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AGENCY FO ITRATIONA DEVELOPMENT, 
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;TI0ON --ATG MEMO'RANDUM IFOR -THE-,AGENCY~ DIRECTOR' FOR 'HEALTH: 

F1O: ,,'Ann VanDsn 
SJECTG iMaiaria Immunity Vaccinie Researc--u'orzation-of 

Subpr0j ct: 'Acti vi ty 'Mal aria Iimuh y and Vaccin ato:
Studies towa'rds ;the Development. of, a Blood :Steage,
Plasmodium falcipaium V6ccine using Parasite gpi~5
Recombhinant. gp,195 Polypeptides and Synthietic Ad'juvants" 

Problem:~ Yourg approval is requested f'ori'a $1,700~ 000Othree year
p~j~tent~ld M~adia~ Immunity 'and Va'ccinaIion: Stud'ie's

towards the Development of a Bl1ood~Stage Plasmodim,fa cpau

Vaccine-uising: Parasite gp195, Rcmbnn gp 195 'Polypeptides-and,

Synthetic Adjuvants."hR~bn~~
 

Background:~ A research pro6posa~l has been',recedied ~from -the
 
Uhniv'rsity of Haw~aii to deveoablo-tgvcinfrmlra
 

usin paas95.Thepropsalhasbeen reviewed 7by an
t gp 

exteralpan~el of~ scientiafic 
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properi~o tie P.- faYcipar mli gpOl9 which~determme the-.
 
specificity of the 'protecti've 'immune'' response, to malaria;


2 Podutio an evluaio of 9p,195-based reconbinant .
-polypeptides s anididate b'lood stage malaria -vaccines'; (3 '
 
Evi~aton of ,the s~i of antigeot.nick plymorphism, to'
 

gp195-specif icimm~un'ity; 4 ) Evaluation, of 
 the. 'ign1f icance; of, 

Characterizaion oi the -occurrence 'and -'d istrbuEionrof, an t ibod i es

0t gpl95 inseru .smpl1es from human -populati~ons living in
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vaccinia. Immunogenic regions of 
the gp195 are being identified
 
and, along with adjuvants, being tested in small animals.
 

The proposed work expands an(' extends current studies on the 
gp195 and does not duplicate or overlap with other work funded
 
by the Malaria Immunity and Vaccine Research project. The roles
 
of structural aspects of the gp195, 	 the
a clear definition of 

immunogenicity of gp195 based vaccine candidates and the degree
 
of conservation of important regions will 
be examined as part of
 
the proposed work. Trials in non-human primates are anticipated

using vaccine candidates produced by industrial partners and
 
enhanced by a variety of synthetic adjuvants. The proposal is
 
attached for further information and details of specific
 
experimental design.
 

Ri:search Involving Testing of 
Animals and Human Subjects:
 
Research involving testing of 
animals and human subjects will
 
comply with the following DHHS guidelines: "Guide for the Care
 
and Use of Laboratory Animals" - U.S. Department of 
Health and
 
Human Services (DHHS) Publication No. (NIH) 85-23; and "Guide for
 
the Safety of 
Human Subjects in research - U.S. Department of
 
Health and Human Services (DHHS) - Human Research Subjects -45
 
CFR, 	- PT46."
 

Clearances Obtained: 
 This project was approved by the A.I.D.
 
external expert panel 
on the basis of scientific methodology,

qualifications and experience of 
the proposed investigators, and
 
the institutional capability in accordance with 
FAR 15.506-2, FAR
 
15.507 (b) (i).
 

Recommendation: That you sign 
the attached authorization to
 
approve funding in the amount of $1,700,000 over a three-year

period for the Subproject activity entitled "Malaria 
Immunity and
 
Vaccination: Studies towards the Development of a Blood Stage

Plasmodium falciparum Vaccine using 
Parasite gp195, Recombinant
 
gp195 Polypeptides and Synthetic Adjuvants."
 

Attachments:
 

1. 	 PAF Amendment
 
2. 	 University of Hawaii Proposal 
3. 	 Letter from Acting Principal Investigator responding to
 

reviewers comrnent_ s
 
4. 	 Scope of Work and Bud,­
5. 	 Justif ication for Non 1'mtp', tit 've Procurement 

I 



PROJECT AUTHORIZATION
 

Name of Country: Worldwide
 

Project Title: 	 Malaria Immunity and Vaccination: Studies
 
towards the Development of a Blood Stage
 
Plasmodium falciparum Vaccine Using Parasite
 
gp 195, Recombinant gp195 Polypeptides and
 
Synthetic Adjuvants
 

Project Number: 	 931-0453
 

1. Pursuant co Section 104 of the Foreign Assistance Act of
 
1961, as amended, I hereby authorize the centrally-funded
 
project, "Malaria Immunity and Vaccination: Studies toward the
 
Development of a Blood Stage Plasmodium falciparum Vaccine
 
Using Parasite gp 195, Recombinant gpl95 Polypeptides and
 
Synthetic Adjuvants not to exceed $1,700,000 of S&T/Bureau
 
grant funds over a three year period from the date of
 
authorization subject to the availability of funds in
 
accordance with the A.I.D. OYB/Allotment process, to help in
 
financing the cost of the project.
 

2. This project will conduct research to develop a blood stage
 
Plasmodium falciparum vaccine using native parasite protein gp
 
195 and recombinant polypeptides derived from the gp 195. In
 
addition, the project will identify and test adjuvant6 capable
 
of inducing protection in Aotus monkeys.
 

3. The agreement(s) which may be negotiated and executed by
 
the officer(s) to whom such authority is delegated in
 
accordance with A.I.D. regulations and delegations of authority
 
shall be subject to the following terms and conditions,
 
together with such other terms and conditions as A.I.D. may
 
deem appropriate.
 

4. Source and origin of Commodities, Nationality of Services
 

a. Commodities financed by A.I.D, under the project shall
 
have their source and origin in the cooperating country* or
 
the United States except as A.I.D. may otherwise agree in
 
writing. Except for ocean shipping, the suppliers of
 
commodities or services shall have the cooperating country
 
or the United States as their place of nationality, except
 
as A.I.D. may otherwise agree in writing;
 

*Each country where research, training, technical or other
 

assistance takes place under the project shall be deemed to be
 
a cooperating country for the purpose of permitting local cost
 

financing of goods and services required for the research,
 
training, technical or other assistance conducted in such
 
country.
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b. Ocean shipping financed by A.I.D. under the project
 
shall, except as A.I.D. may otherwise agree in writing, be
 
financed only on flag vessels of the United States.
 

Disapproved
 

kDate 

Clearances: S&T/H:JAustin Date a5 $vQQ 
S&T/H/M: CDiggs V Date2-3 i, 
S&T/H:GPettigrew 0 v Date --- -X7 

AVanDusen Date L i z / _­
S&T/PO:DSheldon Date io'9l 
GC/CP:STisa ,r,-iL r, , Date -r.23 

Drafter:S&T/H/M:CMIller:ps:x4601:5/31/89:wang#1817s
 


