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U.S.AGENCY FOR
 

IN4rRNAIKWokL
 

DEvoLENT
 

Mr. Denis G. Aitken
 
Assistant Director-General
 
World Health Organization
 
1211 Geneva 27
 
Switzerland
 

Subject: 	 Grant No. HRN-6005-G-00-2046-00 (Tropical Disease
 
Research Programme)
 

Dear Mr. Aitken:
 

I am pleased to inform you that, pursuant to the authority
 
contained in the Foreign Assistance Act of 1961, as amended,
 
and the Federal Grant and Cooperative Agreement Act of 1977,
 
the Government of the United States of America, acting through
 
the Agency for International Development (hereinafter referred
 
to as "A.I.D." or "Grantor") hereby obligates to the World
 
Health Organization (hereinafter referred to as "WHO" or
 
"Grantee") the amount of US$2,500,000. Funds are intended to
 
support activities as set forth in the Program Description of
 
this Grant for the period of the effective date to September
 
30, 1994.
 

This Grant is effective and obligation is made as of the date
 
of this letter and shall apply to commitments made by the
 
Grantee in furtherance of program objectives from the effective
 
date through September 30, 1994.
 

This Grant is made to WHO on condition that the funds will be
 
administered in accordance with the terms and conditions as set
 
forth in Attachment 1, "Schedule", Attachment 2,_"Program
 
Description", and Attachment 3, "Standard Provisions", all of
 
which have beep agreed to by your organization.
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Please acknowledge receipt of this Grant by signing the
 
original and all copies in the space provided below, retaining
 
one copy for your files, and returning the original and
 
remaining copies to the Office of Procurement.
 

Sincerely,
 

Stephen A. Dean
 
Grant Officer
 
Chief FA/OP/A
 
Office of Procurement
 

ACKNOWLEDGED:
 

BY: WORLD HEALTH ORGANIZATION
 

NA V: Denis G. Aitken 

TITLE: Assistant Director-General 

DATE: 21 December 1992 

FISCAL DATA
 

SOURCE OF FUNDS: R&D/Health
 
PROJECT NO.: 936-6005.01
 

PIO/T NO.: 936-6005.01-2691812
 
APPROPRIATIQN SYMBOL: 72-1121021.8
 
BUDGET PLAN CODE: DDHA-92-16900-KGll
 
ALLOTMENT NO.: 248-36-099-00-20-21
 
AMOUNT: US$805,000
 

PIO/T NO.: 936-6005.01-2691811
 
APPROPRIATION SYMBOL: 72-112/31021.8
 
BUDGET PLAN CODE: DDH2-92-16900-KGII
 
ALLOTMENT NO.: 268-36-099-00-20-21
 
AMOUNT: US$1,695,000
 

TOTAL OBLIGATION: US$2,500,000
 
TOTAL ESTIMATED COST: US$5,000,000
 

CEC: 99-0158909
 

http:936-6005.01
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ATTACHMENT 1 - SCHEDULE 

A. PURPOSE
 

The purpose of this Grant is to provide support for the
 
Grantee's program entitled "Special Programme for Research
 
and Training in Tropical Diseases".
 

B. PERIOD OF GRANT
 

1. 	 This Grant is effective as of the date of the Grant
 
letter and shall apply to commitments made by the
 
Grantee in furtherance of program objectives from the
 
effective date through the estimated completion date
 
of September 30, 1994.
 

2. 	 Funds obligated hereunder are available for program
 
expenditures from the effective date througn September
 
30, 1994.
 

C. AMOUNT OF GRANT AND PAYMENT 

1. 	 The total estimated amount of this Grant for the
 
period shown in Section B.1 above is U:.$5,000,000.
 

2. 	 AID hereby obligates the amount.of $2,500,000 for
 
program expenditures during the period set forth in
 
Section B.2 above.
 

3. 	 Payment shall be made to Ole Grantee in accordance
 
with procedures set forth in Attachment 3 - Additional
 
Standard Provision 3, entitled "Payment - Letter of
 
Credit."
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sent
4. 	 original copies of requests for payment should be 

to:
 

Agency for International Development
 
Office of Financial Management
 

Cash Management & Payment Division
 
Letter of Credit Branch
 
FM/CMP, Room 700, SA-2
 

Washington, D.C. 20523-0209
 

D. BUDGET
 

The following reflects the estimated budget for this Grant.
 
The Grantee may not exceed the total estimated amount or
 
the obligated amount, whichever is less.
 

ESTIMATED BUDGET
 

Element 	 Amount
 

Technical & Administrative
 
Bodies $ 50,000
 

Research & Development 3,105,000
 
Research Capability Stregthening 1,295,000
 
Programme Management Costs 559,000
 

Total 	 $5,000,000*
 

*Of this amount, $2,500,000 is being obligated at this
 

time. An additional $2,500,000 may be made available in
 
the future if funds are available.
 

E. FINANCIAL REPORTING
 

a. 	 Financial reporting requirements shall be in
 
accordance with the Additional Standard Provision of
 
this Grant entitled "Payment - Letter of Credit".
 

b. 	 The original and two copies of all financial reports
 
shall be submitted to AID, Office of Financial
 
Management, Program Accounting and Finance Division,
 
Washington, D.C. 20523. In addition, three copies of
 
all financial reports shall be submitted to the
 
Project Officer specifieO in the Cover Letter of this
 
Grant.
 

I 
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F. SPECIAL PROVISIONS
 

1. 	 For the purpose of this Grant, references to "OMB
 
Circular A-122" in the Standard Provisions of this
 
Grant shall include the AID implementation of such
 
Circular, as set forth in subpart 731.7 of the AID
 
Acquisition Regulations (AIDAR) (41 CFR Chapter 7).
 

2. 	 The following Standard Provisions, marked with an
 
(X), shall be applicable to this Grant:
 

a
Standar Provisions For Grants to Public International
 
Organization.
 

( X ) Allowable Costs (July 1988) 
( X ) Refunds (July 1988) 
( X ) .4evision of Grant Budget (July IF 8) 
( X ) Termination Procedures (July 19881
 
( ) Disputes (July 1988)
 
( X ) U.'. Officials Not to Benefit (July 19138) 
( X ) Nonliability (July 1988) 
( X ) Amendment (July 1988) 
( X ) Notices (July 1988) 
( X ) Publications (July 1988)
 
( ) Audit anu Records (Standard)(July 1988)
 
( ) Audit and Records (AID Sole Contributor)(July
 

1988)
 
( X ) Audit and Records (UN Grants)(July 1988) 
( ) Payment (Periodic Advances)(July 1988) 
( ) Payment (Cost-Reimbursement)(July 1988) 
( X ) Payment (Letter of Credit)(July 1988) 
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PROGRAM DESCRIPTION
 

Attached hereto are excerpts from the Grantee's program
 
proposal entitled "Special Programme for Research and
 
Training in Tropical Diseases". This request for support
 
was submitted to A.I.D.'s Office of Health on 23 April 1992.
 



PROGRAM DESCRIPTION
 

UNDP/WORLD BANK/WHO
 
SPECIAL PROGRAMME FOR RESEARCH AND TRAINING
 

IN TROPICAL DISEASES (TDR)
 

IMTODUCTION 

Over 500 million people, one person in 10 on earth, are suffering
 
from tropical dis3ases. There is a lack of effc-tive,
 
affordable, acceptable and easi]j available drugs, vaccines,
 
diagnostic tools and vector control measures for these diseases
 
and a lack of research institutions and scientists in the
 
developing endemic countries to develop the new disease control
 
technologies required. There is also a lack of interest in and
 
suppcrt for working on diseases which affect mainly the poorest
 
of che poor. More than 95% of ll biomedical research
 
activities, both public and pha.Lmaceutical industry, are directed
 
to diseases in the North.
 

The disease burden in the developing endemic countries is a
 
formidable obstacle to health, individual and national economic
 
development in these countries which can least afford the cost of
 
large treatment and contr.ol programmes. The Special Programme

for Research and Training in Tropical Diseases (TDR) was created
 
in 1975 to help reduce this burden upon development with regard

to the major tropical diseases - malaria, schistosomiasis,
 
filarinsis (both onchocerciasis and lymphatic filariasis),

trypanosomiasis (African sleeping sickness and Chagas disease),
 
leishmaniasis and leprosy. The Programme has two interdependent

objectives: (i) to develop, through scientific research, new
 
methods of prevention, diagnosis, treatment and control of these
 
diseases - methods which will be applicaLle, acceptable,

affordable and require minimum skills; and (ii) to strengthen the
 
capability of the disease endemic countries to undertake
 
themselves the research required to develop new disease control
 
technc'..ogies.
 

These tropical diseases are not only confined to the tropics.
 
Tourism trade, business and travel and immigration are bringing
 
cases of the diseases into the industrialized world, where health
 
care providers are unused to diainosing them. Diagnoses often
 
come too late, and case fatalities are unacceptably high.
 

TDR is a globally coordinated effort which provides the mechanism
 
for internationa: scientific collaboration and plays a unique
 
role as coordinator and facilitator among national and
 
international tropical disease research programmes. The
 
Programme has recruited into its worldwide network scientists of
 
the highest calibre, whose work is being fruit in the form of
 
vaccines, drugs, diagnostic tests and other disease control
 
tools, and more and more scientists in tropical countries are
 
being trained through TDR-supported activities, to participate in
 
this international research effort.
 

http:contr.ol


-2-


Facts and figures as of December 31. 1991
 

In All Countries In U2A 

TDR funding in all countries 
(110 Member States of WHO) 

US $ 272,649,760 $ 54,501,370 

Number of projects funded by TDR 4,741 761 

Number of R&D projects funded by 
TDR 

3,30.4 743 

Number of research capability 
strengthening projects funded by 
TDR 

1,437 18 

TRD trainees hosted by institutions 
in all countries 

1,192 323 

PRODCTS 

The Special Programme has made valuable contributions to knowledge
 
of the target diseases, to the development of new tools to
 
prevent, diagnose and cure the diseases and to strengthen the
 
capacities of institutions in endemic countries to conduct
 
research on these diseases relevant to national needs. Some of
 
the major disease control products which the Special Programme has
 
supported are: mefloquine, halofantrine and artemisinin for the
 
treatment of malaria; diagnostics for malaria, filariasis, African
 
trypanocomiasis and Chagas disease; test kits for the assessment
 
of sensitivity of malaria parasites to antimalarial drugs;
 
vaccines against malaria, leprosy, leishmaniasis and
 
schistosomiasis; new antimonial drug regimens for leishmaniasis
 
and eflornithine for African trypanosomiasis; multi-drug therapy
 
and new drugs for leprosy, and ivermectin for the treatment of
 
onchocerciasis and filariasis. The Programme is also supporting
 
the application of social and economic research epidemiology to
 
the study of the diseases and improved means to control them, and
 
biological methods of vector control, such as the use of bailu
 
thuringiensis and Bacilluss to control onchocerciasis,
 
filariasis and malaria.
 

In fact, more than 80 products have been developed with TDR
 
support, of which more than 20 are in disease control use (see
 
table 1 attached). For certain diseases, some of these tools have
 
already had a measurable impact on disease control and disease
 
control strategies, for example in the case of leprosy the picture
 
is now changing as a result of the application of new chemotherapy.
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FUTURE ACTIVITIES
 

Despite the progress made, there is still much work to be done.
 
For example, for malaria, there is an urgent need for new drugs
 
and vaccines as well as vector control methods. For African
 
trypanosomiasis and Chagas disease considerable progress has been
 
made in the development of low-cost technologies, but there is a
 
great need for better drugs against these diseases as well as
 
against leishmaniasis. Details of future activities are contained
 
in both the TDR Tenth Programme Report and in the Programme Budget
 
for the 1992-1993 Biennium (copies of both of these documents have
 
been sent to USAID). Highlights of the planned activities are
 
given below.
 

TDR's activities span a broad range from basic research on the
 
target diseases, the parasites and vectors, to operational or
 
health systems research aimed at learning how disease control
 
products can be utilized most effectively and efficiently.
 
Between these two is product development, the process of
 
transforming basic scientific knowledge into usable disease
 
control products including preclinical and clinical evaluations of
 
these products, to the stage of registration or other form of
 
licensing for utilization. In 1991, a Product Development Unit
 
was established to expedite this process. A list of product
 
develo.ment priorities appears on page 20 of the Programme Budget.
 

Among the TDR target diseases, priority will be given to malaria,
 
as incidence and prevalence appear to be increasing in many parts
 
of the world. Vast numbers of people are infected - about 270 
Aillion per year - and 1-2 million people die. Malaria exacts a 
particularly heavy toll in Africa where up to 1 million children 
die of the disease each year. In view of the spread of multi-drug 
resistance, there is an urgency to develop a new generation of 
antimalarial drugs. Priority in this area is currently given to 
the development of artemisinin derivatives which are now in 
clinical trials. Work will also continue on the development of 
malaria vaccines, improved diagnostic tests and vector control 
methods such as the testing of impregnated bednets. Results of a 
recent study in one country have shown that their use can reduce 
childhood mortality fro. malaria by more than 60%. This important 
finding needs to be confirmed in other settings. Research will
 
also be carried out on innovative malaria control measures and to
 
improve existing .ories and transfer the techniques to appropriate 
areas. 

For schistosomidsis, work will continue on the development of a
 
vaccine, new and improved approaches for control of morbidity and
 
transmission of the disease, by simple, community-based diagnostic
 
methods and the use of praziqua-mtel which is now available for 
less than US $1 per treatment.
 



- 4 -


For both lymghatic filariasis and onchocerciasis, research for new
 
filaricides, especially macrofilaricides, will continue as a high
 
priority. Research will also continue for sensitive and specific
 
diagnostic tests for prepatent, patent and occult infection and
 
DNA probes will be field tested in control programmes to monitor
 
transmission.
 

A new initiative is the integrated approach to drug development
 
for African trvyanosomiasis. Chagas disease and leishmaniasis as
 
the similiarities among the causal parasites of these three
 
diseases provide a rationale for drug development by virtue of
 
common therapeutic targets and chemical leads. In addition to
 
this integrated approach, work will continue to improve the use of
 
existing drugs against sleeping sickness and research will
 
continue on traps and screens to control tsetse flies. For
 
leishmaniasis, work will continue on the development of vaccines
 
and diagnostic tests, tools for the control of reservoir hosts and
 
vectors, and on the testing of an ointment against cutaneous
 
leishmaniasis.
 

For leprosy, work will continue to improve the use of existing
 
drugs and regimens, on the development of new drugs and vaccines
 
and new tools for laboratory and field use in epidemiological
 
studies.
 

In the field of biological control of vectors, work will continue
 
on the development of safe and effective biological agents with
 
vector control potential. A major new challenge will be the
 
development of innovative strategies for malaria control by
 
genetic manipulation of its vectors.
 

Social and economic research activities will permit the
 
development and application of cost-effective, acceptable disease
 
control measures and policies, and work towards increasing the
 
effectiveness of disease control activities by integrating social
 
and economic factors into the design and management of control
 
strategies.
 

Research capabilitv strengthening activities will continue.
 
Research training in general will receive greater emphasis and
 
special efforts will be directed towards the least developed
 
countries.
 

Efforts will be made to promote and assist field research,
 
particularly related to field trials of new intervention tools,
 
and to strengthen field research capacity in tropical disease
 
endemic countries. A major new initiative is the Field Links for
 
Intervention and Control Studies (FIELDLINGS). Its main goal is
 
to establish and sustain multidisciplinary field research networks
 
to provide support for field-based investigators, through training
 
in project formulation and design, updating methods and techniques
 
of field research, and encouraging project-to-project linkages to
 
standardize criteria and methods, exchange information and
 
facilitate communications.
 

/6 
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