Infrastructure)
!

(WHO and UNAIDS)

UNAIDS

(Public
(Human Resource)

.. 2536

Health

. 2539



(Master Plan)

Clinical Practice)

and Quality Control)

(Resource Allocation)

53

(Laboratory System)
(Good

(Manufacturing

(Stable Status)



3.1 ?

16000 |

. 2539.
8) ;1:42.
2 Martha Ainsworth 1DECRG, Amie Batson
Force, and Sandra Rosenhouse.LCSHD .1999.

countries ; Issues and options forthe World Bank .

HIV

1)
334
13.9

HIV (Preventive Vaccine)

' .. 2539,

1HDNHE, co-chairs of the World Bank AIDS Vaccine Task

A 1 Accelerating an AIDS vaccine for developing
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(Therapeutic Vaccine)
(Perinatal Vaccine)
3
, 1997)
L (Basic Science Research)
2. (HIV Vaccine Development,
Testing, and Evaluation)
3. (Procurement)
2
311
11 (Genetic variation )
Subtype
Subtype

Subtype



1.2

1.3

14 Adjuvants

15 HIV-1 cell receptor

(Immune System and Immune Response)

(Humoral Antibody  Immunity) (Liquid-
Noncellular) (Cellular
Immunity) 3

Free Virus

Antibody 3

Bill Snow.Washington D.C., AIDS Vaccine Advocacy Coalition, 1999. the Need for an AIDS Vaccine.
HIV Vaccine Handbook : Community Perspectives on Participatinn ~ Research.
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312 ? ?

‘ " (Candidated Vaccine)

1. Synthetic Peptide Vaccine
(Genetic Engineering®
HIV

gp120, gpdl gpl60 rgp
160, rgp120, peptide 4

It Protein Vaccine"
2. Recombinant Vaccine

HIV
3. Recombinant Bacterial Vector

Bacterial Vector Vector
Salmonella Vector
B.C.G. Vector

4 David A. KatzensteinM.D. 1 Leigh A. Sawyer,D.V.M,MPH. 1Gerald V. QuinnanJr,M.D. Human
Immunodeficiency Virus. Vaccines ;28 : 561.
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4, Particle or Carrier Vaccine
Canary Pox Vaccine BCG

5 DNA Vaccine DNA RNA
DNA

6. Inactivated Whole Virus Vaccine Killed Vaccine

7. Live Attenuated Vaccine

Immunogen
Remune™

SIV

recombination
|

HIV
50



11

12

Study)

5

(Preclinical study) 2

(Laboratory study )
DNA

(Preclinical Investigation / Animal Model

( Side Effect)
( Adverse Reaction )

Animal Model Evaluation
3
121 Toxicity Test

122 ogenicity Test

Antibody
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1.2.3  Animal Protection Test

5
SIV(Simian o Deficiency Virus)
macaques 2-26 5
SIvV HIV-1
(Efficacy™
2. (Clinical study)" ' 3
21 ' - (Safety and oaenicitv Evaluation)
(Short Term Side Effect)
30-100

Myron M. Levine, et al.1997. New Generation Vaccines. Second Edition, reviewed and expanded ; 46 :
673-709.
( Preventive Vaccine )
(Therapeutic Vaccine )



2.2 (Immunoaenicitv Test)
50-400

2.3 (Efficacy Trial)
3.1
Phase ( )
g4
Phase 1 30-100
(HIV-1)
Phase 2 100-400
(HIV-1)
3
Phase 3
(HIV-1)
: (1997
a Phase 2
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Placeho
“Double Blind"
(Efficacy)
(Target
Group)
(Incidence Rate) (Follow
Up Rate)

“Cohort Study” (

)
1" 35
Cohort Study

( Sponsor )

(Food and Drug Administration:FDA)



1 (Phase 4 study)

Adverse Reaction® 1
Doses or Schedules

3.13 (Procurement)
3.2
321
(Preclinical study in Thailand)
(Clinical Trial)

(National Institute of Health: NIH)

63

(Rare
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Preclinical study

Preclinical
Study
.. 2540
. .2542
Recombinant - Bacterial Vector
Bacterial Vector Vector
B.C.G. Vector
(Molecular and Biological Characterization)
(Cytotoxic
T - lymphocyte : CTL) CTL
Vector
B.C.G. Vector Vector

Vector



( Safety and Immunity )
NIH (
NIH

60,000-100,000 us$

6
25 7
(Clinical study)
DNA Vaccine
Myron M. Levine, et al.1997. New Generation Vaccines. Second Edition, reviewed and expanded ;46 :
673-709.

7 P, I (2542).



3.2.2
(Clinical study in Thailand)

Clinical Study

Clinical study

66
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FWraInsalunIdIngae
CHuLALONGKORN UNIVERSITY

67



Initial New Drug Application
1 2

2536, }

3-5

68

.. 2536 .
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Research Proposal

L1

g Ministry of Public Health
1 (Coordinating Centerfor ™™™ Others
HIV/AIDS Vaccine !
Development and Evaluation) such as
WHO,
2 World Bank ,

CDC,UsA

Ethical Committee

Ministry of Public Health
3
—-l Scientific Aspects Sub-committee
of National AIDS Prevention and Control Committee

S

National AIDS Prevention and Control Committee

;

Study

. Prasert Thongcharoen, Prayura Kunasol, Chantapong Wasi, Supachai Rerk-
naam.1996.Phase Il Evaluation of HIV/AIDS candidate Vaccines in Thailand (1992 to Mid 1995).
Presented at the Conference on Advances in AIDS Vaccine Development at the National Institute of
Health, Bathesda, Maryland 20892, USA, Feb 11-15 199%.



(Oversight)

Monitoring Board : DSMB)

L b
Synthetic Peptide Prototype

10

(Data and  Safety

1 Monovalent HIV-1 MN
United Biomedicaltinc.,(UBI)
30



1

6 . .2537
Asian Pacific
Journal of Allergy and Immunology (1997) Volume 15
2. o 1/ 2 HIV-1 MN rgp
120/Alum Genetech
33 (
Methadone )
3
21 . .2538
The 5h National AIDS Seminar in
Thailand,1996 The 4th International Conference on AIDS in Asia and the
Pacific,1997
3. 1 HV-1 SF2
gp120/MF59 Biocine
54

29
.. 2538



12

4, 2 1 HIV-1
Immunogen Immune Response Corporation
30
HIV-1 Immunogen

21 . .2539

Vaccine Journal VMolume 16
(1998) AIDS Journal ¥olume 12 (1998)

L 2 2 ! 1 HIV-1
Immunogen Immune Response Corporation
297
HIV-1 Immunogen

21 . .2540

33



3

2, 1/2 HIV Thai E
gp120/MF59 HIV Thai E gp120/MF59+HIV SF2 gp 120 Chiron
380
10
. .2540
3. 112 HIV-1 A244 rgp
120 and MN rgp 120 ( AIDSVAX™BIE )"" VaxGenJnc.(
Genetech) 92
16 . 2541
5 4
.. 2542
3
3
4,
3
AIDSVAX ™BJE 2 (subtypes)

B E
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: HIV-1 A244 rgp
120 and MN rgp 120 ( AIDSVAX™ BJE ) VaxGen.Inc.

2,500
17
3 2541
56 3
1 61
5,400
. 2542 3
(
)
1
1/2 HIV-1 vCP
1521/gp 160 THO23 / Thai E gp 120 Pasteur Merieux Connaught

Chiron 270



Infrastructure

. .2541

6

Clinical study
Public Health



3.2 3

VACCINE
- Monovalent HIV-1 MN UBI (USA) 30 )
Synthetic Peptide Prototype
- HIV-1 MN rgp120 / Alum Genetech 33 )
(USA)
-HIV-1 SF2 gp120 / MF 59 Biocine 54 )
(USA)
- HIV-1 0gen**1 Immune (30 )
Response
Corp. (USA)
- HIV Thai E gp120 / MF59 Chiron (380 )
-HIV Thai Egp120 / MF 59+ (USA)
HIV SF2 gp120*
-HIV-1 A244 rgp120 and VaxGen.Inc. Thail USA

MN rgp120 (AIDSVAX™BIE) (USA) (92)/(120)
(2500) / (5000)
-HIV-1 vCP 1521 / gp160 Paster (France) (270 )

TH023 / Thai E gp120 Chiron (USA)

1 Recombinant gp120-depleted HIV-1 Immunogen (REMUNE™) (subtype B/E)

AFRIMS

AFRIMS/AFRIM/

[

/

Adjustment of Delivery Preventive
System (Immunotherapy)

+

(. .2537)

I (. 2538

(. 2538)*

(1) . 2539)
I 2)( . 2540)
I (. .2540)

(. 2541)
( 2542)
(. .2541)

( USA)

11 ( )



1. Recombinant BCG-vector vaccine synthetic DNAs encoding V3 sequences of ciade E HIV-1 Mycobacterial secretion vector
BCG Tokyo substrain 13aa  ]laa sequences BCG cells  13aa BCG-
THAI3 neutralize T-cell  macrophage tropic ciade Eviruses serum 1gG neutralize Thai B (ciade B) strains

conserved GPGQ motif V3 sequences

2. Multi-subtype envelope-based DNA vaccine DNA prime/protein boost vaccine regimens envelope immunogens  subtype

B EHIV-1strains  HIV-115{pCMVKA 120 54)  HIV-10B(PCMV 6a 120QV%)
subtype E  neutralizing response subtype E  subtype BEL/21%)
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