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Dear Dr. Mahler: 

Pursuant to the Foreign Assistance Act of 1961t as amended, the Agency for 

International Development (hereinafter referred to as "A.I.D.")p hereby 

grants to the World Health Organization (hereinafter .referred to as "WHO"),
 

the sun of Twenty Five Thousand Dollars ($25P000) to provide support to
 

WHO for organizing and cc iducting workshops on mala;ria i=munity research.
 

This Grant is effective as of the date of this letter and the amount of
 

funds stated herein is obligated as of that date. Such funds shall apply,
 

for a period of four months subsequent to the effective date of this Grants
 

to costs incu:red in convening malaria research workshops to be held at
 

The Rockefeller University. New York, New York, from March 7-12, 1977p as 

set forth 	in the WHO proposal attached to your letter dated Novmber Is 1976
 

(Attachment No. 1 hereto). 

This Grant is made by A.I.D. to "41Owith the following undertandings:
 

1. The funds being contributed under this Grant, as set forth
 

in the illustrative Budget (Attachment No. )p shall be used in support 

of two Workshops. A general description of the subjects to be addressed 

at these orkshops is as follows: 

a - The Biology of the Malaria Parasite, i.e. biochtTmistry, 

metabolic pathwaysp anabolism and growth, penetration into host cells) 

host/paraaitn mumbranes rLaterial and energy transfer, etc. 

b - The In-v!tro Cultivati I of the Malaria Parasite. Determine 

the metabolic need.; and growth determining parameters leading to mass produc

tion of the varioug ntages of the malaria paraites. This parasite production 
lead to a greater under-In a proroquiaite to irmunologic studias and will 

standing of the requirements for the production of an effective malaria vacl-it 
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2. These funds are granted as set forth in the exchange of correspon
dence between the Director-General, WHO, dated November I 1976, and the
 
Assistant Secretary for Health, Department of Healthp Education and Welfare,
 
dated January 19, 1977.
 

3. The funds contributed by A.I.D. will be used to support the travel
 
and expenses of U.S. and Developing Country participants and for local
 
workshop administrative costs.
 

The funds provided hereunder shall be administered by WHO in
 
accordance with the terms and conditions provided herein. Upon depletion
 
of Grant funds or expiration of this Grant, whichever occurs first, WHO shall
 
execute the Grant Fiscal Report (Attac nent No. 2)p and forward it to A.I.D.
 
Any funds disbursed to but not expended by WHO at the time of expiration of
 
this Grant shall be refunded to A.I.D. Any interest on A.I.D.-granted funds
 
shall accrue to and be paid to A.I.D.
 

4. Upon receipt of acknowledgement of this Grants the funds provided

by this Grant shall be deposited to WHO Account No. 015-002527, Chemical
 
Bank, United Nations Office, New York, Ne York.
 

Sincerely y rs,
 

Michael Snyder
 
Grant Officer
 
Centra' Operations Division
 
Office of Contract Management
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Sir, 

.1 have the honour to refer to the W11]O/0-ND? Special Prorr:.ne for 
-R..search and Training in Tropical DIseascs. The WHO' Spec.a Prz.rL-:e 

has two Scientific Working Groups in the field of alaria, one on the 
Chemotherapy of Malaria and the other on the i.unolcgy of M'alaria. 
Suu-.maries of the repcrts of the first meetings are attached. These groups 
iet in November 1975 and July 1976 respectively. Both have es:ab.ished 
research prora-_-s as uell as Szeering Cc.-iittees %hich are to bh instru

rental ir.implez.enzation and execution of the prrvram--es. Both Scier-.i.i;c 
Wcrking GrouPs have, in the context of their ce-,.o-:hera;,euraz and 
logical research. indicated the priority for es:tblishing the i. v.,rc. 
cultivation of r.alaria parasites i-cth as a means of producin; parasite 
materia] and for the developrent of in v-tro screening models. Easic 

infcr.ation on the biology of the nalaria parasite, i.e., bioche-istrv. 
rc-abclic path;ays, antirenic cc:7=nnzs. ana::ic.s ant trow:h, 
penetration into hcst cells. hcst./parasite mcz.tranes. material and 
energy transfer that suhseqent]y could be der!%v'ed. ray be indispensale 

to prog-css in these rescarch prcgra::cs. 

Recently considerable advances have been made by Dr W. Trager an- by 
others in the in vitro cultivaticn of P's.odiur falc4izarur bloodJ fcrts. 
While it is now possible to grow the parasite on a very modest scale, 

The Assistant Secretary for Health
 
Department of Health, Educition. and Welfare
 
'aFh 'r-ton.D.C. 202C-l
 

cc: 	 The Secrer:ry cf State, Attcn:!on: :O-HD2. D-partncnt of S:ztc*, 
WiAshington 

The Director, Office of International Health. Dcpartment of 1lcal:h, 

Education. and Welfare. Washington 

V'nited States Mission to the United Nations Office and other 
Internaticnal Or.anizaticns at Geneva. Attention: International 
Health Attach6, Geneva 
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Sir.
 

Servant.Your ctOient 

H. Mahler. V.D. 

Director-CfSneral
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SUMVT%Y OF D:SC'SS1CNS
 

as its first objective a decision as
 The Scientific Working Group set 
 or is not
 
to whether an. intensive progr.me on antimalarial 

chemotherapy is 


role that chemotherapy plays in both
 required. Considering the ,s.ential 
 presented

individual and community control of malaria, 

the evidence 


a real and urgent need for further research
 
demonstrated that there was 


into malaria chemotherapy and its associated prolcerrs.
 

strength unlike rescearch on
 This Group startedfrom a pcsition of 

institutions
 

some other parasitic diseascs, as a nu=ber 
of 


chemotherapy of 

i.e. in universities and Industry, have made considand research groups, 
 In particular


erable efforts towards improving the chemotherapy 
of malaria. 


the antimalarial drug development programme of the Walter Reed Army
 

Institute of Research (WRAIR) is developing several new anti.malarial drugs
 

effective aFa6nst multiple drug-resistant maarias. licAever. it was a I 

this progra.me was not desigrned to pro-uce agents su±tbCrecognized that 

for use in a '.'ass Drug Administration (MDA) car-paign.
 

The Group devoted attention to the identirication of major gaps in our
 

knowledge relative to nalaria che.:,'h-.rapy; it soon became evident that the
 

action on
 
ignorance on such fundamental .a'ters as the mode of 


state of 

and even the basic pharmacokinetics, of
 rnalaria parasite and host cell, 
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Th.c- c4ijy cti v's (if the Gr"o'ap ti,-i-, t,.ro ;,oCm: 

(a) to develop new arid. improved cht.motherapeutic agr-nis to preV-nt 
and treat malaria; and 

(b) to strengthen research in the countries affecl.d, by training of 
scientists and technicians in the relevant disciplines. 

Basic approaches for devloping chn' notherapetiLic igents rrqulrr' a good 
k11owledge of the parasite- and the node of action of drir,. or.dritg mix
tures. It is recognized that the develop-.,ent and production of new 
chemotherapeutic agents will require time, and, as an intcrim ,-easure, 
research aimned at a better unders'--nding of existing ami-.-.larials could lead
 
to improvemcnts in their activity.
 

Present basic research efforts are to be expandpd beyond the restricted
 
levels now possible, thereby bringing the disciplines of molecular biology arl
 
biochemistry to bear fruitfully on the field and to attract basic
 
researchers who would not otherwise be involved. This vill" furth'pr under
standing of fIjndamental malarial biology, of the mode of action of exis:ing
 
and future antimalarials, and the development of new therapeutic s:rat'gjiet.
 

srEciFic rn,.lErei*s
 

Projects for early implementation were Identified as folln's,
 

Inprov-,rent of existing drus already in clinical use to the fo)Jo-Aing
 

characteristics:
 

- caumal prophylactic and tissue schizontocide 

- blood schizontocide
 
-.gametocyte sterilizing agent
 
" long-acting (longer than three months)
 

- safe and cheap 
(For areas outside Africa, the drug or drig mixtures should also be
 
active against drug-resistant P. falciparun and P. vivax. 

1. roira-.'d-rplu-.'e Ic.ms of cxisting drurts: (.61 priaqilr; 
(b) chloroquine.
 

2. Development of lonig-acting drug;', (more than thrr-e monhs resiiai1
 
action) (i.e. plynrr incorporation. salts, Chliral modificatlol,.s):
 

e.g. (pyrint-hamlne; (b) sulfa 4 sulphones; C) primaquitc; 

(d) 4-arlnoquinolines; (e) qutnazolincs.
 

3. ktnuse efficary test of )/2. 

4. Simian test
 

5. Synthesis of radlo-ahel)led compounds. 

6. To inve.%1Jgat e the nalt re or pa r^site-drii: Itlt -ractlons his Orythrl
cyle and Isepatorvyleclclture rt hod Js nrs(f-. 
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(4)Eslimated )(3) 
00I__ Peos Totol Ifteeso Demo.. Total to Dote 

MA. Dolrs 2500ooO 25,0000 
A~i.D111, U.S.-Owriod 
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C ti , CowlerpW 
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Cou0ntr 
5. 0*" WHO L25,000 25,000Contributions 

13, Mission 14. Insttnfellts to AuthorlsoA Allow 

13. "o "Please enter into a General Support Grant Agreement with the WHO/UNDP 

providing $25,000 in support of two Workshops planned by the WHO/UNDP
 
Special Program for Research and Training inTropical Diseases. A 
general description of the subjects to be addressed at these Workshops 
is contained in Block 19. The WHO/UNDP has asked that the full amount 
of the grant be deposited to WHO Account No. 102/423, City Bank of N.Y., 
P.O. Box 520, 1211 Geneva 3.
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-____Th ln.Vit Cutiv1ation of thealaraParaste, 
SCOPE OF WORK

19. Scope of Toghuesl Soee'. 
A. Obetie Iee whic *e Tol"I Sevices to en pne


TO provide support for internationally recognized experts' in malaria to convene at
Rocefeller University, New York, N.Y. for malaria research workshops from 
a.~ March 7-12, 1977. 
(1) The Biology of the Malaria Parasite, i.e. biochemistry, metabolic pathways,
anabolism and growth, penetration into host cells, host/parasite membranes,

material and energy transfer, etc,
 

(2)The InVir Cultivation of the Malaria Parasite.
 

Determine the metabolic needs and growth determining parameters leading to
 
mass production of the various stages of the malaitia parasites. This parasite

production is a prerequisite to liunologic studies and will lead to a greater

understanding of the requirements for the production of an effective malaria
 
vaccine. 
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IMalaria Workshop: Part (1)The Biology of Malaria Parasites, Part(2)
 
InVitro Cultivation oftheMalariaParasite
 

20. Equipment and Supplies (Related to the services described In Block 19 and to be procured outside the Cooperating Country by the supplier 

of these services) 

NA 	 (3)Est Imaed 
Cost (4) Special Instructions

A. (1) Quantity (2) Description 

B. Financlng *f Equipment and Supplies 
(1)By AID - S 	 (2) By Cooperating Country 

21. Speelo: PreVllns 
None
 

O A. This PIO/T Is sublect to AID (contfetio) (PASA Implementatllon) regulatlons. 

Suppller,servlcesO 0. Ecepet s pealflolly eultherlsd by AID, or when local hire Is authorized undr the terms of acontract with aU.S. 

eutherisod Undjo this PIO/T must be obtalned from US.ources. 

0 C. 	 E cpt es speciically outherlsod by AID/W, the purches of commodilles autherlsed undr this PIO/T will be limited to the U-S. ud*r 

Oogteghl CodW000. 

3D. Other (slphfj. 
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I Cooperating Country 
TAB InterregionalIPojt:/cti~4y No. and Tile 931-0001 

PIO/T No. Page 4 of Pages 

PIO/T iFlaai Workshop: Part 1i)The Biology of Malaria Parasites, Part (2)The 
i In-Vitro Cultivation of the Malaria Parasite 

other
22. 	 Reports by Contractor or Porticipating Agency (Indicate type, content and formot of reports required, includinglanguage to be used if 

then English, frequency or timing of reports, and any special requirements) 

NA
 

23. 	 ! o ground Information (Additionalinformation useful to Authorized Agent and Prospective Contractors or Participating Agency; If 

necessary cross reference Block 19.C(4) above.) 

The early success of Dr. William Trager, Rockefeller University, New York, N.Y.
 
in culturing human malaria parasites in-vitro continuously for more than nine months,
 
with large increases (4 u x in May 1976) of parasites, has freed research on many
 
aspects of human malaria parasites from its former dependence on human infections
 
or on the availability of Aotus trivirqatus monkeys (an experimental host for human
 
malaria). This work was supported mainyby a contract (AID/ta-C-1200) from AID.
 

It is deemed appropriate that this workshop meeting be convened at an early date
 
at the Rockefeller University to enable internationally recognized experts on
 
malaria research to observe and discuss the work of.Dr. Trager and others, and
 
mutually share the experiences and successes in the study of the human malaria
 
parasites and catalyze the exploration-of several lines of research leading to a
 
better understanding of the malaria parasite and the methods required to develop a
 

l r L-1. Vaccine.
 
2.1. 	 Relationship of Contractor or Participating Agency to Cooperating Country and to AID 

A. Relationships and Responsibilities 

D. Cooperating Country Liaison Official 

C. AID Liaison Officials 
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PIO/T . P'roect/Actlvlty No. and Title 931-0001 
Part (1)The Biology of Malaria Parasites, Part (2)
Malaria Workshop: 


The In-Vitro Cultivation of the Malaria Parasite
 
LOGISTIC SUPPORT 

IN KIND LOCAL CURRENCY PROVIDEDBE'FROM BY TO-5 	 SUPPLIED BY SUPPLIED 
25. Proviions for Logistic Support 

COOPER. ORCOOPER-
A. Sjecific Items (Insert "X" in applicable column at right. 	 ARRANGEDATINGAID ATIN AID 

If entry needs qualification, insert asterisk and explain 	 BYAI TIG AD TN 
COUNTRY 	 COUNTRY SUPPLIERbelow in C. "Comments") 

(1) Office Sp ce 

(2) Office Equipment 
"" 

(3) Housing and Utilities 

(4) Furniture 

(Stoves, Refrig., etc.)(5) 	 Household Equipment 


Country
(6) 	 Transportation in Cooperating 


and From Country
To(7) Transportation 

Interpreter Services/Secretarial(a) 

Facilities(9) Medical 

(10) Vehicle% (official) 

(11) Travel Arrangements/Tickets 

(12)Other: 
(13)(Specify) 

(14) 

From Other SourcesB. Additional Facilities 	Available 

L COMMISSARYLIAPO 	 LI PX 

free entry, tax exemption)OTHER (specify, e.g., duty 

C. Comments 

See attached list of proposed participant§ in these workshops.
 



Technical Assistance Bureau, Office of 
Health
 

or Office)Al1ottee (AID Bureau 


Small Research Prog. (M.falaria Research) 0001
 
Project Title and Humber 


responsible for this contract/graic.

Name of Bureau/Office Project Manager 

When was PM assigned this responsibility 
Edgar A. Smith 


Nov. 1976
 

Contrzictor/Grant-e
 
World Health Organization
Name___ 

- IDf -- 1402Number 
to 4 months after UrntL1aTer cn-


Cunulative Dollar Fuding $ 25,000
 

prior to original award? No.
Was more than one contractor considered 


describe justification for non-competitive procurement.
If not, 
Unsolicited proposal in form of a request for volun'tarv contribution by ATDto
 

for organizing and conducting workshops on malaria
 -1W{O to provide support to WHO 

"-i--unity research.
 

No.

receive its funding principally from AID?
,tactor/GilC.e_
Does Co 


it does now if AID fundin'g werefunction as
ould the orsanization, continue to 


',i thidrawn? Yes, but would not carry__ s- - _-


Are former AID employees now engaged by the ontiractor ranee;.
 

If so, how many and what positions do they occupy?__
 

Purpose (brief stater,,ent on project, its originally planned duration 
Orioinal 

ard -tllstir -i:.tedtotal cost.) 

convene
 
To provide supp0rt for internationally 

recognized experts in inalaria to 


ew York, N.Y. for malaria research workshops from
-at-Roc eller University, 


.arch7-12,19'7, for $25,000 for one week.
 

Su,_ avy PfP!j,ru to Date Is Contractor/Grantee on tar ct? Wrkshopw
 
"D-a!;ciribe pr'opns, c., if not. place as scheduled March 7-12, 1977 was quite
 

success- .
 

Reports - 11a& AID received Contractor/Grantee progress ard/or substantive -al'Or-s 

_Has AID or other interide1 Len-ficiivrles
in a tii,ely manner? 
.made use of the product of the Contractor/Ganteeo' 

by AID of per forim]ncr,
LionsContract Evalw - - Su;-,iry of any vritten evalu at ions 
-eTI uaLiois and who mdc the evalutions. _ A, 

- ILT-di -t-e_- 6- TL 


Estimated final conpletion date of Contract/Grnt.Cmpeted 

per PIO/T I N.A.
Current action pending in SER/C1 

Dated ___ In the amount of $
 

- (go Jf,-.d 
-,$,mary Of llur;e,./Office recor:,iJnd aton rejardig contr ct/ls r,-t 

n c,siry o (i :. nrt/.,tinig c
J p n. requ(.st; no actionpedin9 re oti (-ioi 

.it.h GC and Contracting Office re terimination of c,.Lc./ilnit it discussions 


ircnt; r C ontrac t/j rait Lo expii1' on scheduled tei, iniiLion date, etc .)
 

http:requ(.st


Na e 	 World Health Orgaization -

AI /ta-G-1402Number 

Tena to 4 months afte_r-.anL_ ate
 
CuLnuative Dollar FUdi ng $ 25 000 

prior to 	original award? No.Was more 	 than one contractor considered 
If nlot, describe justification for non-copipetitive procurement. 

Unsolicited proposal in form of a request for volunary contribution by AID Q..._.
 
on malaria
-7Wi to provide support to WHO for organizing and conducting workshops 


"im--unity 	research.
 

receive its funding principally from AID?
Does Contractor/Grant.e-	

No. 

as it does. now if AID fLundinj were
ould the 	organization continue to function 

but would 	not car ou ,hsroj-et -.',ithdrawn? Yes, 
oyel-oe s engaged by tle Contracor/ "antee.Are former p-l- now 


If so, ho,.: many and what positions do they occupy?_
 

Original 	Prposq (brief statenent on project, its originally planned duration 
cdstim,'ed total cost.) 

alaria to convene
To provide suport for internationally recognized experts in 

at Rockefeller University, Hew York, N.Y. for malaria research workshops from
 

for one week.
 . .arch
7-12,97'7, for $25,000 


on tcn-(wJ , ? Workshop which took --Is Contractor/GranteearP-ir'sS toSu.vy 	 Date 
£.. be pro.i e:.ns, etc., if not. 	 place as scheduled March 7-12, 1977 was quite
 

success ul.
 

Reports - Has AID received Contractor/Grantee progress and/or substa.ntive -,pots 
Has AID or other intended beneficiariles 

_in a tii'ely manner? 

made use of the product of the Contractor/Grantee? ow?
-

Cont-act 	Evaluations - S.,miary of any written evaluations by AID of perrori lnc 
ard who made the evaluationS. N.A. 

f1[- a-te-- o-f--the--c-v-1uati ons 

Estimated final completion date of Contract/Grant Coleted 

per PIO/T ft N.A.Current action pending in SER/C.1 
Dated 	 In the amount of $ 

Cu.:nary of Bureau/Office recor,.-endations regardir:g contr.ict/,rant - (go J.hrd 

neotia tion request; no action necesstry ol, X itr.,t/., n;",Linnwr't-h pending 
re terw;ination of c.:!L',ct/initiate discussions with GC and Contracting Office 

grant; pcrhit contrdct/,irant to expii*,t on s(.heduled teimination dat. , etc.) 

.. . . ..149actionne s;a ........ 
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