which were vaccine related. Cumulative HIV-specific, CD§-
mediated, cytotoxic T-lymphocyte responses were observed in 11 (25%)
of 44 subjects who received ALVAC boosted by bivalent gp120 and in
5 (11%) of 45 subjects who received ALVAC boosted by ogp160, but

these differences were not statistically significant compared with those
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in placebo recipients (P =0.62 and P = 0.37, respectively). HIV-specific
lymphoproliferative responses were detected in 84% of subunit-boosted
vaccine recipients and in 10% of placebo recipients. Neutralizing
antibody responses to CRFO1_AE and subtype B laboratory strains
were seen in 95% of ogp160-boosted and 100% of gp120 B/E-boosted

vaccinees, respectively.

CONCLUSIONS:
These 2 different prime-boost regimens seem to be safe and

displayed cell-mediated immune responses consistent with those in

other trials of canarypox vectors.
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#@Tmams 398: Antibody-dependent cell-mediated
cytotoxic responses in participants enrolled in a phase I/II
ALVAC-HIV/AIDSVAX B/E prime-boost HIV-1 vaccine trial
in Thailand.

#@ 1¥NI08: Karnasuta Chitraporm; Paris Robert M; Cox
Josephine H; Nitayaphan Sorachai; Pitisuttithum Punnee;
Thongcharoen Prasert; Brown Arthur E; Gurunathan Sanjay;
Tartaglia James; Heyward William L; McNeil John G; Birx
Deborah L; de Souza Mark S;

Anviunseadusans: Vaccine 2005;23(19):
2522-9.

Abstract

Antibody-dependent cell-mediated cytotoxicity (ADCC) was
assessed in volunteers participating in an ALVAC-HIV (vCP1521)/
AIDSVAX BJE gp120 prime-boost vaccine trial in Thailand. ADCC
activity was measured using chromium release from gp120 subtype B-
and CRF01_AE-coated targets in 95 vaccinees and 28 placebo
recipients. There was a significant difference in the magnitude of the
ADCC response to both targets between vaccinees and placebo

recipients. The frequency of responders to subtype B and to CRFO1_AE
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was 96% and 84% in the vaccine group versus 11% and 7% in the
placebo group. The results demonstrate that this HIV vaccine is a

potent inducer of ADCC activity and may be an additional protection of

this prime-boost vaccine in preventing HIV disease.
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913813: Vaccine 2005;23(19):2522-9.
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#@ In59n1539¢ HLA class | serotypes and cytotoxic
T-lymphocyte responses among human immunodeficiency virus-
1-uninfected Thai volunteers immunized with ALVAC-HIV in
combination with monomeric gp120 or oligomeric gp160 protein

boosting.

‘# 91NI9¢ Paris R; Bejrachandra S; Karnasuta C;
Chandanayingyong D; Kunachiwa W; Leetrakool N;
Prakalapakorn S; Thongcharoen P; Nittayaphan S; Pitisuttithum
P; Suriyanon V; Gurunathan S; McNeil J G; Brown A E; Birx D
L; de SouzaM

213813 Tissue antigens 2004;64(3):251-6.

Abstract

Antigen-induced cellular immunogenicity may vary between
populations due to differences in human leukocyte antigen (HLA)
diversity and, hence, may play a critical role in the protection afforded
by vaccines. In the setting of two, phase I/II human immunodeficiency
virus-1 vaccine trials of a recombinant canarypox prime, and boosting
with either recombinant monomeric gp120 or oligomeric gp160, we
assessed the association between specific human leukocyte antigen
(HLA) class I serotypes and the presence of cytotoxic T-lymphocyte

response measured by 51Cr-release assay. HLA class I serotypes
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Al1,A24, A33,B46, and B75 were the most common, present in 10%
or more of 245 individuals studied. Forty of 187 (21.4%) Thai adults
who received either ALVAC-HIV with gp120 or oligomeric gp160 or
ALVAC alone had a precursor cytolytic CD8 T-cell response (pCTL).
HLA-B44 was positively and significantly associated with a pCTL
response (odds ratio 7.6,95% CI: 2.7-21.2), whereas B46 was negatively
associated but not robust when adjusted for multiple comparisons.
Responses to Env proteins accounted for the majority (nine of 11) of
pCTL activity among those persons with B44. This HLA class I serotype
occurred in 9.4% of participants overall (including the placebo group),
less commonly than what is reported from populations of European
ancestry. These results strengthen the importance of assessing HLA

class I distributions in conjunction with studies of vaccines designed to

elicit cellular immunity in different populations.
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Enhanced sensitivity of detection of cytotoxic T lymphocyte
responses to HIV type 1 proteins using an extended in vitro stimulation
period for measuring effector function in volunteers enrolled in an

ALVAC-HIV phase I/II prime boost vaccine trial in Thailand.

Abstract

A phase I/Il prime-boost vaccine trial in HIV-1-seronegative
adults was conducted in Thailand using ALVAC-HIV (vCP1521) asa
prime, boosting with either oligomeric gp160 TH023/LAI or Chiron
HIV Thai subtype E (CM235) plus U.S. subtype B (SF2) gp120.
Cytotoxic T lymphocyte (CTL) assays were conducted at one of the
vaccine trial sites (Siriraj Hospital) at a single time point following the
completion of immunization demonstrated that 8 of 50 (16%) vaccine
recipients showed HIV-specific CTL by standard chromium release
assay (CRA) after in vitro stimulation (IVS) for 2 weeks. Five additional
vaccinees (13/50 = 26%) showed CTL responses after IVS for up to 4
weeks. Moreover, one volunteer with a positive CTL response to a
single HIV antigen at Day 14 demonstrated a response to an additional
HIV-1 antigen(s)after the longer IVS period. CTL activity was CD8+
restricted. Despite extension of the IVS up to 4 weeks, no CTL
responses were detected in placebo recipients. These results imply
that extension of the IVS period may increase the sensitivity of the CRA

when measuring HIV-specific CTL in ALVAC-HIV prime-boost

recipients without compromising specificity.
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HIV/AIDS preventive vaccine ‘prime-boost’ phase III trial:
foundations and initial lessons learned from Thailand.

Rerks-Ngarm Supachai; Brown Arthur E; Khamboonruang
Chirasak; Thongcharoen Prasert; Kunasol Prayura

AIDS (London, England) 2006;20(11):1471-9.
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Thailand rejects criticism of AIDS
vaccine trial for 16,000

BANGKOK, Thailand (AP) — Thailand on Friday dismissed
criticism by American HIV researchers that a massive test of a
possible AIDS vaccine on thousands of healthy Thals would
fail, saying the U.S.-funded trial still has hopes of breaking new
ground

Twenty-two leading U.S. HIV scientists alleged that the 16,000
Thal volunteers who were expected lo receive a shot over the
next two years will receive a cocktail made of two antiquated
AIDS drugs, each of which failed previous human tests.

The researchers, including a co-discoverer of the AIDS virus,
Robert Gallo, aiso said the U.S. government was wasling $119
million by funding the experiment. They made the allegation in
a signed opinion article published in Friday’s issue of the U.S.
journal Science.

“We admit each drug by itself doesn't work, but that's why we
started this project — to see if the combination could work,"
said[Dr. Prasert Thongcharoen] chairman of the Thai National
AIDS Commission's subcommittee on HIV Vaccine
Development.

Bangkok Post
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Thailand rejects criticism of AIDS
vaccine trial for 16,000

MNGKOK, Thailand (AP) — Thailand on Friday dismissed

criticism by American HIV researchers that a massive test of a
possible AIDS vaccine on thousands of healthy Thais would
fail, saying the U5 -funded trial still has hopes of breaking naw
ground

Twenty-two leading U.5. HIV scientists alieged that the 16,000
Thai volunteers who were expectad to receive a shot over the
next two years will receive a cocktail made of two antiquated
AIDS drugs, each of which failed pravious human tests,

The including a i of the AIDS virus,
Robert Gallo. akso said the U.5. government was wasting $119
million by funding the expermant. They made the allegation in
a signed opinion article published in Friday's issue of the U S,

Journai Science.
w:wnemdmbymmﬂmw but that's why we
d this p —wwen‘lrwmhahunmmdmrk

ﬂ'd chaimman of the Thai National
AIDSTo un 3 mammnemHNWoem
Development.

Prasert said the trial underwent strong technical and ethical
scruting by move than 11 committees that included both Thai
and Amencan researchers.

The teams considered canceling the tnal after the tailure of a
smaller test by Banghok authorities, but in discussions at a
UNAIDS and Communicable Disease Control forum in Geneva
last year, “everyone agread we must go on to jeamn exactly
what could happen,” he said.

The earfier irial, which began in 1989 and was declared a
failure last year, was conducted with 2 500 Thai drug addicts
and used only the trial vaccine AIDSVAX,

Prasert lashed out at the U.S. scientists for criticizing the
current trial, saying the experiment is “a must” and is “the anly
way" to understand whether the drug combination is effective.

USA Today
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resulls of past experimerts.

“Thes trial is importand,” she said, ﬁmammmmmmmhnmmmm
project must go on Wie can't bo afreid of s =
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- Thailand rejects criticism of AIDS vaccine trial for 16,000 ~Page.

are men and the ages of 20 and 30, some of whom are ot high sk of nlscticn
bocause they live with HIV-posiive pecple. The puspote of the tisl i to see how the combined dngs work in
peaple living among FIVAIDS patents

Lt year, AIDSVAX, mwmmmm e, also faded to proted voluntoers agans! ihe
disgase 0 8 5 400-person Narth American trial

Since then, VaxGan essertialy has abandonod its pumsuit of an ASDS vactine
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Mumm

A VaxGen spokesvwamin decined comemant
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dnug as worly of continutd developmant

But critas avguee thal the U.S. National institules of Hoallh scrubbed a U 5 basad il with the same two-gan
cockiod twe years sgo because of falkres in 3 smalier sperment

Thw U.S. tnal targeted a different AIDS sirain than the Thal tost and was more narmowly focused, Stl, (he 22
scantists said e two tests ate samilar encugh 1o warrant cancellasion of tha Thal sxpefiment.

alroady have cockiail b about SO0 volunteers since the cxperimont began 0
Mlndphnhmmblim«mmmnmm\nym It veell take about Toa yoars to

US. gevernment officals and sdvocecy groups contend the falled VarGen drug has shown promise whan Lsed in
combination Hhe Aversis drug in smaliar expariments. More slaborale expenments s0e feeded 1o prove

USA Today
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What scientific reasons mandate a different decision for the
Thai trial? We also take issue with the scientific rationale for the revised
hypothesis underlying the trial(/). Merely trying to answer a question
about the protective role of the TH response does not seem to justify an
experiment on this scale. Whether induction of TH responses by the
gp120 component could enhance the breadth or magnitude of CTL
responses to the ALVAC vector sufficiently could be answered rapidly
by a small trial using methodology that was not available at the time of
the earlier studies (4—6). The cost of the phase III trial in Thailand is
reported to be $119m, with at least $3m for the purchase of the gp120
component from its commercial manufacturer, itself a controversial
point based on past precedent (7). The trial will involve 16,000
volunteers. Approval was obtained from several committees, including
one from the World Health Organization. But the latter committee’s
recommendation to proceed was made over a year before the results of
the gp120 efficacy trial in Thailand were available, and it was made
irrespective of the outcome of that trial (7). Our opinion is that the
overall approval process lacked input from independent immunologists
and virologists who could have judged whether the trial was scientifically
meritorious. The U.S. National Institutes of Health (NIH) investment in
basic and applied immunology research has been massive and
appropriate over the past 15 years; the cumulative expertise gained
should be used when important strategic decisions are made. Society

expects the scientific community to develop a vaccine to counter the
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AIDS pandemic, but there are adverse consequences to conducting
large-scale trials of inadequate HIV-1 vaccines. We have recently
seen two large phase I1I trials of immunogens that, all too predictably,
failed to generate protective immunity (/, 2). We seriously question
whether it is sensible now to conduct a third trial that, in our opinion, is
no more likely to generate a meaningful level of protection against
infection or disease. One price for repetitive failure could be crucial
erosion of confidence by the public and politicians in our capability of
developing an effective AIDS vaccine collectively. This seems to us to
be another readily predictable scenario that is best prevented. Phase I1T
trials are, ultimately, the only way to judge HIV-1 vaccine efficacy, but
sometimes a formal end point is not needed. Applying judgment about
the value of existing data is an essential part of the scientific process
when determining whether or not to move ahead with any experiment.
The failure of the gp120-only vaccine was, for example, fully predicted
by phase II trial data (8). For a phase III trial to be justifiable, there
should be a reasonable prospect that the vaccine will benefit the study
population, i.e., that it will protect at least some of the participants from
HIV-1 infection or its consequences. The decision about whether or
not to proceed with mounting a phase III HIV-1 vaccine trial needs to
take into account the likelihood of success and the consequences of
failure, the value of what can realistically be learned, and the human
and financial costs involved. As a whole, the scientific community must

do a better job of bringing truly promising vaccine candidates to this
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stage of development and beyond. More highly immunogenic HIV-1
vaccines that offer a greater hope of success than the ALVAC-gp120

combination are, in fact, now in early-phase clinical trials.

The need for a human immunodeficiency virus—1 (HIV-1)
vaccine is unquestioned, and we strongly support its development as
the highest AIDS research priority. We have a concern about the
wisdom of the U.S. government’s sponsoring a recently initiated phase
III trial in Thailand of a vaccine made from the live-replicating canarypox
vector ALVAC (from Aventis Pasteur) with a boost of (7). The original
aim of this trial was to determine whether a combination of immunogens
designed to induce cellular immunity (ALVAC) and humoral immunity
(gp120) could prevent infection and/or lead to the immune control of
HIV-1 replication postinfection. These remain questions fundamentally
worth addressing, but we doubt whether these immunogens have any
prospect of stimulating immune responses anywhere near adequate for
these purposes.

A phase III trial of similar design was scheduled to be
conducted in the U.S.A. by the HIV Vaccine Trials Network (HVTN),
the world’s largest consortium of AIDS vaccine scientists and clinicians.
However, the trial was canceled last year. Multiple phase I and II
clinical trials have revealed that the ALVAC vector is poorly
immunogenic (2). The gp120 component has now been proven in phase
IIT trials in the United States and Thailand to be completely incapable

of preventing or ameliorating HIV-1 infection (7,3). There are no
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persuasive data to suggest that the combination of ALVAC and gp120
could induce better cellular or humoral (neutralizing antibody) responses
than either component can alone. Instead, the rationale for the Thai trial
is reported to have now shifted toward an exploration of the hypothesis
that the combination ALVAC + gp120 vaccine might induce an improved
CD4+ T helper (TH) cell response that would enhance host defenses(7).
The evidence underlying this hypothesis is derived from phase /I
trials of the same or very similar vaccines and is, in our opinion,
extremely weak (4-6). Moreover, the same data were available to the
HVTN. We concur with the HVTN’s decision not to proceed with a
phase III trial of the ALVAC + gp120 vaccine (2).
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