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Dr. H. Mahler, Director-General
World Health Organization -
1211 Geneva 27

Switzerland

Subject: Grant No. AID/ta-G-1402
PI10/T 931-0001-73-3177704

Dear Dr. Mahler:

Pursuant to the Foreign Assistance Act of 1961, as amended, the Agency for
International Development (hereinafter referred to as "A.I.D."), hereby
grants to the World Health Orcanization (hereinafter .referred to as ""WHO"),
the sum of Twenty Five Thousand Dollars ($25,000) to provide support to
WHO for organizing and cciducting workshops on malaria immunity 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 Grant,
to costs Incu:red in convening malaria research workshops to be held at

The Rockefeller University, New York, New York, from March 7-12, 1977, as
set forth in the WHO proposal attached to your letter dated November 1, 1976
(Attachment No. 1 hereto).

This Crant is made by A.I.D. to WHO with the following understandings:

1. The funds being contributed under this Grant, as set forth
in the 1llustrative Budget (Attachment No. 1), shall be used in support
of two Workshops. A general description of the subjects to be addressed
at these Vorkshops 1is as follows:

a - The Biology of the Malaria Parasite, i.e. blochemistry,
metabolic pathways, anabolism and growth, penetration into host cells,
host /parasite muabranes, material and encrgy transfer, etc.

b = The In-vitro Cultivati. a of the Malaria Paraslte. Determine
tho motabolic needs and growth determining parameters leading to mass produc=
tion of the varlous stages of the malaria parasitea. This parasite production
in a prorequisite to immunologic studias and will lead to a greater under=-
standing of the requirements for the production of an effective malaria vaciin
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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 1, 1976, and the
Assistant Secretary for Health, Department of Health, 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 Develcping Country participants and for local
workshop administrative costs.

The funds provided hereunder shall be administered by WHO in
accordance with the terms and conditicns provided herein. Upon depletion
of Grant funds or expiration of this Grant, whichever occurs first, WHO shall
execute the Grant Fiscal Report (Attachment No. 2), 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 acknowledgzement of this Grant, the funds provided
by this Grant shall be deposited to WHO Account No. 015-002527, Chenmical
Bank, United Nations Office, New York, New York.

Sinceiji;zszij:””’/,//’////

Michael Snyder

Grant Officer

Centra' Operations Division
Office of Contract Management
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Pragre de tePever Lo te7tiencE:

Sir,

-
the

hecnour to refer to the WHO/UiD?P Special Frogrimme for
esearch and Training in Tropical Discascs. The WHC Special Pregricce
has itwo Scientific Working Grouys in the field of malaria, cne on the
Chemotherapy of Malaria and the other on the Imnunolegy of llalaria.
Sursaries of the repcrts of the first meetings are atiached. These groups
pet in November 1975 and July 1976 respectiively. Both have estatlished
research progrémmes &s well as Steering Cemmittees which are te be instru-
mental irn.implescentation and execution of the rrogrammes. Both Scientifi
VWcrking Groups have, in the coniext of their chenotherapeutic
logical resezrch. indicaied the priority for es:ieblishing the irn
cultivation of raleriz perasites »cth 2s a rezns of producing
material and for the developrent of in vitro screening models.
infcrzation on the biology cf the =2laria perasite, i.e..
retebclic paihways, antipenic ccroonents, ane! <
penetration into hest cells. host/parasite m
energy transfer that suhsequently could he d
tc progress in these rescarch prezramnies,

-1 have

and

Recently considerable acdvances have Leen made by Dr W. Trzger ani by
cotnhers in the in vitre cultivaticn of Plusnodiv- felciparum Llood forss.,
While it is now possitle to grow the parasite cn a very modest scalc,

The Assistant Secretary for Health
Departoent of Health, Educdtion, aznd Welfare
Washircton, D.C. 20201
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sC-H2Z, Departnent of Szate,

cc: The Secretary cf S:tate, Attcncticon:

Washington

The Director, Cffice of International Health, Departcent of Healsh,
Education, &nd Welfare, Yashington

tnited Nations Offico and other
Interna

United States Mission to the
Internaticnil Organizaticns at Geneva., Altention:
Health Attaché, Geneva
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further efforts are required to develop thcse rethoCs, cepecially with
regard to the ra2ss productich of parasite raterial -- thcse are unlikely
to succeed unless optimum grewth and hariest ccnditions can be cstab-
lished. The latter again may deyend on advances in our knowledge of

the parasite's biology.

In this connection, it js prcposed to held two Workshops’on the
Biolegy of the valaria Parasite znd on she ir vitro Cultivation of
sajaria Parasites. The VWorkshors would be held {ror 7-9 znd 10-12 %arch
1977 respectively at the Rockefelier Universitr, New York. It is under-
stood that the United States A&nlY for International Development is
interested in these particular Worxshops and would be willing to consicder
firancial acsistance towardés thewm. The expacted z1location of the Werld
Health Organizafion {or this purpose is €25.000. Thne funds are to be
taken froo ex:tra-budgetary funcs availatle to the Special Pregrarme
fesearch ané Tre.ning in Tropica: Disecascs. 1t is enticipetecd n
Tot .
(see attached cesting). Ju2 10 -we already heavy C ~-znds on our LuZfET,
the Organization would find it gifficult to obiain the total amount fren

sherefore, if it would

et
al ccst cf the w0 Woriehops vi11 anount o8 coprexirately S S3C.0Q
\

OuUr ORATI YeCSNUrces. we are writing to enguire,
pe possibtle Jor the USAID to rmaxe 2 one-1ime grant of US $25,000 for inis

purpose.

+he Govcrnment of the Unite2 Statcseof Aacrica has. &n pany
occzsions in the past., cortributed with specizl allocaticns towards
preojects oi world-wide interest underzaken 3 the Werld Hezizh Crgerizaticen
apd 1 would like to take this opportunity to cffer ry thaznks and
appreciation {for this assistance. 1 hope that vour Government will
give favourable conside.ation to our request for assisiance.

1 have the honour to be,
Sir,

Yeur ctedieat Servant,

!/gM_—:,f\/‘ .

H. Mahler. }.D.
Director-General
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criontific Warking Group on the Ches.thorapy of Malinly
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SUMVARY OF DISCUSSICNS

The Scientific Werking Group s=t as its {irst ohjective a decisjion as
to whether an.intensive progr.mme on antimalarial chemotherapy is or is not
required. Considering the csuential role that chemotherapy plays in both
fndivicual and community control of ralaria, the evidence preﬁented
demonstrated that there was a real sand urgent need for furthier rescarch
into malaria chemotherapy and its 2ssociated problems.

This Group started from a pcsition of strength unlike research on
chemotherapy of sone other parasitic diseascs, as a number of institutions
and research groups, i.e. in universities and industry, have made consid-
erable efforts tosards improving the chemotherapy of malaria. In particular
the antimalarial drug development progranne of the Walter Reed Army
Institute of Research (WRAIR) is developing several nevw anti;a]ﬁrial drugs
effective apa®nst multiple crug-resisiant malarias. licaever, it was also
recognized that this prograsze was not des:gnec to proluce &gents suiteble
for use in a Mass Drug Administration (MDA) cargaign. '

The Group devoted attention to the jdentification of major gaps in our
knowiedge relative to malariz chemsiherapy; it soon beczne evident that the
state of ignorance on such fundamenzal rmasters @s the mode of action on
ralaria parasite and host cell, and even the besic pharmacokinetics, of
cormonly used well-established antiralarial ¢ruzs such as chioroguine,
pyrimethamine and orimaquine is profoung. A ccasiderable amount of basic
research directed to the developaent of new antimalarials is still neecad
in these areas, both in relation to-currently used corpounds and to neaer
drugs being prepared for or already in clinical trial. 1t was agreed that
advances in technology in the broader bionedical field should now permit
us to consider serjously both the inprocvesent of existing compounds and the
rational development of new ones. Despite the reluctance, that existed
hitherto, to the use of drug mixtures in ralaria, an advantapge in the
development of potentiating'combinations is their value in minimizing the
rick cf the develcprent of further cdrug resjxtant parasites,

1=ndcit in this approsch to the develepnent ‘of nes chpmothérap»utic
agents is the realizat: = that ccjentints fren the deieleping worid shiuld
be involved to the greatest cxtent possictle in &ll stafpes of the prograume,
At the same time, it is recognized that many research centreos, for exsnple
in tropical Africe, require strengthening in skilled manpower, mateorlals
and resources. It is easential to integrate a major training clen=nt into
the plan of operations wherever this is seen to be npplicable, so that as
far os possible the very people who at present carry the burden of para-
sitic diserses can nuke & greater contritution to the solution of thelr
own problerms, The Group recognized that involvenent in malaria chemotherapy
pregrazmes would also Le an excellsnt say of tratning yeung prople of all
naticnalities for rescarch in @ witer wrca of bicmedicu) rescarch,
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The obhjectives of the Group Wherefore becnne:

(a) to develop new and, improved chemotherapeutic, agrnts (o prevent
and treat malaria; and

(b) to strengthen research in the countries affected, by trajning of
scientists and technicians in thke relevant disciplines.

Rasxic approaches for developing clhiemotherapeutlic agents require a poodl
knowledge of the parasites and the rmode of action of drues or drug mix-
tures., 1t is recognizad that the cevelopwent and production of new
chemotherapeutic agents will require time, and, as an interim mezsure,
research ained at a better undersiznding of existing antiralariuzls could lead
to improvements in their activity,

Present basic research effor:s 2re to be expanded bevond the restricted
levels now possible, thereby bringing the disciplines of molecular biclogy ar
Liochemistry to bear {fruitfully on the field and to a2ttract basic
researchers who would not otherwise be involved. This will further under-
standing of fundamental malarial biology, of the mode of action of exisiing
and future antimalarials, and the developnent of new therapeutic sirztegies,

SPRCIFIC TRNIECTS

Projects for early implementation were jdentilied ns follows.

b4 Inprovement of existing drugs alreadvy in clinical use to the following
characteristics:

= causal prophylactic and tissue schizontocide

- blood schizontocide

-~ gametlocyte sterilizing agent

Jong-acting (longer than three months)

- safe and cheap

(For areas outside Africa, the drug or drug mixtures should also Lo
sctive agoainst drug-resistant P, fa)cipargg and . vivax,.

1. Prograr~ed-relcase ferms of existing drugs:  (a) pricaquine;
"(b) chloroquine.

2. Developaent of long-acting drugs (more thun three months resicin)
action) (i1.e. polymer incorporation, salts, chemfcad modifications):
e.g. (pyrimethamine; (L) sulfa + sulphones; (c) prirmaquine;

(d) 4-aninoquinolines; (e¢) guinazolines.

J. Mnuse efficary trst of )/2.

4. Simian test

9, Synthesis of radjo-lahe)led compounds,

6. To fnvestigate the nature of parasjte=drug fnteractions an erythrn-
cyte and hepatotyte culture nethod ja needed,



11

111

7. Tn invesl jvate mules ¢l aciao ang g 3. eintener waiebe g e o 7
fxictilu:ctllus.in ryltur e c}c-.-“.(d jn vitrn et py e i 0T e 8

and in vitro crythraeytic sStads S,

8. Proparatioen anl §solation torhiniques 3 airasite Liochemistry for
cocnzyne biosynthesis and phuspholipid potalolisn,

Developaent of now drugs.

1. Further evalualion of: (a) mefloquine: (L) quinazoline and mixturcs:
(c) other compounds.

2. Develeop Jongp-acting form of most promising compounds.,

4. Explore mixturcs of new compouncs: (a) potentiation; (t) prevention
of resistance developmnent.

4. Aotus screen for resistant P. falciparca. Test sysiem duevelopnent
for gametocytocidaI/Sporontocidal screcns.

5. Cercopithecidae screcn for P. cvnomolgi (Vivax type malariad,
e.g. rhesus or vor.et

6. Design of receptor blocking agents.
7. Design of lysosdmotropic drups.
8. lead-directed synthesis.

9. Computer nited structure setivity anslysis.

Clinical studics

pPhase | and 11 testing, and spnronlocidal trinla; can be conttucted In
Afvica Jor drup-sensitive p. fulciparur and for menjtoring developaent
of drun rosistance; ~and in As1a, Americas for drug-resistant
r. falciparum and for P. vivax.

s















http:11T~'.TZ0.AL






http:k9-'.-.to







P1O/T No.

AID 13%0- l-X Cooperating Country .

(3-70) TAB Interregional
- [ Projact/Activity No, ond Title -0001 . )
P10/ M&aaria ngkshop: ng% ?1? The Biology of Malaria Parasites, Part (2) The

In-Vitro Cultivation of the Malaria Parasite

22. Reparts by Contractor or Porticipoting Agency (Indicate type, content and formot of reports required, including language to be used If other
than English, frequency or timing of reports, ond ony special requirements)

Page 4 of Pages

NA

23. Borkground Information (Additional information useful to Authorized Agent and Prospective Contractors or Ponrticipating 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 ma]agaa parasites in-vitro continuously for more than nine months,
with large increases (4°Y 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 trivirgatus monkeys (an experimental host for human
malaria). This work was supported mainly by a contract (AID/ta-C-1200) from AID.

It is deemed appropriate that this workshop meeting beé 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
_maloria vaccine

74, Relotionship of Contractor or Participating Agency to Caoperating Cauntry and to AID

A. Relotionships ond Responsibilities

B. Coaperating Country Liacison Officiol

C. AID Lioison Officials
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PIO/T

Cooperating Country ) PIO/T No.

TAB Interregional Page 5  of Pages

‘Projfct/Activity No. and Title 931"00

01
Malaria Workshop: Part (1) The Biology of Malaria Parasites, Part (2)

The In-Vitro Cultivation of the Malaria Parasite

LOGISTIC SUPPORT

25. Provisions for Logistic Support IN KiND ‘FROM LOCAL CURRENCY
SUPPLIED BY SUPPLIED BY PREQM%EED
A. Specific ltems (Insert “X°" in applicable column at right. COOPER- COOFPER- OR
If entry needs qualification, insert asterisk and explain AID ATING AID ATING ARRANGED
. ” o BY
beiow in C. “Comments”} COUNTRY COUNTRY SUPPLIER

(1)

Otfice Space

(2)

Otftice Equipmunt

(3}

Housing and Utilities

{4)

Furnlture

{5)

Household Equipment (Stoves, Refrig., etc.)

t6)

Transportatian in Cooperating Country

(7)

Transportation To and From Country

(8)

Interprater Services/Secretarial

(9)

Medical Facilities

(10)

Vehicles (ofticial)

(11)

Traval Arrangements/Tickets

Other: (12)

{specify) )

(14)

(15)

B. Additional Facilities Available From Other Sources

L
U

APO D PX D COMMISSARY

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

C. Cornmeants

See a

ttached 1ist of proposed participants in these workshops.
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Allottee (AID Bureau or Office) Technical Assistance Bureau, Office of Health 2_¥
Project Title and Number Small Research Prog. (Malaria Research) 0001 /1%%%)
e

Name of Burcau/Office Project Manager responsible for this contragt/granc. o
Edgar A. Smith When was PM assigned this responsibility

Nov. 1976
Contractor/Grant_e
Name _ World Health Organization
Nuinber AID/ta~G-1402
Tern t0 4 months after grant’ date

Cunuiative Dollar funding $.25,000

Was more than one contractor considered prior to original award?__ No. .
If not, describe justification for non-competitive procurcment.

."quglicited proposal in form of a request for voluntary contribution by AID to
“WHO to provide support to WHO for organizing and conducting workshops on malaria

immunity research.

“Does Contractor/Grantee reccive its funding principally from AiD?7___ No.
Would the organization continue to function as it does now if AID funding were
Withdraw“7ie§._hu§Aﬂuﬂé_ngg_gagzxmqngﬁx is_projecte ...

~ Are formar AlD employecs now engaged yh%hc ontraccor/Srantee?
1f so, how many and what positions do they occupy?__ s

- ——

o

Oriainal Purpose (brief statement on project, its originally planred duration

e g g e Pitvgigat
2rd then estimafed total cost.)
To provide_support for internationally recognized experts in halaria to convene _

-iag:ﬁbgygfeklgi University, Yew York, N.Y. for malaria research workshops_jﬁgxl___ﬂ
¥AEeR 7512, 1977, for $25,000 for one week.

Sy ary Progress to Date - Is Contractor/Grantee on target? Workshop which took
paucribe prodlens, ctc., if not._ place as scheduled March 7-12, 1977 was quite

successful.

o+ e e et ety

Reports - Has AID received Contraclor/Grantee progress and/or substintive veports
in a timely menner? _ Has AID or other intended benoficiaries
made use of the product of the Coniractor/Grantee? . . How?

.—— -

Contract Fvaluations - Summary of any written evaluations by AID of performzncn,
the dates of the evaluations and who made the evaluations. N-A- .

e ——

e

Estimated final completion date of Contract/Grant Completed e -
Current action pending in SER/CH per PIO/T 4 N.A. N R
Dated In the amount of $_ _ _

\&Qrmary of Burceau/0ffice recomnendations regarding contract/grant - (go chead
with pending negoticlion request; no action necesaary on existino centracl/rant;
snityate discussions with GC and Contracting Office re termination of contract/

arent: permit contract/grant to expiit on schoduled terminalion date, ekc.)
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Naine __World Health Organization
Huinber AID/ta-G-1402
Tera t0 4 months after grant' date

Cunutative Dollar Funding $25,000

Was more than one contractor considered prior to original award?__ No. .
1f not, describe justification for non-competitive procurcment.

Unsolicited proposal in form of a request for voluntary contribution by AID to . ___
~"WHO to provide support to WHO for organizing aad conducting workshops on malarii
immunity research.

Does Contractor/Grantec receive its funding principally from AiD?___No.

Would the organization continue to function as it does, now if AID funding were
withdrawn? Yes, but would not carry ou bi?_nrqiagt. -

Are formar ALD employecs now engaged by the Contractor/Srantee?
1f so, how many and what positions do they occupy?

Original Purpose (brief statement on’project, its originally planned duration
rd” then estinated fotal cost.) '
To provide support for internationally recognized experts in fnalaria to conven
Yew York, N.Y. for malaria research workshops from

'aﬁﬁ?fﬁmfaz;:f§77rj?;?355,000-for one week. T

Susg-ary Progress to Date - Is Contractor/Grantee on target? Workshop which took
j2ucribe provlems, ctc., 1f not. place as scheduled March 7-12, 137§ was quite
successful.

Reports - Has AID received Contractor/Grantee progress and/or substzative veporis
in a timely menner?_ Has AID or other:intended bencficiaries
made use of the product of the Coatractor/Grantec? How?

Cont -act Fvaluations - Summary of any written evaluations by AID of perforimince

i

Tho dates of tha cvaluations and who made the evaluations. N-A .

Estimated final completion dale of Contract/Grant Completed .

current action pending in SER/CH per P1O/T 4 N.A. o

Dated In the amount of $

Curmary of Bureau/0ffice recomaendations regarding contract/grant - (qo chrad
wirth pending negotiction request; no action necessary on exisling contract/rant;
initiate discussions with GC and Contracting Oifice re termination of contract/
grent; perait contract/grant to expith on schaduled termination dote, etc.)

No action necessary.
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