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1. INTRODUCTION

Representatives of 27 povernments - elected members of the Joint Coordinating Board
(JCB} = and of the three co-sponsoring agencies of the Special Programme for Research and
Training in Tropical Diseases (TDR), met as JCB(17) at WHO headguarters, Geneva, on
28 and 29 June 1994, Representatives of 13 governments and 12 organizations participated
in the sezzion as official observerzs, The JCB memhers and cbservers participating in the
sesgion and the names of thelr representatives are listed in Apnex 1 [document
TOR/JCR(L7)/94.2 Rev. 1].

The zession was opened by Dr R, H. Henderson, Assistant Direetor-General of WHO and
Special Programme Coordinator, om behalf of Dx H. Nakajima, Director-General of WHO. A
summary of his statement to JCB(17) is contained in Annex 2.

The Chairperson of JGB(17) was Dr €. Marchal, Research Director at the Natlonal
Institute of Health and Medical Research (INSERM), and Responsible Qfficer for the
Coordination of Mediecal Research, Under-Directorace of Health and Social Development,
Ministry of Cooperation, Paris, France, who had been elected in 1993 as Chairperson of
the Beard for twe years, for JCB(1l6) and JCB(17). JCB{l17) elected Dato Dr M. Jegatheszan,
Deputy Director-General of Health (Research and Technical Support), Ministry of Health,
Kuala Lumpur, Malaysia, as Vice-Chairperson of the JCB until its Eighteenth Session in
1595,

The Board adopted the agenda as presented [document TDR/JICB(17)/94.1 Rev. 1,
attached as Annex 3].

JCB(17) approved the Report of the Sixteenth Session of the Joint Coordinatihg
Board [decument TDR/JCB(L6)/93.3].

2. REPORT OF THE STANDING COMMITTEE

The Board reviewed the issues raised in the report of the Standing Committee
[document TDR/JCB(17)/94.4], which were introduced by Dr B. Liese, Direetor, Health
Setvices Department, The World Bank.

JCB(L7Y:

(i) Noted with satisfaction TDR's collaboration with other organizations worklng
in similar areas and with the pharmaceutical industry. Encouraged the Programme to
maintain such collaboration and to continue to keep the JCB informed. Recommended that
public documents referring to this collaboration and partnerships describe the input by
all the partners,

(ii) Welcomed TDR's communications actlvities and stressed the Importance of
contacts with endemic country media.

(iii) Encouraged the Programme to pursue its efforts to raise the additliomal funds
required to meet the level of the approved TDR Frogramme budget.

(iv) Welcomed the initiative to establish the private Foundation for Troplcal
Diseases. Requested the TDR Standing Committees to examine further the draft statutes of

@
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the Foundation and the content of a cooperative agreement between the Foundation and
WHO/TDR/Division of Gontrol of Tropical Diseases (CTD), bearing in mind the legal
requirements and the concerns expressed by the JCB, mamely that (i) the Foundation should
be independent legally and administratively; (ii) its resources should be alleocated in
line with the priorities of TDR/CTD; and (iii) the Foundation's fundralsing should be
complementary to the fundralsing of TDR to ensure no diversion of contributions that
would otherwise be made dizect to the Programme. Requested the Standing Committee to
report to JCB(18) in 1995 on the progress made,

(v) Reaffirmed that the preferred mode of funding to TDR was by means of
undesignated contributions.

(vi) Endorsed the Standing Committee’s decisions to accept:

(1) the "bridging" funds from the Government of the Netherlands designated
for tha project on the development of antimalarial drugs based on
Artemisia annua;

(2 further c¢ontributions from the Government of the Netherlands, if
approved by the Government, designated for the three-year extenslon of
the Artemisia annua project;

(H on an exceptlonal basis, contributions designated for the WHO Ad Hoeo
Health Research and Development Revilew.

(vii)  Agreed to maintain the rules of the existing designated funding policy in
general. However, in exceptional cases, authorized the Standing Committee to agcaept, in
written c¢omsultation with the Chairperson and the Vice-Ghairperson of the JCB on the
Board’s behalf, other designated contributions for specific projects, provided these were
in line with TDR’'s priorities and the Programme retained scientific control, on the
understanding that all cases would be reported to the JGB at its next gession for rhe
Board’'s conturrence. Authorized the Chairperson and the Vice-Chalrperson of rhe JCB to
decide whether the project(s) im question {a) could proceed; (b) regquired further
consultation with certain Board members; or (¢) should wait for the concurrence of the
entizre Board at its next zession.

3. TDR TOWARDS THE YEAR 2000

JCB(17) considered TDR's scientific and technical progress and current targets
under the new strategy for TDR towards the year 2000, details of which were presented to
the Board in document TDR/JCBE(17)/94.5, The Board received an overview of the
Programme’'s progress and directions under the strategy from Dr T. Godal, Directer TDR.

A summary of Dr Geodal’s presentstion is contained in Annex 4,

In his presentation, Dr Gedal referred te TDR's collaboratiopm with the
Onchocerciasis Control Programme in West Africa {OCP), and with the WHO Division of
Contrel of Tropleal Diseases (CTD), ¢specially concerning the management and
implementation of applied £ield research activities. Dr E. M. Samba, Director, OCP and
Dr P. de Raadt, Director, CTD, elaborated on TDR's collaberation with their respective
programmes and a summary of their statements is ineluded in Annex 4,

JCB(17) examined the Report of the Sixteenth Meeting of the Scientific and
Teehnical Adviscory Committee (STAC) (document TDR/STAC-16/94.3), which was introduced by
Professor B. R. Bloom, Chairperson STAC. In his presentation, Professor Bloom referred
to the Programme’s research capability strengthening activities in the context of applied
field research, a report on which had been requested by JCB(16} [document
TDR/JCB(17)/94.6]. A summary of Prefessor Bloom’s statement is included in Annex 4.

In addition, Dr Marchal, Chairperson JCB, gave a short report on hisz attendance at
STAC-16. A summary of Dr Marchal's report is included in Annex 4.
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During the lunch break on 29 June 1994 an informal meeting took place of
representatives of developing ecountries attending JCB(17). The purpogse of the meetlng

was to dizeuss more active collaboration between developing countries and TDR. A summary

of the main points which emerged from the meeting is contained in Annex 5.
JCB(LT):

(1) Expressed its pleasure that activities under the new strategy for TDR towards
tha year 2000 were moving ahead on schedule.

{ii) Requested the Programme to continue to monitor the Implementation of the
strategy and to assess the share of disease-specific activities under the three
consolidated areas of strateglc research, product research and development, and applied
field research.

(111)  Agreed with the balance of resources allocated to strategic research, product
research and development, and applied field research. Stressed that no further
reducrions should be made in strategic research, the activities of which were important
to provide the future tools required, especially bearing in mind issues such as drug
registance,

(1iv) Relterated the importance of keeping in mind national research needs and
priorities under the hew strategy and re-emphasized the need to ensure the continuing
participation of selentists from the developing endemic countries in all aspects of TDR's
activities.

{v) Strazged the importance of TDR's activities for.all dizsease endemiec areas.

(vi} Welecomed the Programme's applied fileld research activities and supported the
emphasis given to highly-focused Task Force getivities but underlined the importance of
maintaining Investlgator-initiated research within this area.

(vii) Re-emphasized the importance &f ensuring clese links between'applied field o
research and control activities.

(viii) Noted the Importance of close links between research capability strengthening
end applied field ressarch activities, especilally in the least developed countries.

(ix) Expressed its appreciation of the increased attention being pald to the
research capability strengthening needs of the least developed countries.

(x) Apreed to postpone the review of the functions and activities of the Research
Strengthening Group from 1995 to 1%97 and to include this review in the terms of
reference for the third external review of TDE.

(xi) Noted the many ongoing training activiries supported by the Programme but
expressad concern about the decision net to invite in 1994 propesals for long-term
research training grants in view of the Programme’s financia) constraints. Urged thac
proposals for such grants be invited in 1995 or later in 1994 if further funds could he
found .

(xi1)  MNoted with pleasure the satisfactory collaboration between leprosy and
tuberculozis research activitles. Agreed to the continuation of leprosy research and the
review of this component and otherz in the course of the third external review of TDR
scheduled for 1997-1998,

(xili) Welcomed the increased emphasis given to gender research.
(xiv)  Welcomed the initiative of the representatives of developing countries

attending JCB(1l7) to add to future JCE agehdas an 1tem on the role of developing
countries in TDR and in tropical disease research, training and control,
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{(xv) Expressed its pleasure with the increased collaboration, especially regarding
applied field research activities, between TDR and the WHO Diviszion of Contrel of
Tropical Diseases (CTD).

(xvi) Thanked Dr F. de Raadt, Director CTD, for his perzonal efforts over the years
to increase cellaboration with TDR and wished him well in his retirement.

(xvii) Expressed its appreciation of the presentations by Dr T. Godal, Director TDR
and by Frofessor B. R. Bloom, Chairperson of the Scilentifiec and Technical Advisory
Commitrtee.

4, WHO AD HOC HEALTH RESEARCH AND DEVELOPMENT REVIEW

Profeszor Bloom, Chairperson, STAC, who had attended the first meeting of the WHO
Ad Hoe GCommittee on Health Research Relating to Future Intervention Optieons, held in
Geneva on 10 and 11 Maxeh 1994 immediately after the sixteenth meeting of STAC, reported
an the background teo the review, its purpose and approaches developed at the meeting.
The progress report on the WHO ad hoc review, as at May 1994, was presented to JCB(1l7)
for information.

The Board was Iinformed that the review, requested by JCB(16), of the TDR target
diseages in relation to disease burden and other determinants for priority setting, had
net been carried out in light of the implementation of the WHO Ad Hoc Health Research and
Development Review. The WHO ad hoe review would respond in an extemslve way to JCB's
request for a review of the TDR tarpet diseases and would leok at health research and
development priecrities in a bresder perspective. It would also provide important
information for the third extermal review of TDR to examine the portfolio of TDR target
discases.

JCB(17):

(i) Neted the progress report on the WHO Ad Hoc Health Research and Development
Review and looked forward to examining the draft final repoxrt at the Eighteenth Session
of the Board in 1995,

(ii) Noted that the review would look ar health research and development
priorities in a broad perspective,

(iii)  Agreed that, fellowing the review, it might still be necessary to carry out
the review of the TDR target diseases in relation to disease burden and ether
determinants for priority setting, as requested by JCE(16).

5. TECHNICAL PRESENTATIONS CON HIGHLIGHTS OF RECENT SCIENTIFIC PROGRESS
Four technical presentations were made to JCB(17) foeusing on highlights of recent

selentific progress. Summaries of the presentations as listed below are contained in
Annex 6.

Fresentation Fresenter
Recent Advances in the Diagnosis, Dr Gerusa Dreyer, Aggeu Magalhaes Regearch
Patholeogy and Chemotherapy of Centre of the Oswalde Cruz Foundation,
Lymphatic Filariacis Recife, Brazil
The Gambian National Impregnated Dr Mohammadeu Kabir Cham, Programme Manager,
Bednet Programine National Impregnated Bednet Programme,

Medical Research Council Laberatories, Fajara,
Banjul, Gambia

Double Jadpardy: Women and Leprosy Mrs feema ¥Khot, Agharkar Research Institute,
in India Fune, India

TR
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Prozentation ‘ Presenter
Final Results of the Phase III Professor Juntra Karbwang, Head of Clinical’
Clinical Trial of Artemether on Pharmacology, Faculty of Tropical Medicipe,
Multidrug Resistant Malaria Mahidol University, Bangkok, Thailand

JCB(L7) expressed its appreciation of the excellent presentations.

b. MEMBERSHIF OF THE SCIENTIFIC AND TECHNICAL ADVISORY COMMITTEE (STAC)

In view of the c¢oncerns expressed by JCB(16) regarding future STAC membership,
nominations for membership from 1 January 1995 were presented teo JCB(1l7) for its

endoxsement, togethet with tentative propesals for membership from 1996 for preliminary
review by the Board.
JCE(L7):

(i) Endorsed the nominations for STAC membership from 1 January 1995. The list
of members with their terms of office is attached as Annex 7.

(i1} Expressed its appreciation of the opportunity of reviewing STAC membership w
over a two-yesr perlod.
7. FINANCIAL MATTERS
7.1 Opinion of the Exterps ditor of WHO and the Status of Funds Statem
IDE Trust Fund as ar 31 December 1993, and Financial Report for the 1087-1993
Biennhium

Dr K. Behbehani, Programme Manager TDR, presented details on the Programme's
financjal situstion in the 1992-1993 biennium. There had been substantially less funds
available to the Programme than in 1990-1991, which had resulted in the 1992-1993 budget
having to be reduced from the JCB-approved level of USS 76.8 million to US% 70.7 millicn,
with actusl obligations (expenditures) at the level of USS 67.8 million. Details on the
Programme’'s financial status in 1992-1993 are contained in Table 1.

The Board reviewed and accepted the Opinion of the External Auditor of the World
Health Organization and the Starus of Funds Statement for the Trust Fund for the Special
Programme for Research and Training in Tropical Diseases as at 31 December 1993 [document
TDR/JCB(17)/94.8] and the Financial EReport for the 1992-19%3 Biennium [document
TDR/ICE(LY)/94.9],

7.2 Financial Stat

for the Rliepnium

the 1994-1995 Biennium and Adj

BProgramme Budget

The Board received details on the Programme’s estimated financial situation in the
1994-1995 biennium and information on a working budget for 1994, including the
implications for Personnel Services costs, contained in doecument TDR/AJCB(LV)/94.10.

The TDR budget continued te decline, In 19%92-1993, from the approved level of
US% 76.8 million, the budget had dropped to US$ 70.7 million, with aectual obligations of
Us$ 67.8 million. For 1994-1393, a budget of US$ 66.7 million had been approved by
JCB(16), based not on need, but on the level of funds estimated to become available, Now
estimates were even less (US$ 63.3 miliion) and TDR had been forced to establizh a ‘
working budget for 1994, initially at the level of 45% of the total budget for 1994- 1995,
The budget would be adjusted further in line with contributions actually received and in
accordance with the procedures for budget revision approved by the JCB. A funding gap of
Ug% 4.3 million was forecast, allowing for a minimum carry-over of U8§ 1 million inte the
1996-1997 biennium, Information on the estimated financial situation in 1994-1695,
showing the funding gap, is included in Table 1.
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TABLE 1

IDR’S FINANCIAL STATUS IN 1990-1%91, 1992-1%9 i)
IN THE 1994-1995 BIENNIUM (US$ 0009

1990=-91 1992-93 1994-95
SOURCE OF FUNDS ACTUAL AGTUAL ESTIMATE
Opening balance = 1 Jan, 8 195.6 2 755.0 1 815.6
Income;
Contributions 62 310.3 64 307.6 59 369.2
Interest and other
income 4 079.7 2 575.2 2 150.0
Total funds available 74 585.6 69 637.8 63 334.8
Funding gap 4 342.7
w Total funds required 74 585.6 69 637.8 67 677.5
APPLICATION QF FUNDS
Obligations/budget 71 830.6 67 B822.2 66 677.5
Closing balance - 31 Dec. 2 755.0 1l 815.6 1 Q00.0
Total applications 74 5B85.6 69 637.8 67 677.5

Personnel had had to be reduced., In the 1992-1993 biennium, 13 staff posts had been
cut and a further 4.3 posts had been abolished in the 19924-1995 biennium. TDR staffing
was at a minimum for ecarrying out the current portfolie of activities., In view of the
lower working budget for 1994, an additional 4.5 vacant posts had been frozen, two
professional staff contracts would not be renewed, temporary assistance had been reduced
and pald overtime c¢ut, Despite these measures, in 1994, 20.7% of obligations were
forecast to be allocated ta Personnel Services. Hopefully the situation would be
cemporary as five TDR staff would be retiring in 1995-1996.

m More importantly, further cutbacks in TDR's activities would impede the development
of new tropical disease control products, their clinical testing and transfer to disease
control programmes, and of course those most affected would be the people suffering from
the tropical diseases.

JCB(17):

(1} Noted with concern the eztimated financilal status in the 1994-1995 biemnnium.
Seventeen JCB partieipants indicated continued financial suppert for the Programme,

(il) Commended the Programme for its efforts to adhars to itsx policy of allocating
over 70% of resources to Operatiens (funds for contracts for research and development and
for research capabiliry strengthening) and keeping Persomnel Services below 20% of the
budget, but agreed to allow a measure of flexibility in view of the current financial
constraints.

(iii) &tressed the need for an appropriate balance between the funding of the
components on the parasite genome and pathogenesis within the stratagic research budget.
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8. SELECTION OF ONE MEMEER OF THE JCB ACCORDING TO PARAGRAPH 2.2.3 OF THE TDR
MEMORANDUM OF UNDERSTANDING

The Board selected the Government of France for JCB membership for a period of three
vears from 1 January 1995,

The list of members of the Joint Coordinating Board as of 1 January 1995 is attached
as Annex 8§,

9. DATE AND PLACE OF THE EIGHTEENTH 3ESSION OF THE JCB

The Government of Luxembourg had offered to hest the Eighteenth Session of the Joint
Coordinating Board on terms that would invelve a subgtantial saving of TDR's resources
compared to holding JCB(18) in Geneva. The Govermment had similarly offered to host the
Fifteenth Meeting of Intexested Parties of the Diarrhoeal Disease Control Frogramme (CDD)
and the Programme for the Control of Acute Respiratory Infeetions (ARI), which would
normally take place immediately after JCBE(18), The Government had proposed that the
meetings be held at the Kirchberg Conference Centre, Luxembourg. However, during the
month of June each year, this Centre is reserved for meetings of the Council of the
European Union,

JCE(L7) thanked the Government of Luxembourg for its offer to host JCB(LB) in 1995.
The Board decided that the Eighteenth Session of the Joint Coordinating Board would
exceptionally take place ocutside WHO headquarters, Geneva, and would ba held at the
Kirchberg Conference Centre, Luxembourg, on Tuesday and Wednesday 4 and 5 July 1995.
This decision was made subject to the agreement of the Fourteenth Meeting of Interxested
Parties of the (DD/ARI Programmes to hold the Fifteenth Meeting in Luxembourg immediately
follewing JCB(13).

[It was subgequently agreed by the Fourteenth Meeting of Interested Partles of the
CDD/ARI Programmes to hold the Fifteenth Meeting in Luxembourg immediately following
JCB(18), on 6 and 7 July 1995].

1¢. CLOSURE OF THE SESSION

Dy Msarchal, Chairperson JCB, thanked the representatives of the JCB members and
ohservers for their active participation in the Board's deliberations and thanked the
interpreters for facilitasting communication among the participants. He also expressed
his gratitude teo the staff for their excellent preparatioms for the session and for their
support and cooperation. ‘
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WHO hesdquarteys, Geneva, 28 and 29 June 1994

TDR/JCB(17)/94.2 Rev,l

guti-v o QOm
LIST OF PA GIPANTS

ALGERTA

Monsieur le Professeur Abdeloushab DIF, Directeur de la Prévention, Ministére de la Santé
et de la Population, Alger

Momgleur 5{d Ali BRANCI, Premier Seerétaire, Mission permanente de la Républigue
algérienne démocratique et populaire auprés de 1'0ffice des Nations Uniles st des
Qrganisations internatienales en Suisza

AUSTRAT.TA

Mr Christopher KNOTT, First Secretary, Permanent Mission of Australia te the United
Nationg Qf{fice at Geneva

BANGILADESH

Professor Mohammad NURUN NABI, Director General of Health Services, Ministry of Health
and Family Welfare, Government of the Pecple’'s Republic of Bangladesh, Dhaka

BELGIUM

Monsieur le Docteur Simon VAN NIEUWENHOVE, Madecin-Conselller, Administration générale de
la Coopération au Développement, Bruxelles

Monsieur Geert MUYLLE, Premier Secxétaire, Mission permanence de la Belgique auprés de
1'0ffice des Nations Unies et des Institutions spécialisées & Gendve

BRAZIL

Dr Elei §. CARCIA, Vice-President for Reszearch and Enviremment, Oswaldo Cruz Foundation,
Rio de Janeiro

v

CANADA

Ms Ardith MOLSON, Senior Programme Manager, Multilateral Technical Cooperation, Canadian
International Development Agency, Hull

Dr Jean LARIVIERE, Senier Medical Adviser, Intergovernmental and International Affairs,
Ministry of Health, Ottawa

Dr John L, AUSMAN, Counsellor, Permanent Mission of Canada to the United Nationsz Office
and Internatioenal Qrganizatiens at Geneva

Mz Jean PERLIN, Deputy Director, Economic Relatiens with Developing Countries Division,
Ministry of Foreign Affairs, Ottawa

GUEA

Professor Gustavo P, KOURI, Director, Institute of Tryopical Medicine "Pedro Keouri™,
La Habana
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DENMAREK

Dr Finn SCHLEIMANN, Technilcal Adviser (Health), Danish International Development Agency
(DANIDA), Ministry of Foreign Affairs, Copenhagen

EGYPT

Hr Mohamed Nsbil GALAL, Technical Manager, Schistosomiazis Research Froject, Ministry of
Health, Cairo

Dr abd El Nazzer Mohammed AHMED, Monitering Coordinator, Acute Respiratory Disease
Control Programme, Ministry of Health, Caire

Dr Omsy Sidhom KOLTA, Gontrel of Diarrhoeal Disease Programme, Ministry of Health, Calre

FRANCE

Monsieur le Docteur Christcian MARCHAL, Directeur de Recherche 3 1'INSERM, et Chargeée de
Mission, Sous-Direction de la Santé et du Développement social, Ministére de la
Coopération, Paris

Monsieur le Professeur Gilles BRUCKER, Ministére de 1’Enseignement supérieur et de la
Recherche, Paris

GERMANY

Dr Feter WEIS, Senior Medical Officer, Health, Population and Nutritiem Division, German
Agency for Technical Cooperation, Eschborn

Dr Michael REUSS, Second Secretary, Permanent Missfon of Germany te the United Natioms
Office and other Internatlional Organlzations at Geneva

MATLAYSTA

Dato Dr Manikavasagam JEGATHESAN, Deputy Director-General of Health (Research and
Technical Support}, Ministry of Health, Kuala Lumpur

ALT

Professor Herbert M. GILLES, Visiting Professor of Public Health, Unlvexzity of Malta
Medical Scheel, Guardamangia

NEPAL
Dr Shekhar KOIRALA, Rector, B.P. Koirala Institute of Health Sciences, Ghopa, Dharan
NETHERLANDS

My Martin DE LA BEY, Senior Officer, Special Programme for Research, Directorate General
For International Cooperation, Ministry of Foreign Affairs, The Hague

Ms A. M. VAN BOLHUTIS, Multilateral Development Cooperation and Special Programmes
Department, Ministry of Foreign Affairs, The Hapgue

Mr Willem VAN REENEN, First Secretary, Permanent Migsion of the Kingdom of the
Netherlands to the United Nations 0ffice and International Organizations at Geneva

NORWAY

Ms Ann-Karin VALLE, Head of Division, Norwegian Board of Health, Gsle

@
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NORWAY (continued)

Dr Bernt LINDTJORN, Adviger, Centre for International Health, University of Bergen,
Bergen

Mr Oivind VIDNES, Counsellor, Permanent Mission of Norway to the United Nations Office
and te other International Organlzations at Geneva

PHIL ES

Dx Remigio M. OLVEDA, Director, Reseaxch Institute for Tropical Medicine, Department of
Health, Alabang, Mentinlupa, Metro Manila

2AUDT ARARTA

Dr Abdul Rahim Mohd AGEEL, General Director of Health Affairs, Directorate of Health
Services, Gizan

SENEGAL

Mensieur le Docteur Mandiaye LOUME, Cenmseiller technique en Santé publique chargé de la
Formation, Minlstére de la Santé et de 1'Action sociale, Dakar

SWEDEN

Dr Lennart FREIJ, Head, Health and Nutrition Sectien, Swedish Agency for Research
Cooperation with Develeping Countries (SAREC), Stockholm

Br Barbro CARLSSON, Research Officer, Health and Nutrition Sectien, Swadish Agency for
Research Cooperation with Developing Countries (SaREC), Stoekholm

Dr Anders BJOREMAM, Consultant, Swedish Agency for Research Cooperation with Developing
Countries (SAREC), and Associate Professor-Senior Lecturer, Karolinska Institute,
Danderyd Hospital, Danderyd

SWITZERLAND

Monsieur le Docteur Matthias KERKER, Service des Ressources humaines, Secteur Santé,
Direction de la Coopération au Développement et de 1'Aide humanitaire, Département
fédérsl des Affaires étrangéres, Bern

Monsileur le Professeur Anteine DEGREMONT, Directeur de 1'Institut tropical suisse, Bale

THATTAND

Professor TAN CHONGSUPHAJAISIDDHI, Dean, Faculty of Tropical Medicine, Mahidol
University, Bangkok

TUREEY

Professor Recep AKDUR, Department of Community Health, Faculty of Medicine, Universicy of
Ankara, Ankara

UNITED KINGDOM OF GREAT BRITATIN AND NORTHERN TRELAND

Dr Penelope KEY, Deputy Head, Health and Pepulation Division, Overseas Development
Administration, Londen

Mr Brian THORPE, Head, International Health Section, Health and Population Division,
Overseas Development Administratiom, London
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UNITED KINGDOM QF GREAT BRITAIN AND NORTHERN IRELAND (continued)

Mr Edward CHAPLIN, Deputy Permanent Representative of the United Kingdom of Great Britain
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SEVENTEENTH SESSTON OF THE JOINT COORDINATING ROARD

Canev ¢ 29 June 1994

SUMMARY OF THE OPENING STATEMENT TQ JCB(17)
BY DR . HENDERSON, ASSISTANT DIRECTOR-GENERAL OF WHG

AND SPECTAL PROGRAMME COORDINATOR
ON_BEHALE OF DR H. NAKAJTMA, DIRECTOR~GENERAL OF WHO

Dr Hendersom referred to the implementation of sctivities under TDR’s new strategy
towards the year 2000, which had been approved by JCB{16) in 1993 to come into effect
from 1 January 1994. TDR had adepted a more field-oriented and pragmatic structure which
emphasized the Programpe's strengths, marked out its role more clearly in relation to
that of othetr actoers in tropical disease research and increasad its efficlent use of
funds. The Programme now worked across diseages to build on similarities snd had
increased its emphasis on high-impact practical results from applied field research.

One immediate result of these new approaches had been the adoption - within
24 heurs - by one African govermment of techniques develeped by TDR to map the country,
rapidly and cheaply, for incidence of onchocerciasis.

Another very welcome result was Increased collaboration and synergy between TDR and
other WHO programmesz. To ensure unity with contrel perspectives and problems, the whole
TDR applied fleld research programme was now run jointly with the WHO Division of Control
of Tropical Diseases. TDR's gender regearch activities linked 12 WHO programmes. TDR
was also participating actively, together with other WHO programmes, in the sick child
Initlative and the initiative for healthy school-aged children,

In addirion, TDR wasz conselidating and coordinating efforts at the internarional
level with other major actors in the field of tropical disease research and with many
resgeareh councils in disease endemie countries.

The key to TDR’= approach was to analyse every activity to assess the most
effective input by the Programme and its comparative advantage, and to determine the best
use of resources, either working alone or in collaboration with others. TDR always kept
in mind {ts goal to reduce the Impact of tropical diseases, not only in the short-term
but alse in the long-term, aiming for sustainable control.

TDR's Scientific and Technical Advisory Committee had endorsed the mew approaches
and the consequent increase in "impact per dollar", but had warned that the limits of
efficient use of resources, both in manpower and resesrch funds, had now heen reached.

Dr Hendercon stressed the importance of the Joint Coordinating Board which was at
the heart of the Programme. The Board not only reviewed TDR’s activities and plans but
also had the task of helping te provide its financial resources. Commitment to both of
these tasks was essential te strengthen the efforts fo control the tropical diseases. On

behalf of the Programme's co-sponsors, Dr Henderson thanked the JCB participants for
their collaboration.
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TOR/JCE(L7)/94.1 Rev. 1

UNDP/WORLD BANK/WHQ SPECIAL PROGRAMME FOR
RESEARCH AND TRAINING IN TROPICAL DISEASES

SEVENTEENTH SESSTON OF THE JOTINT COORDINATING BOARD

WHQ headquarters, Geneva, 28 and 29 June 1994

Exgcutive Board Room
AGENDA
Reference 14}
1. Opening of the Session
2. Election of Vice-Chairpetrson
3. Adoption of Agenda TDR/JCB(I?)/94‘1 Rev.1
TOR/ICB(17)/94 1a
4, Matters Relating to the Report of thelSiiteenth Session | TDR/JCB(16)/93.3

of the Joint Coordinating Board (JCB)
5. Report of the Standing Committee: To Include TDR)&CB(I?)/Q&.A
- Collaheoration with Othar‘Organizations Working
in Similar Areas and Collabeoration with the
Pharmaceutrical Industry
- Fundraizsing Activities
- besignated Funding
- Communications Activities
- Observer Status at JCB Séssions

6. TDE Towatrds the Year 2000

6.1 Directex’s Report, Summarizing Progress and FPlans: TDR/JCR{17)/94 .5
- To Ineclude ‘

- Callaboration between TDR and the WHO Division
of Control of Tropical Diseases (CTD)

6.2 Report by Chalrperson, Scientific and Technical TDE./STAC-16/94 .3
Advigory Committee: To Include

- Monitering of TDR’s Strategy Towards the
Year 2000

- Approaches, Goals and Targets for Research TDR/JCB(17)/94 .6
Capability Strengthening in the Context of
Applied Field Research

6.3 WHO Ad Horc Health Research and Development Review

¢




10,

11,

12.

13.

Technical Presentations on Highlights of Recent
Scientifiec Progress

Membership of the Scientific and Technical Advisory
Committee

Financial Matters

9.1 Opinien of the External Auditor of WHO and the Status
of Funds Statement for the TDR Trust Pund as at
31 December 1993

9.2 Financial Report for the 1992-1993 Bienmium

2.3 Financial Status in the 19%4-1995% Biennium and
Adjustments in the Programme Budget for the

Stennium

Selection of Ome Member of the JCB According to Paragraph
2.2.3 of the TDR Memorandum of Understanding

Date and Place of the Eighteenth Sesgion of the JCB

Other Business

Closure of the Seszsion
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UNDP/WORLD BANK/WHO SPECIAL PROGRAMME FOR
RESEARCH AND TRAINING IN TROPICAL DISEASES

SEVENTEENTH SESSTON_OF

Geneva, 28 and 29 June 1994

TAYY FNRLE, e b b L Y 1
M. SAMBA RECTOR OCP: DR P, D AADT, DIREGT
PROFESSOR B. E. BIOOM, CHATRPERSON, STAC: AND
DR €. MARCHAL ., CHAIRPFRSON JCR

1. SUMMARY OF THE PRESENTATION BY DR T, GODAL, DIRECTOR TDR

Dr Godal referred to the changes taking place in the world. On the one hand, there
were still many troubled areas and, en the other, there was a move towards better
international organization which would incur deep changes in the United Nations system. w
Dr Godal believed that many changes would also occcur before the end of the century in the
area of international health research. He referred to the WHO Ad Hoc Health Research and
Development Review. By its analytical approach to both research and development and
institutional arrangements, the review would hopefully strengthen the rational baslis on
which deeigions could be taken. Changes in international health research would have
broad implicatiens foxr a programme like TDR and Dr Godal believed it was necessary to
review TDR's experiences, both good and bad, to assess what contribufion the Programme
eould make to the new arrangements required for the 21st century.

Dr Godal intended to use his presentation to JCB(17) to start this process,
focusing on the Programme’s recent reorganization in the context of two primary JCB
concerns: the Programme’s output over the past year and the directions of the
recrganization. Dr Godal drew the attention of the JCB participants te the 1994 interim
report on highlights of recent progress and current targets for TDR, document
TDR/JCB(17)/94.5.

TDR's Couparative Advantage — Multicountry Trials

Dr Godal referred te the evolution of TDR's comparative advantage. During the
Programme’'s first decade of operations, its comparative advantage was considered to be in
strategic rescarch and applied field research, and it was assumed that product ‘;J
development would be carxied out in the Nerth by the private gsector. However, over the
years interest by the private sector had declined and the Programme therefore had had to
strengthen its competence in product development. TDR's comparative advantage today
centred on its ability to carry out multicentre, multicountry studies primarily relating
to assessing the effectiveness of the new tools developed. When theilr effectiveness and
acceptability had been proven, it would he the regponsibility of the WHO Division of
Control of Tropical Diseases (CTD) to incerporate Thelr use Inte disease control
programmes. Dr Godal informed the Board that, feollowing hils precentation,

Dr P, de Raadt, Director CTD, would elaborate on TDR's cecllaberation with CTD,
particularly in relation to applied field research activities.

Examples of multicentre trials of new tools carried out with TDR support were:

* Ivermectin for the treatment of onchocerciasis. By 1993 =ome 5 million patients
had been treazted and about 20 000 people had been saved from poing blind,

. Ivermectin or diethylcarbamazine for the treatment of lymphatiec filariasis, and the
use of Bacillus sphaericus against the Culex vectors of filariasis. These studies
were laying the foundation for a reviced new strategy for filariaszis control,
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= Multidrug therapy for leprosy. By the end of 1993 the estimated number of lepro=y
cases had dropped from around 10 millioen to 2.4 million. Trials were also being
carried cut on different dtug combinations to develop shorter and more effective
drug regimens.

. 5Pfe6, the vaccine developed by Dr M, Patarroye frem Colombia. TDR had not been
involved in its development but was providing financial support for some of the
trials of the vacecine. In 1995 information obtained from all available elinical
studies would be reviewed to reach a decislon on the future development and use of
the vaccine.

. artemether for the treatment of severe malarias. The comparative crial of
artemether and quinine carried out in Thailand had shown a significant improvement
in survival when using artemether - 12% mortality in the artemether group compared
te 35% mortality in the quinine group. However, comparative studies in Africa of
the twe drugs had net shown this difference. It was considered therefore that
there was little meed for introducing artemether for rthe treatment of severe
malaria in Africa.

Effects of TDHR's Reorpanization

Dx Godal referred to the reorganization of TDR. Formerly, there had been Steering
Committees focusing on each of the TDR target diseases and covering the entire process
from strategic research to applied field research. Research and development aectivities
under the new structure were grouped inte three consolidated areas ~ strategie research,
product research and development, and applied field research. Dr Godal described how
activities had been affected by the reorganization, especially in the area of applied
field research. With regard to rescurce allocatien to activities, TDR had moved away
from & broad to a more focused investment.

Product Research and Developnent

Drug development activities had been grouped more closely together and similarly
vaccine development activities. One effeet of thesze groupings was the identification of
common drug targets for diseazes - African trypanosomiasis, schistosomiasisz,
leishmaniasis and Chagas disease, and for malaria and filariasis.

For macvefilaricides, there were a number of targets and lead compounds related to
these targets, Work on about half of the targets was carried out by other programmes.
TOR distributed lists of chemotherapeutie targets and relevant leads to institutioms
which might have compound libraries, particulsrly those in the private sector, to convey
the Programme’s Interest in these areas in the hope that collaboration could be started
with the institutiens.

Te: contrast to the large number of chemotherapeutic targets and relevant ieads, the
number of drugs that were aetually in ¢liniesl or preclinical development for
macrofilaricides -was much more limited and one of the leading compounds - CG 18041 - had
dropped cut for toxicity reasons. There were currently two potential mactefilaricides in

elinical trials - amocatrzine and high-dose ivermectin, and one drug at the preclinical
phase - UMF 078,

With regavd te malaria, a number of chemotherapeutic targets were being evaluated
and compounds were balng generated and tested. This work was being carried out in order
to incréase the portfolic of antimalarial drugs in view of the fact that most of the
drugs under development were artemisinin derivatives,

A second effect of grouping activities together, was the development of integrated
sereening centres for screening the different parasites of interest to TDR, Dvr Godal
compared centres in the private and public sectors, Public sector institutions had more
limited capacity and thelr costs amountad to about US$100 000 a year, compared to the
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greater capacity of private sector institutions whose costs were 3~4 times higher. Cost-
effectiveness in terms of volume was in favour of the privarte seetor institutions whieh
could follow-up on pesitive leads by screening analogues.

A new lead for Chagas disesse had emerged from the se¢reening process. TDR
considered it was still important to develop new drugs for Chagas disease as there was
virtually no effective drug, since those available had serious side effects. The
Scuthern Cone initiative teo eliminate the vectorial and transfusional transmissien of
Chagas disease was moving ahead successfully, especially in the case of Uruguay. The
initiative covered about two-thirds of the total number of cases; about
20 000 children annually were born with congenital Chagas disease and there were about
300 000 cases ocourring each year,

A third affact of the reorganization conceruned TDR's collaboration with other
actors in the field of tropical dizease rezearch. The Programme's more focused
activities faecilitated partnerships. Dr Godal referred to one example -~ the Cootdinated
Global Strategy foxr Malerla Vaecine Development and Clinicsl Testing which invelved
primarily TDR, the Furopean Commission and the United States Apency for International
Development, Others cellaborated in the network, such as the Walter Reed Army Institute
of Research, a consortium in Australlz which worked in cellaboration with F. Hoffmann -
La Roche and Ce., Dr Patarrovo from Colombia, Stockholm University, the Wellcome Trust
arid the British Medical Research Council.

In addition to the Colombian malaria vaccine, there were a number of malaria
vaceine candidates, These were likely teo move inte clinical trials during 1994-1995.
TDR was directly invelved in the develeopment of twe of these vaccine candidates.

Dr Godal referred to the transfer of technology, using diagnostic rests as an
example, In L1987, with the exception of Chagas disemse, diagnostic tests were almost
exclusively developed in the North. However, by 1994 the situation had changed and it
was encouraglng to see that the more advanced developing countries were in a posltien te
develop dlagnostic tests, especially kits, for example:

. Kits using monoclonal antibodies for the detection of filaria developed in India,
and also kits for the detection of leichmaniasis, :

) The African trypanosomiasis antipgen detection test (CIATT) developed in Kenya.
* The Chagas disease test kit developed in Argentina and Brazil.

Dr Godal welcomed this transfer of technology, He believed that the pace of
development of new technologies in the North was slowing down which provided the
opportunity fer development in the South te catch up. Diagnostic test preoducticon was
simpler for example than vaccine develeopment but TDR intended to pursue this area and
would shortly advertise for institutions in the South which would be able to carry out
candidate malaria vaccine development,

Stratapi asaalr

Dr Godal referred to the three main activities under the strategic ressarch area -
the parasite genome, pathogenesis and molecular entomology. Following a scientific
meeting in 1993, the programme had moved ahesad to develop proposals and establish
networks for penome characterization. Malaria parasites were not included as the
Wellcome Trust had already established a genome network for malaria. TDR had established
links with that network. In melecular entomelogy, an exciting discovery was the '
identification of a promoter that would turn on a gene when the mosquito had taken a
blood meal,
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Strategic research was important for the generation of new approaches, technologies
and metheods., An lmportant example of thiz was the ability te move genes in and out of
the leishmania parasite. This enabled the conception of a vaeccine by which the
incapacitated organism could be injected, it would grow for a couple of weeks and
stimulate the immune response but then die off. There was also excitement zbour the
injection of pure DNA into the muscles to get an immune response. This was also feaszible
in relation to an antigen for leishmaniasis. It was Important to bear in mind the need
for results from strategic research activities to feed into the product development
gystem.

Dr Godal compared the lists of products developed with TDR support which had been
published in 1987 and in 1993, Some preducts had dropped out, others had come in and
most had meved along the process towards disease contyol use, However, opportunities for
product development only came partly out of strategic reszearch, other opportunities came
from orther areag of product development and from applied field research.

Institurions from the Scuth were paxticipating more actively in strategic research.
These institutiens considered TDR's strategle research investment in them as their life-
line to institutions in the North, Dr Godal referred te the positive experience of the
TDR-Rackefeller Foundation partnership grant venture which had runm from 1988 to 1993.
Examples of cueccesses were:

* Argentina -~ the cloning and sequencing of an enzyme involved in the invasion of
Trypanosomsa ocruzi

. Brazil - the detection of parasites in chronic lesions using the pelymerase chain
reaction (PCR)

. Sri Lanka - the ability to define cleaxly in patients between protection from
disease and protection from parasites; this was important in relation to vaccine
development

* Mali - the diszcovery of survival mechanisms of mosquitos during the dry season,

Applied Field Regearch

TDR's reorganlzation had introduced changes in both the product research and
development, and the strategic research areas, but it was in the area of applied field
research that the changes had been the most extensive. Strategic research activities had
been reduced and applied field research activities had been extended. The reasonz for
¢lustering activities in the applied field research area were twofold: the need to have
a2 more multidisciplinary approach and to make activities more closely connected and more
relevant to disease control.

A good example of linke between research and control was in the area of
cnchocerclasis operational research. Dr Godal informed the Board that, follewing his
presentation, Dr E, M, Samba, Directer of the Onchocerciasis Control Programme in West
Afyieca (OCP), would ¢comment on TDR's collaboration with OCP, Work had centred first on
the rapid assessment of onchocerciasis endemicity and then rapid mapping. The mnext stage
was rapid monitoring., In this area TDR was carrying out an experiment in one African
country using people hired by the Ministry of Finance to collect certain data, te see
whether they <¢ould be used to monitor who had received ivermectin tableis. This approach
had the advantage of not using staff from the health secter to monitor activity in their
own system, but of using staff from a different system which was already in place. Using
the Minlstry of Finance staff did not incur vast expenditures. A pilot study using a
questionnaire had Indicated the feasibility of this method and information received so
far had suggested that ivermectin distribution had reached the compliance level of
between 50-70% which was satisfactery. However, the study had shown that informaciom and
education at the time of ivermectin digtributien were very weak, for example about one
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third of the patients thought that they had enly to take ivermectin once in their life to
prevent onchocerciasis. :

Dr Godal referred teo the ztudy in one African country which had ghown that
communities, especlally young pecple and those of marriageable age, were very concerned
about severe gkin manifestations, and that they considered onchocercal skin disease a
major public health problem. Studies were being carried out in six different countries
to confirm this finding and alsc to determine the most appropriate dosage of ivermectin
needed to prevent skin disease. In addition, the Programme was building on the
pieneering work done by OCP. With & compliance rate of 50-70% it should be possible to
develeop strategies by which ivermectin could be given to groups, e.g. women's groups, or
to the communities, for them to take care of the distributien and they could also ensure
the delivery of drugs to patients absent from the village at the time of distribucion. A
workshop had been held recently to draw up a protocol and the approach would he tested in
a number of endemic countries. ' '

Gender research also had clese ties to disease control. Follewing TDR's
descriptive szocial selence studies over the past decade, with particular emphasis on
women, the time had come to translate the findinge inte disease control action. TDR had
begun a programme on gender and health invelving 11 other programmes in WHO. The primary
target was to develop and test a Healthy Women Counselling Guide. Initially, TDR had
intended to develeop and test a protocel but the guestion had arisen as to what extent the
issues were cultural, locally specifiec eor generic. Therefore it had been decided to
carry out some pilot studies in this regard in three African countries to determine:

women's perceptions of disease and health

positive and pegative factors influencing women’s health-sesking behaviour
health information and communications requirememts for the Healthy Women
Counselling Guide

women's status in the community

women's strategies for coping with illness.

The target completion date for the pilet studies was October 19%4. Anecdotal information
was coming out of these studies. Dr Godal believed that focusing on women was a good way
of measuring the perforwance of the health system as the foeus was om the weaker part of
the community. Concurrently with research on gender issues, research was underway on
understanding health workers' perceptiens in their relationships with female clients and
on identifying ways to improve these relationships. The health workerz weleomed the
interest taken in their problems,

Two TDR Task Forces were alse moving closer to digease contrel - the Task Force on
the Sick Child and the Task Force on Insecticide Impregnated Bednets and Curtains. TDR
wag collaborating in the siek ehild Iniftistive under the leadership of Dr J. Tullech,
Director of the WHO Division of Disrrhoeal and Acute Respiratory Disease Control (CDR).
Regearch was moving towayds checking the validity of chart algorithm in Asia in areas of
low endemicity for malaria. If it could be validated that malaria could be diagnesed on
a elinical basis, this would have important impliecatiens for reducing the number of blood
slides currently taken in this regard. The Task Force on Insecticide Impregnated Bednets
and Curtains was examining the relative efficacy of insecticide impregnated bednets
compared to residual house spraying in Asia. If bednets were shown to be more effective,
a shift of spproach from house spraying to the use of impregnated bednets in specifie
target aresas would be recommended.

Another area of interest te TDR was concerned with using malaria in the context of
health sector reform, Thers were two considerations to be kept in mind. Firstly,
decentralization of resources was becoming a reality and secondly, the role of the
government might change from being a provider of services to a promoter of good serviess,
by whoever provided them, and a discourager of bad services. BSurveys would be carried
out by the district-level medical teams to determine who was actually handling the case
management of malaria, e.g, drug dealers, traditienal healers, as enly a small proportion
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of the populatien consulted povermment-run institutiens, After the completion of these
surveys, a second phase would focus on how to improve services by the various providers,
to encourage good practices and discourage bad ones,

Two Task Forces related to inmtersectoral collsboratiom - the Task Force on School-
Aged Children and the Task Force on Tropical Diseases and the Enviromment. The Task
Force on School-Aged Children was carrying out research to improve the health of school-
aged children through school-baged action. One study invelved assessing whether it was
possible to use interventions related to controlling the diseases affecting school-aged
children, such as schistosomiasis and intestinal helminth infections, to aetually
stimulate or emphasize discovery-based learning methods. Thizs waz an example of
collaboration between the health and education sectors, 1In eollaborating with a non-
health related sector, it was important for the sector concerned to see the benefit of
the collaboration. The Task Force on Tropical Diseases and the Environment was carrying
out research to determine how reforestation could be done without causing malaxia
epidemics in areas where the vector density increased with reforestation.
Representatives from various sectors, e.g. agriculture and forestry, had attended a
recent scientific meeting to discuss collaboratien in this area. The first fact-finding
phase of research would examine and determine whether there were types of environmental
changes that carried less rizsk of tropieal digseasesz than others.

The approach taken in these activities was to link training to research and
reseayrch to control, Traditiomslly research priorities involved the development of =
protoeol, usually centrally, the commissioning of trials in two places, thelr analysis
centrally, and then dissemination of information. The traditional approach for &
training workshop invelved advertisement, submission of applications and the holding of
the workshep which was an end In Itself. TDR was trying to combine these two approaches.
Firstly, there was an advertisement; then submission of letters of intent; then the
selection of candidates who would participate in a workshop to develop the protocol
fitself; then submission and review of research propesals; then training in special skills
might be required which would necessitate another workshop:; and then the research would
be carried out. As in the case of onchocerciasis operational research, if the research
was discussed on the spot with disease contreol managers and the Ministry of Health, there
was direct trangmissieon of information. TDR considered this type of approach to be
beneficial,

Dr Godal referred to the concerng expressed by the JCB in 1993 with regard to the
least developed countries, In respomse to these concerns, one of rhe initiatives which
TDR had taken was to establish a research training network in francophone West Africa,
focusing on schisteosomiasis and malaria.

Priority Setting

Dr Godal referred te the ¢uts which had had te be made in the 1994 budget due to
the Programme's finanecial constraints. A flat cut of approximately 10% had been made ro
activities in the Reseaych and Development area in order not to modify the set prierities
and te give every activity a chance undsr the new strategy and organizational struetuye
approved by the JCB in 1993. TDR was about to embark on developing the Frogramme budget
for the 1996-1997 biennium which would be presented to the JCB in 1995, TDR would
welcome suggestions nmew from the Joint Ceordinating Board concerning prierities for the
next biennium, ¢spaclally if the Board considered that the Programme’s financial
situation was unlikely to impreove.

Dr Godal presented various options:

. Should less resources be z2llocated towards develeping alternative tools for
diseases where substantial progress had been made in contrelling them, e.g.
lepresy, onchocerciasiz and Chagas disease? On the other hand, there might be
problems of recurrence, as in the case of tuberculosis,
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* Should the arpgument be turned arcund and resources enly be invested in activities

whera there was a chance of lesting impact on a diseasa?

* In terms of comparative advantage, should the Programme eliminate the strategic
regzarch area, bearing in mind that this was the most difficult area te juastify for
funding? On the other hand, it was Lmportant for the Programme to be in close
touch with strategic research activities In order for it te pisak up leads for -
product development and to establish links for research capability strengthening.

. Should the Programme reduce its applied field research activities and leave more of
the respongibility for this type of research to disecase control programmes? .
However, would this important research be carried out? Until now, TDR had only
wmoved into unattended areas. ‘

- Should research capabiiity strengthening activities be reduced?

. Should the Programme focus on a speclfie region of the world? As the problems were
greatest in Africa, should TDR foeusz on Africa and assume that the other reglons
would be able to cope with their own problems?  This option had various
limltations. For example, international activities were important and the
Programme could ¢perate in the most cost-effective way by investing in global
research, Many tools were applicable in all endemic regions of the world. 1In
addition, focusing on where the problem was greatest might not necessarily give the
best value for money.

Dr Godal asked the Board for its advice on these optionsg.,
Epilopue

Dr Godal hoped that hig presentation had provided an overview of progress and the
directions in which the reorganization was taking the Programme and that it had
illustrated, using TDR as an example, how international research cowld effectively fulfil
& unique miszsjom. In the current financial climate it was sometimes depressing to feel
that the Programme’s performsnce was not fully appreciated. TDR had many outputs to show
for the money invested in it. Finally, Dr Godal paid tribute to the Programme's
essential foundation -« its competent and dedicated ztaff,

2, SUMMARY OF THE STATEMENT BY DR E. M. SAMBA L DIRECTOR, ONCHOCERCIASIS CONTROL
PROGRAMME IN WEST AFRICA (QCPE)

Dr Samba informed the Board that he was always proud to attend the JCB session as
he considered that OCP would mot be where it was without the collaboration of TDR.
Dy Samba highlighted a few are¢as of collaboration where the two Programmes had produced
and put into operation some tools critical to OCP acriviries:

. Bacillus thuringiensis. This insecticide was a mainstay within the seven
larvicides used by OCP. '

. Ivermectin. The use of this drug and its effectivepess In onchocerciasis control
were now taken for granted, not only in OGP but throughout the world.

. MACROFIL. The research project for the development of macrofilaricides was funded
and operated jointly by the two Programmes.

. Computer models. Dr J, H. F. Remme, TDR Applied Field Research Coordinatoer, while
working previously in OCE had developed a computer model of onchocerciasis
(ONCHOSIM), which was now being used fairly extensively in onchocerciasis and other
tropical disease activities,
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. DNA probes. These ware a source of pride to both Programmes, An African scientist
had been sent to the United States of America for training and within nine months
the probe was being put into eperation in QOCP to differentiate between the human
and animal parasite and whether it was blinding savanna or non-blinding forest
onchocerciasis. This tool had saved OCP at least US5500 000 a year.

. Immunodiagnosis. As onchocerciasis was being eliminated and thers were lesgs
paragites, dlagnostic tools were required which were more sensitive than skin
snipping (which also carried the risk of HIV infection). Collaboration betwsen the
two Programmes had led to the field testing of a "cocktail"™ antigen which could be
used to monitor any recrudescence of disease in eurrently controlled areas,

. Community treatment. OCPF tried to introduce primary health ecare concepts into
ivermectin distribution and, jeintly with TDR, the Frogramme was studying why
community treatment with ivermectin waz succeeding.

. Rapid sssessment. In the absence of a more sensitive diagnostie test, the two
Programmes were collaborating in the areas of assessment, monitoring, treatment and
follow-up of onchocerciagis, the results of whiech could be used for other diseases.

. Sociclegy and gendex. The two Programmes were also collaborating in field studies
involving theze two areas.

In short, it was fair to regard OCP now as a field extension of the activities of
TDR and conversely to regard TDR as an extension of OCP in the field of general
onchocerciasis research, The two Programmes needed each orher and their effective
collaboration was partly due to the understanding and support of the donors which were
common to both OCP and TDR.

3. SUMMARY OF THE STATEMENT EY DR P. DE RAADT, DIRECTOR, WHO DIVISION OF CONTROL QF
TROPICAT DISEASES (CTD}

Dr de Raadt assured the Board that over the past two years CTD and TDR had
established the working relationship required for the two interlinked Programmes, one of
which dealt with control and the other with research on the same disesses. By respecting
each other’'s mandates, appropriate administrative structures had been set up to ensure
that thers was no duplication or contradiction of efforts. Dr de Raadt referred to the
applied field research (AFR) activities of TDR which were administered jointly with CTD.
The AFR staff had moved to offices adjacent to their CTD counterparts. The Directors of
the two Programmes had slso joined forceg in fundraising and to propagate interest in
tropical disease activities. One possibility of raising funds for both Programmes was
through the propesed Foundation for Tropical Diseases. In addition, there was
collaboration in the area of publications and Dr de Raadt referred to the experimental
issue of the TDR newsletter which contained several pages of CTD news. Over the years
TDR had participated in expert committees and in producing guidelines for control.

br de Raadt consldered that the most fmpeortant contribution from CTD te TDR wasz to
provide feedback from the control programmes on their priorities and problems encountered

which might necessitate furthet research on existing tools and/ox the development of new
tools.

Dr de Raadt referred to the jeint small grant programme funded and carried out by
CTD, TDR and the WHO Regional Office for the Eastern Mediterranean for control oriented
research,

Dr de Raadt considered that without the investment by the donors in TDR over the
years, almost 20 years, (TD would not have been able to play its current role. Support
te TDR had led to the development of new tools and new control principles which were used
dally in the field in the endemic areas. He thanked the donors for their lomg investment
in TDR which had had many peositive spin-offs for CTD.
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4. SUMMARY OF THE PRESENTATION BY PROFESSOR B, R. BLOOM, CHAIRPERSON STAC

Review Process

Frofesser Bloom referred to the role of S5TAC to review the Programme from a
scientific and technical standpeint and te make recommendations with respect to
scientific orgenization and priorities. STAC was concerned with two aspects of TDR -
precess and substance. With regard to process, proposals were reviewed by sclentific
comnittees for seientific merit and relevance te disease control. The progress and
workplans of each scientific committee ware reviewed ammually by STAC which made
recommendations on the sclentific activities, and every other year, on the finmancial
allocations to these activities in the context of the biennial Programme budget. 1994
was a non-budget year and STAC had reviewed the science on Llts own merit, and as far as
possible independently of the financial constraints facing the Programme. . Priorities
were set on the basis of six criteria:

Need = digease burden, lack of tools
Potential impact on disease

Scientifiec opportunity and feasibility
Time-frame for development

TDR's comparative advantage

Cost of development.

* 8 & B B

Revieow tivities and Plans by Dige

As requested by JCB({16) in 1993, S8TAC-16 had reviewed activities by disease to help
retain a disease-specific dimension within the Programme. STAC members had divided into
small groups to review activities by disease covering the entire process from strategic
research, product resgearch and development, and applied field reseasrch. Professor BEloom
reported that all the 5TAC members had been very impressed with the workplans produced by
the scientific committees and the secretariat. STAC had recognized the amount of work
which the committees and the secretariat had put inte setting the priorities, bearing in
mind the finaneial constraints, and STAC had found it difficult to come up with different
prierities for most of the activities,

Professoxr Bloom highlighted some important projects im each disease area.

. Bednets. 1In a very short time, TDR had set up large-scale trialsz of ingecricide
. impregnated bednets in four endemic countries in Africa. ‘

. Artemether. The results of the trial of artemether on multidrug resistent malaria
in Asia were very encouraging.

* spfe6, the vaccine developed by Dr M. Patarroye from Colombia. A lot of questions
had been raised sbout how this vaccine had been tested. In collaboration with
br Patarroye, TDR had co-—sponsored a vacelme trial in circumstances that would
enable an objective evaluation. TDR was involved in monitoring two additiomal
collaborative trials and the resulrs were expected in 1995.

Schistogomiasis

. Ultragsound. As a result of support from TDR’s previous Steering Committee on
Schistosomiasis and of a partnership grant under the joint TDR-Rockefeller
Foundation venture, a nen-invasive method - ultraseund - was being used to measure
the pregression of worm diseases, particularly schistosomiasis and filariasis.
This had permitted the discovery that not only did praziquantel prevent the
progression of disease but it actually reversed some of the morbidity. It was now
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pessible to assess and monitor the effectiveness of chemotherapy in schistosomiasis
and filariasis.

Vaceine development, Professor Bloom referred to the recommendation by STAC in
1992 that the TDR vaccine development programme be stratified, with vaccines
against three diseazes being put on the fast track - malaria, leishmaniasis and
schistosomiasis, and vaceines for the other TDR target diseases remaining at the
research level without being moved into testing in human subjects. For
schistosomiasis, progress had been made in developing six independent vaccine
candidates which would move inte Phase I clinfcal trials in 19%6. Professor Bloom
was pleased to report on the revitalized interest in schistosomiasis vaccine
development by a major vacecine producex in Eurepe. Partly because of TPR's global
plen, the multiplicity of candidate antigens and TDR's commitment and ability to
test the candidates in the field, the vacecine company would not abandon itg work In
this area and had made a commicment to scale-up any antigen or vaccine candidate
that TDR considered promiszing. This emphasized the importance of TDR's
collaboration with industry.

Lymphat i 53is

Ultrasound. The use of this non-invasive method had been mentioned in connection
with schistosomiasis. Ultrasound would be useful in detecting sdult parasites and
in testing the effectiveness of drugs in humans, for example & macrofilaricide,

Antibistics. Simple druge like penicillin had shown to heve a significant impact
in reducing merbidity by euring secondary infections which were important in the
causation of elephantiazis. Dw Godal, Director TDR and Dr Samba, Director GCP, had
already referred to onchecerciasis operational research, Professor Bloom in turn
wished to emphasize the importance of the development of the DNA probes which had
very rapidly become an integral part of QCP operations. The probes had enabled OGP
fto use other metheds, such as spraying, in a more judieclous way.

African Trypanosomiasig

Eflornithine. As reported to the JCB previously, eflornithine was a wonderful drug
which had brought back to life in a matter of hours many people in comas, On the
negative side, the drug required hospitalizatien, it was complicated to administer
and treatment with it was very ewpensive, about US4500 per case. Studies were
being made on reducing the duration of treatment from 14 to 7 days which would cut
the cost by half. TDR was collaborating with a pharmaceutical company in India on
the development of a new synthesis which would reduce the cost of the drug by half.
1f both approaches turned out to be effective, the cost of treatment per case could
be reduced to US§L25 or less which would be competitive with another drug currently
available, melarsoprol.

Chagae sease

The Southern Cone initistive. Professor Bloom referred te rthe Southern Cone
initiastive to eliminare the vectorial and transfusional transmission of Chagas
disease which represented & major political commitment. Data had shown that by
1992 Uruguay had already reduced house infestation rates from 22% in 1983 to almost
zero in most departments and bleood sereening had become routine in all blood banks.

Allopurinel. This Iinexpensive drug had been studied for sbout 15 years and had
shown a 62% reduction in chronic Chagae disesse. Results with the drug had been
initially encourzging but relapses had begun to occur. Within the next year TDR
would have to take a decision on whether or not to pursue the use of this drug.
This illustrated the fact that even after considerable investment in research on a
new tool, problems could arise and hard decisions might have to be taken. It would
not be pessible to pursue everything.
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Lelshmaniazis
» Vaceines, Three vaccine trials would be underway by the end of 1994 in three

countries and results of their effectiveness should be. available by 1995-1996.

» Integrated chemotherapy for African trypanosomiasis, Chapgas diseasze and
leishmaniasig (I-CHEM). An agreement had been set up with the Janssen Research
Foundatien in Belgium to screen annually 10 000 compounds from their drug library
for use against the three digeases,

Leprosy

" Multidrug regimens containing ofloxacin. Trials were being carried out of
multidrug regimens containing ofloxacin to shorten the time of treastment against
leprosy and thereby increagse compliance. ‘

. Leprosy and tuberculesis research. As requested by JCB in 1992, STAC had monitored
the work of the two joiInt leprosy-tuberculesis Steering Committees. At lts
sixteenth meeting STAC had reviewed the leprosy activities of the Chemotherapy of
Mycobacterial Diseases Component and of the Immunology of Mycobacterial Digeases
Component (IMMYC). At the scientific lewvel, the IMMYC Steering Committee was
functioning in an integrated and very productive way but with very limited
financial resources. STAC had recommended that leprosy research should be
continued and that the leprosy component, together with the other TDR dizease

components, should be reviewed in the courze of the third external review of TDR in
1997-1998.

Review of Activiti; : by Consolidated Area

Even: though the new strategy and structure of TDR had only come into effect from
1 January 1994, STAC, in plenary session, had reviewed activities by the consolidated
areas of strategic research, product research and development, applied field reseaxrch and

research capability strengthening.

Applied Field Research (AFR)

The initiative for applied field research activities had come from the social
selentists working with TDR's former Social and Economic Research Component. They had
eongldered that it was important to integrate social and economic activities with other
field activities to generate multidisciplinary field projeets. Almost all AFR resources
were devoted to disease endemic countries. B8TAC had given high praise to the efforts
made to foecus the AFR activities under time-limited Tack Forces and to racrult goad
prejects into the AFR programme,

Product Research and Development

STAC-16 had considered as unrealistie within the current finanelal constraints, the
original concept of the Product Development Unit which waz to function basically as a
pharmaceutical management team for all stages of product develeopment. The component was
now doing basic product development regearch, working through teams te expedite the
development and testing of a small number of products.  5TAC had considered this activity
as appropriate but would menitor progress and review the product development programme
before the third external review scheduled to be carried outr in 1997-1998.

Strate aarch

Professor Bloom stressed the importance of strategic research activities to produce
new and better knowledge. He referred to the human genome project - the sequencing of
every gene in the human genome to understand at least pgenetically how we worked - which
could set the world's strategic research agenda. TDR’s strategic regearch programme had
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begun largely based on bringing the frontier of science into tropleal dizeases and now it
was the areas which received the lowest level of support within the research and
development budget - 18%. Despite this low level of support, WHO/TDR had the ability for
leverage to stimulate suppoett from other major actors in the field to set a gleobal agenda
and priorities for the application of seclence to the tropical diseases. WHO/TDR grants,
however small, had symbolie walue. WHO's policies were respected and the Organization
set trends, for exeample 1f WHO reduced funding to a certain area of research, other
actors seriously considered the value of their commitment te that area. In addition, as
referred to by Dr de Raadc, Director CTID, TOR had access to control programmes which
provided feedback on what was needed, practical and feasible. These were two aspects of
TDR's comparative advantage and the value of TDR's strategle research activities should
not be overlooked even if thelr resources were very limited.

Professor Bloom stressed the lack of parochlalism in STAC. STAC members had pgreat
deference for activities outside thelr own disciplines, for example scientists with
expertise in strategic research had szupported cuts in thils area in order to increase
suppert for impertant applied field researech activities such as the testing of
insecticide impregnated bednets against malaria., Ceonversely, the epidemiclogists had
wanted to put more resources into strategic research as they considered that some of the
tools which were being field tested were not as good as they should be and more strategic
research would produce better tools. Professor Bloom believed that twoe of the most
rewarding aspects in the otherwise difficult resource allocation process were the strong
support by STAC members for the entire TDR programme and the breadth of vision of STAC,

Research Capability Strengthening (RCS)
Professor Bloom was pleased to report on the new programme of reglonal linkage
grants for training. With the tropical disease expertise now svailable in some of the

developing endemic countries, scientists could be trained in research skills within the
endemic countries, Ten sclentists were currently being trained. The cost of such
training was about US55 000 - US§ 10 000 per year per trainee compared to USS530 000 in
industrialized countries.

In response to the request by JCB in 1%93 that special attention should be paid to
the research capability strengthening needs of the least developed countries, the
percentage of funds allocated to training of scientists from these e¢ountries had risen
from 15% of RCS resources in 1992 to 22% in 1994, and most of that treining was in
applied field research.

The JCB in 1993 had alsc agreed that STAC should review iIn 1995 the modus operandi
of the Research Strengthening Group., S5TAC-16 had recommended that, in order to gain more
experience with the new TDR structure, this review should be postponed from 1995 to 1997
and be included in the terms of reference of the third external review of TDR in
1997-1998,

In view of the Programme’'s financial constraints, STAC, with great reluctance, had
recompendad cutting Inscitution strengthening grants and not to invite in 1994 proposzals
for the sward of new research training grants, The limited funds available for training
had to be deveted to commitments made to existing traimees, including re-entry grants for
them when they returned home, and it was impossible to make commitments teo new tralnees.
Hepefully it would be possible to invite applicatioms for new training grants in 1595,

Review of Qther Activities

Professor Bloom referred to two other areas highlighted by the JGB in 199%3:
research on gender issues and health education and communication activities.

Gender Issues

The former Steering Committee on Social and Ecomomic Research had started TDR's
research on gender issues. Eleven other WHQ programmes were collaberating with TDR in
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research on gender and health. As Dr Godal had said, focusing on women's experiemce of
the health system was & good way of assessing its performance. Improving women's
knowledge, influencing their attitudes and health-seeking practices and improving
treatment for them would have a positive impact on women’s health in general and through
them their ehildren snd families. About 15% of the TDR applied field research budget was
allocated to gender research.

There ware five main areas of activity:

Action-oriented programmes to improve women's health, which were part of the
development and testing of a Heslthy Women Counselling Guide.

Reduelng genital complications of tropical diseases, especially schistosomlasis,
filariasis and onchocerciasis. o : o

Decreasing risks of tropical diseases in pregnancy,

Assessing cultural factors affecting women’s access te and use of dlffer@nt
treatment options. :

Assessing overlapping school-aged children and gender issues.

Heal fducation and Communication Activities

These activities were part of the rasearch projects under the gender initiative and
the healthy school-aged child initistive. Research focused on understanding the
perception of problems from the point of view of those experiencing them; and on findlng
out how and from whom people learned about health., Building on this understandlng,
selutions or styategles for actionm were developed in cooperation with the various groups.

Professor Bloom gave Illustrations of activities which underlined the need for this
kind of vesearch to improve disease contrel in the long term, e.g. following & study on
schistosomlagis in one African country, people had been asked about what caused the
disease and had answered "red peppers”. Funds had been spent on programmes but not on
communicating an understanding of the cause of the disgase. People were not glven an
opportunity to take action to proteet themselvesz from the disease and thus improve the
effectiveness of the control tools. ‘

Some of the major questions being addressed were:

How do rural women see their health problems and possibilities.for improving their ..
health, and how can appreprlate knowlsdge reach them through channels they trust
and enable them to take action?

How do health providers relate to female clients, and how can the prov1ders awn
analyszes of the problems be used to impreve the situstion?

How do school teachers see their role in health education, and how can more
activity-based learning methods be encouraged in schools where didactic teaching is
the rule and hardly any resources are available?

How can the contents ¢f school health education be linked more closely to community
perception of the diseases, to facilitate strategies for practical preventlon and
treatment which parents can also accept?

Professor Bloom emphasized the importance of this research and hoped that TDR would
be able to stimulate the interest of other actors in the field, especially with a view to
securing better cooperation between the health sectoxr and the education sector. Action
regearch and qualitative methods were being used in about 10 African countries o answer
the questions raiszed above,
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Other Issues
GCollaboration

One of the responsibilities of Chalrperson STAC was to keep aware of any eriticism
of the Programme and to bLring any such issues to the attention of the Direector, and to
improve the Programme's image to the extent pessible. During the past year,

Professor Bloom had been informed of the impression that TDR was getting or claiming more
credit that it deserved. This criticism had been discussed with Dr Godal at the meeting
of STAC-16. The issue had been in relation to the Onchocerciasis Control Programme in
West Africa, S5TAG had been of the opinien that there was partnership and collahboration
between TDR and OCP and, as the Board had just been informed by Dr Samba, Director OCE,
TDR had made a significant contribution to the development of the tools used by OCP.

In these times of financlal constraints each Programme was deing its urmost to
secure resources from the limited funds available. It was therefore important for
information on progress and output to be made widely available and the Frogramme had to
claim & gertain amount of credit but this had to be ghared with the other actors
involved. In the copinion of Professor Bloom and STAC, TDR had not inappropriately
claimed credit for achievements to whieh it had not contributed. Increasingly, TDR would
be taking part in collaborative activities with other programmes in WHO and outside the
Organization, such as the initiatives concerning the sick child, school-aged children,
and gendex ilssuesg, and therefore new criteria for credit and cooperation would have to be
developed. To establish effective collaboratien rook time and effort but Professer Bloom
balieved thet such sctivities were worth the effort and hoped that these would be
appreciated and recognized,

Staffing

Professor Bloom referred to the policy set by Dr Godal of keeping the percentage of
resources allocated to Personnel Services below 20% of the budpet and the percentage of
resources allocated to Operations above 70% of the budget., One outcome of the
reorganization had been the increased responsibilities of the secretariat to ensure
coordination of activities among the new Steering Committees and among the new
consclidated areas, and te act as disease research coordinators tre retain a disease-.
specific dimension within the Programme. As the JCB had been Informed, TDR staff had
been cut: in the 1994-1995 biennium 4.5 posts had been sbolished and, in view of the
Programme's financial constraints, a further 4.5 vacant posts had beepn frozen. In
addition, temporary assistance had been reduced and paid overtime cut. Despite these
measures, in 19394, 20.7% of obligations were forecast to be allecated to Personnel
Services. At the sixteenth meeting of 5TAC, Dr Gedal had offered to eliminate further
posts to maintain the Persommel Services costs below 20%. However, after giving the
matter serious conslderation, STAC had rejected Dr Geodal's offer and had given a strong
recommendation that the staffing of TDR be maintained at the present level. §TAC
believed that the quality of staff was a major part of TDR's comparative advantage and to
¢ut staff further would have a negative impact on the quality of the Programme.

Professor Bloom presented this recommendation to the JCB and asked for its guidance.

5. SUMMARY OF STATEMENT BY DR C, MAR CHATRPERSON JCB, ON 3 ATTENDAMNCE AS AN
OBSERVER AT STAC-16

Dr Marchal thanked Professor Bloom for his clesr report and STAG-16 for the
rigorous task it had accomplished on 8 and 9 Marxch 1994,

Dr Marchal referred to the consolidated areas under the new strategy for TDR
towards the year 2000 and te the request by the JCB in 1993 that STAC should review
activities by disease to help retain a disease-specific dimension within the Programme,
STAC had complied with this request and STAC members had divided into working groups to
review by disease the main achievements in 1993. In plenary session STAC had reviewed
workplans by the consolidated areas of strategic research, product research and
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development, and applied field research and had commented on priority areas. BSTAC had
proposed to continue to examine disease problems in depth, perhaps by focusing on one or
two diseases at each meeting. In parallel to this disease approach, the approach by
consolidated area would permit the grouping of problems and thus the strengthening of
research on the pathogenesis of the parasites which should enable the identification of
new chemotherapeutic leads,

STAC had also stresged the need to deveélop integrated anti-parasite drug screening

Programmes and to develop expertise in monitoring and impact assessment for applied field
research, o o .

In the area of research capability strengthening, STAC had seemed less convinced
than the JCB on the need for special attention to be paid te the least developed
countries which it had considered should be limited to a small number of countries.

Dr Marchal was convinced that, with appropriate expertise, these endemic countries would
be able to develop and use the research tools in strategle research programmesz, in
partnership with industrialized countries. Research capability strengchening in the
least developed countries was an indispensable prerequisite for carrying out better field
research on the tropieal diseases.

In developed countries, the tendency was strong to give lewer priority to tropiecal
disease research than to research on pathologies, reeent or old, that directly affected
these countries. It was therefore essentisl that TDR; by stimulating interest and
leverage, continued to encourage gtrategic research on the tropical diseases in the
industrialized countries. It was well known that to obtain good results, international
tropical disease research activities had to be ecarried out in collaboration with the best
teams in developing countries. Emphasis had to be put on developing research capacity in
the least developed countries to maintain a sense of reality in the field. '

@
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sl OINTS EMERGING FROM THE INFORMAL MEETING
OF REPRE v F_DEV PING COUNTRIES ATTENDING JCB(1
BELD ON 29 JUNE 1994, TO DISCUSS MORE ACTIVE COLIABORATION WITH TDR
1. The izsue of enhanced participation of develeoping countries in TDR operations
should be included as an agenda item in future sessions of the JCB.
2. Several of the representatives referred to the research facilities (both laboratory

and field) and expertise related to the TDR target digeases Iin thelr respective
countries, which could ke used for training selentists from other developling countries,

3. Certain components of natlonally funded research and development projects and/or
fellowships which were related to TDR priorities, could be submitted to TDR for funding.

4, TOR's achievements should be better highlighted in countries.

5. It was necessary to impress on higher national autheorities {(on a continuing basis
in view of frequent changes in ministries) the need for allecating resources for TDR
related research, and to persuade ministries of finanee te make symholie financial
contributions te TDR.

6. Opportunities for financing operational research for disease control should be
explored in the context of World Bank funded loans in the gocial sector,

7. IDR should assist in sustaining the infrastructure built in some of the developing
countries for TDR related research, even if the TDR tarpget diseases wére no longer of
public health importance in these countries.
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UNDP/WORLD BANK/WHO SPRECIAL PROGRAMME FOR
RESEARCH AND TRAINING IN TROPICAL DISEASES

SEVENTEENTH SESSION_OF THE JOINT COORDINATING BOARD

Geneva, 28 and 29 June 1994

SUMMAE]ES OF THE TECHNICAL PRESENTATIONS TO JCE(17)

ON HIGHLIGHTS OF RECENT SCIENTIFIC PROGRESS

1. BECENT ADVANCES IN THE DIAGNOSIS, PATHOLOGY AND CHEMOTHERAPY OF LYMPHATIC
! TASIS

Dr Gerusa Dreyer, Aggeu Magalhaes Research Centre of the Oswaldo Cruz Foundation,
Recife, Bracil, referred to the neglected area of research on lymphatic filariasis, WNot
much progress had been made in the past 50 years amd there was still ne completely safe
and effective drug. Lymphatic filariasis affected sbout 100 million people in the
tropical areas of the world and was associated with disfiguring elephantiasis and . ' w
hydrecele,

In Recife, an area endemic for bancroftian filariasis, a tultidisciplinary team of
invegtigators had been assembled over the past few years. .The team-had pioneered the use
of two imaging technologies for lymphatie filariasis. The first was lymphoseintigraphy
which could be used to track the flow of lymph in the legs. This non-invasive 'technique
vsed a radie-labelled dye. The technique had shown that in infectad persons, who were
free of symptoms, instead of a straight lymphatic vessel close to the skin, there were
many collateral vessels along the calf. These vessels seemed to be-an important ‘defense
mechanism to keep infected people freas of symptoms: Lymphoscintigraphy gave a lot of-
information about lymphatie abnormalities but 1t could not localize the paxasites.

The second technology used was ultraseund, another non-inpvazive techniqua, which
had shown for the first time living adult worms of Wuchereria bapcrofti in vive i a
human being. As portsble ultrasound scanners were available, the methodelegy could be
easily implemented in the field or in hospital-based studies to detect active infection
or as a means to control the effect of adulticide drugs in vive. The team was currently
using ultrasound to study the effects of the only two available drugs for humans on the
adult worms in trheir natural habitat.

Since 1986, studies had been carried out on over 600 patients in endemic areas w
suffering from ncute attacks of adenclymphangitis. Only 3% of them had shown the classic
clinical picture of filarial adenolymphangitis. Biopsies from these patients had shown
degenerating filarial adult worms and cultures of biopsied material had failed to grow
microorganisms. In contrast, the remaining 97% of the patients with acute attacks had
shown g different ¢linical pieture, both in the early stages of the disease and in
patients with elephantiasis. Ne worms had been found on biepsy but micreerganisms had
been frequently recovered from eultures of the biopsy specimens. Many of these patients
had taken several courses of diethylcarbamazine, the recommended drug fox treating
filariasis, but they had still developed elephantiasis. It was important to eall the
attention of elinicians in oather endemic areas to the existence of these two types of
adenolymphangitis, since they had important therapeutic and prognosis implications. Im
addition, patients living in non-endemic areas who had elephantiasis from other causes
could not be distinguished from the ‘patients in the endemic area, neither clinically, by
biopsy or by lymphoscintigraphy. This sugpested a common process in both populations and
the most likely cause was secondary bacterial or fungal infections. On physical
examination, virtually all patients with this pattern of acute attack, from endemic and
non-endemic areas, had lesions where bacterias and fungi could enter the skin., aAdditional
studies were urgently required to determine the degree to which lymphatic dysfunetion
caused by filarial infection predisposed the occurrence of secondary infection,
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These observations had Ilmportant Implications for the trestment and prevention of
elephantiasis which until now had been believed to be irreversible, The team in Recife
had shown that this was not true. The team had been able te reverse and prevent further
development of elephantiasis by promeoting patient education regarding simple hygiene to
clean, dry and treat the entry lesions to reduce the risk of secondary infection.
FProphylactic antibiotics could be provided but this was not necessary 1If the entry
lesions were avolded. The team provided the patients with information on how improvement
could be achieved, answered their questions, created an opportunity for them to share
their experiences and offered them soap and water which were not always easy for them to
find. This treatment approach had proved to be zustainsble at the community level in
Recife and Dr Dreyer heped that it would also be successful in other endemic areas.

2. THE_GAMBIAN NATIONAL IMPREGNATED BEDNET PROGRAMME

Dr Mohammadouw Kabir Cham, Programme Manager, National Impregnated Bednet Programme,
Medicsl Research Councll Laboratories, Fajata, Banjul, Gambia, described the malaria
situation in the Gambia. Malaria was one of the most important causes of death among
Gambian children, about 1 im 25 rural Gambian children died from malaria before reaching
the age of five years. FPlasmedium falcipsrum was the dominant parasite and was
responsible for nearly sll serious infections in children. All the significant malaria
vectors inm the countyy belonged to the Anopheles gambiae species. Malaria transmission
was restricted largely to the rainy season - July to Octeober. Treatment of clinical
attacks of malaria, initially with chloroquine, with quinine being used in severe and
complicated cases, formed the backbone of the Gambian malaria control strategy. Village
health workers in all primary health care villages (population 400 and above) had been
taught to recognize and treat malaria with chloroquine but this strategy had not shown
any reduction in overall childheed movtality or in mortality from malaria.

Studies using non-impregnated bednets had been carried out in the 1980s but the
results had been inconclusive. Thus the effects of bednets treated with insectiecide had
been explered., Two pilot studies had been carrled out with encouraging results, followed
by a larger trial supported by WHO to investigate the effects of impregnated bednets on
child mortality. This trial had shown impressive results and prompted the Government of
the Gambia (with the support of WHO and several nongovernmental organizations) to
introcduce the Naticonal Impregnated Bednet Programme (NIBP) into the primary heslth care
system of the Gambiz in 1992,

The objectives of the NIBP, when intreoduced in 1992, werxe as follows:

1. Te introduce impregnated bednets inte all primary health care villages in the
Gambiz over a peried of twe yeazrs.

2. To evaluate the lmpact of this programme on mortality in children under the age of
five years.

3. To evaluate the impact of impregnated bednets on the outcome of pregnancy in
primigravidae.

4, To monitoy the effects of large-scale use of insecticide-treated bednets on

mosquito behaviour and sensitivity te pyrethroilds.

5, To evaluate the cost-effectiveness of insecticide-treated bednets and to
investigarte ways in which cost recovery could be accomplizhed,

Five study areas, vepresenting different geographical areas of the country, were
chozen fex the evalustion of the impact of NIBP on c¢hild mortality and on the ocutcome of
pragnancy. Within each cof these areas, villages were allocated randemly to receive
insecticide or not during year 1 of the scudy. During year 2, insecticide was introduced
into all villages in the study aveas but these in the first group were asked to
contribute to the cost of the insecticide. During year 3, all villages would be asked to
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pay for their imgesticide. The primary comparison for the NIBP was between villages
which received insecticide and those whiéh did not during year 1, and between villages
which paid for their insecticide and those which did not in year 2.

During the first half of 1992, preparations were made to impregnate bednets with
permethrin in 221 primary health care villages. A public awareness campaign was launched
and training given to the regional health teams, nongovermmental organizations and the
community health workers. In the second half of 1992, surveys were undertaken to
determine the level of coverage which indicated that 73% of the pepulation sampled slept
under bednets and that 83% of these bednets, where insecticide was provided free, had
been impregnated with permethrin. The overall proportion of children who slept under
impregnated nets was estimated at 77%, and 78% of women of child-bearing age.

Resulrs wete very positive. Mortality in children aged 1-9 years was reduced by
40% in the treated villages in 4 out of the 5 study areas. When area 5 was included,
this figure lowered to an 18% reductien iIn child mortality. The infant mortality rate
wag less in treated than in untreated villages, 6l compared to 70 per 1000 live births
respectively. With regard to morbidity, malaria infection rates were reducdd
significantly in 4 out ¢f the 5 study areas, especially for high levels of parasitaemia.

Puring the year follewing the introduction of the impregnated bednets,
primigravidae resident in either treated or untreated villages were recruited into the
study. Preliminary analysis showed no difference in the means of birthweight of the
babiegs of women who delivered in treated or untreated villages. However, only 46% of
primigravidae from treated villages slept under treated bednets, & much lower proportlaon
than that found for women in the reproductive period overall, Further analysis of this
data was being undexrtaken.

The impact of the NIBP on mosquito behaviour and semsitivity te pyrethroids was
assessed, Entomelogical studies showed some evidence of a reduction of mosquite numbers
In the impregnated member of two pairs of study villages but overall did not provide any
strong evidence of a mass killing effect. WNo evidence of permethrin resistance was '
found. : ‘

One of the objectives of the NIBP was to evaluate the cost-effectiveness of the
Insecticide-impregnated bednets and to investigate ways in which cost reécovery could be
accomplished. Most village headmen had considered that peeple would be willing to pay to
have their bednets impregnated with ingecticide, =o in 1993, following an intensive
public awareness campaign, a comparative study was carried out., However, results of the
self-financing scheme were disappointing. Funds collected suggested that only about 14%
of the nets were impregnated in villages where payment was requested, In 1993, the
overall impregnated bednet coverage in primary health villages was 43% compared to 83% in
1992. It seemed that the disappointingly low ceverage in the primary health care
villages in which the insecticide was being charged for had contributed to the low
impregnated bednet coverage. Coverage in the primary health care villages which had
received Insecticide free in 1993 was more impressive (77%). In addicion, in 1093
preliminary analysis showed significantly more deaths in children in primary health care
villages where ingecticide was charped for than iu the villages where it was provided
free, . . .

In 1994, various studies were being undertaken to improve levels of coverage. Two
types of insecticide were being used - permethrin and peripel 55 - and payment was being
requested in all villages. To improve the disappointing l4% coverage achieved in 1993
when payment was requested for impregnation, three steps were being taken:

. Improved distribution channels to include shops and some maternal and child health
clinics. :
. Intensified awareness campaign including the use of radio, pictorial leaflets and

letters to influential people in the communities,

P
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. Promotion strategies and messages relative to the impregnation process and
procedure (e.g. weekly impregnation days throughout July).

Dr Cham summarized the results of the 1992 study which had confirmed that
insecticide-impregnated bednets could have a major effect on childhood mortality in areas
where malaria was a major cause of death in childhood. Owverall, mortality in children
aged 1-9 years had been reduced by 40% in 4 out of the 5 study areas. Altheough
insecticlde-impregnated bednets were not effective in reducing malaria mortality in study
area 5, it was documented that coverage and utilization of impregnated nets were lower in
the treated villages in this area than in the rest of the trial area.

With regard to future consziderations, & large-scale bednet impregnation programme
needed to be implemented through a decentralized delivery system. Such a programme
should have an efficient management information system and conducive community
organizational skills at the operational level. The critical element for the successful
implementation of such a programme, based on experience in the Gambis, would be the
provision of insecticide as bednets were provided by the communitiez themzelves., The
antual cost of the insecticide required in the Gambia was estimated at US§ 120 000 which
would be beyoend the scope of the Ministry of Health. Therefore strategles such as cost
recovery and cost sharing schemes with both the communities and collaborating
nongovernmental organizations would be critical for the continuing zuccess of the
programme. Dr Cham thanked TDR for its share of the support towsrds the cost of these
studies.

3. DOUBLE JEOPARDY: WOMEN AND LEPROSY IN JTNDTA

Mrs Seema Khot, Agharkar Research Institute, Pune, India, deseribaed the problem of
leprosy in India where 64% of reglistered cases in the world were found., Available
literature suggested that for every two male patients there was one female patient in
Indlia and on this assumption women leprosy patients in India constituted nearly one
quarter of the world’s currently registered cases,

Mrs Ehot described the three objectives of her presentation:

. To indicate how women leprosy patients were doubly jeopardized, firstly as women
and secondly as leprosy patients,

. Te highlight the rele of gender in augmenting the iLmpact of leprosy.

. Te suggest gender sensitive approaches for improving disesse control.

Empirical data sets from two studies had been used for the presentation. Firstly a
"Study of Dehabilitation in Leprosy" which had been conducted in two large provinces in
India through interviews hased on 2 questionnalre, and secondly an ongeing study on women
and leprosy in India, im which demographic information was collected from leprosy
patients, and their healthy family menbers, from seven different leprosy colonies in
Maharashtra. Both studies had received financial support from TDR and Mrs Khot had been
the research ceoordinater.

There were reasons to believe that leprosy was & peculiar health problem from the
gender perspective:

] Firstly, as the symptoms were painless and incubation was long, women tended to
neglect it for a longer period and to davelop severe deformities.

* Secondly, due to deformities, certain functional disabilities set in that affected
women's existence as their roles were mostly functional,

. Thirdly, leprosy was an extremely stigmatizing disease and stigma lowered status:
therefore women wewxe likely to endure greater suffering as they were at the lowest
level of the soclal hierarchy.
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Women were found to be slower than men in detecting the first symptoms. The two
main reasons for this were: (i) ignorance of the symptoms (fewer women than men
suspected changss in skin to be symptoms of leprosy) and (ii) the symptoms remained
hidden and unnoticed in view of the dress style of the majority of Indian women which
fully covered their bodies. 48% of adult women noticed the first symptoms around the
birth of thelr children, perhaps because they were noticed enly then by another woman who
helped with the delivery. :

The average delay for women in seeking and commencing treatment was about
15 months. Reasons for this included: (i) the need for someone to accompany them to the
treatment centre, unlike men they could not go on their own; (ii) not having the money
for the bus fare; (iii) being unable to take time off from their multiple :activities in
the home; and (iv) the belief that patches were due to visitation by & goddess which
required fasting te pacify her. If fasting continuved during treatment, it affected
treatment compliance as on the fasting days medicines were forbidden, =

Once the family came to know gbout the disease, women recelved more negative
reactions, and iseclation from various daily activities was ohserved more for women even.
from the initial stages. More women than men were pressurized to leave home but despite
thiz only half of the women said that they had left themselves as . oppesed to two. thirds.
of the men,

The impact of deformities on women was also distinet, ‘Within the ieprosy colonies,
70% of women had hand deformities, due to gender specific tasks such as washing, cooklng,
c¢leaning, and unlike men they did not have pockets in which to hide their deformed hands.

More important was the impact on marriage. There were poor chances of marriage for
girls with leprosy and even daughters of leprosy patients, more problems for thode who
stayed with their spouses and less possibilities of remarriage. The number of women
actually deserted by thelr husbands was strikingly high. Women leprosy patients often
ended up remarrying men suffering from more advanced deformities than their owm, peeeibly
for social security reasoms., Some women had to make worse compromises and wera forced
inte prostitution. They had then to entertain clients suffering from sexually
transmitted dizeases and were paid considerably less than other prostitutes.

In order to desl with these factors, gender sensitive approaches had to be
introduced into the leprosy control programme. Mrs Khot made some suggestions on how
thiz could be done: (1) identification of women patients at an early stage;

(ii) monitoring treatment gompliance; (iii) care of disability; and (iv) improvement of
leprosy colony conditions.

Mrs Khot hoped that the intense social stigma attached to leprosy patients and the
social diserimination against them would weaken as expectations increased for the
elimination of the dizease, but there was a long way to go. Until then it should be kept
In mind that women leprosy patients in India, particularly these with deformities, were
the mest affected and most deprived of all the sectors requiring development 3551stenee
Efforts had to be made to recognize their special problems and imprave their status
Mrs Khot stressed the importance of the moral suppert and resources from TDR to eneble
work to ecarry on in this directien,

4, FINAL RESULTS OF THE PHASE IIT CLINICAL TRIAI. OF ARTEMETHER ON MULTIDRUG RESISTAME

Professor Juntra Karbwang, Head of Clinical Pharmacology, Faculty of Tropical
Medicine, Mahidel University, Bangkok, Thailand, presented the final results of a
clinieal study of the new antimalarial drug, artemether, on mortality frem severa:
falciparum malaria. Last year her presentation to the Board had been a preliminary

report and the superlorlty of artemethery over guinine had not yet been clearly
demonistrated.
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Fallure ko control malaria, death of malaria patients and rthe deteriorating malaria
situation in Thalland were mainly due te the emergence of drug resistant straing of
Plasmodium falciparum. Multidrug resistance was increasing, There were chlorequine-
resistant strains of falciparum malaria, pyrimethamine-sulfadexine, quinine and
mefloquine resistance. Definitive resistance of mefloquine was limited to areas on the
Thai-Cambodian and Thai-Myanmar borders. High mottality rates of up to 50% had been
detected in these areas in patients with cerebral malaria, renal failure and pulmeonary
oedema. Quinine was the drug of choice fer severe faleiparum malaria but a high degree
of quinine resistance had recently been reported. Alternative drugs were urgently
needed, :

Artemether had been shown to be effective against chloroquine resistance and it
acted rapidly clearing 90% of parasitaemia within 24 hours. However, there had been
limited scientific evidence to show its advantages over quinine and therefore a
comparative clinical trial of intramuscular artemether and intravencus quinine in severe
falciparum malaria had been carried out.

The study involved 102 patients with severe manifestations of falciparum malaria
who were sdmitted to hospital for seven deys. The patients were randomized to raceive
either artemether (30 patients) or guinine (52 patients). In the artemether group,

29 patients had cerebral malaria but 3 were excluded due teo conecurrent disease. In the
gquinine group, 35 patients had cerebral malaria but 2 were excluded., Clinical datas on
admission were similar between the two groups. Previous drug treatment was detected in
around 40% of patients suggesting drug resistance. Baseline drug level was taken,
biochemistry and complete blood count were performed on admission, then on days 2, 4 and
7. Chest X-ray was also done on admission and later as necesgary. Parasite count was
done at asix-hourly intervals until negative and then dasily. Haemodialysis was performed
in patients with acute renal failure. Electrocardiecgrams were performed at six-hourly
intervals in the artemether group and once daily in the guinine group. Vital signs were
checked every zix hours. In patlents with coma, the Glasgow coma scale was used to
follow progress to conscloustiess, Adverse drug effects were monitored daily. The
therapeutic response was based on fever clearance time, parasite clearance time, surviwval
rate and the occurrence of side-effects,

Survival rate was significancly higher with artemether. Twenty-five patients had
died in the study, six in the artemether group and 19 in the quinine group. Fever
clearance time, parasite clearance time and recovery time to conscilousness were similar
between the two groups, although the initial rate of parasite clearance time seemed
faster with artemether.

With regard to survival rate of the patients according te their complications, if
the patient had ne cerebral malaria, no renal fallure, or even cerebral malaria without
other complications, the survival rate was similar between the two groups. However,
where the patient had cerebral malaria and other complications, differences in survival
rate became more apparent. The survival rate was decreased in cerebral malaria patients
with renal failure in the gquinine group.

Side-effects were mild or transient with artemether but mosgt of the patients in the
quinine group complained of tinnitus. WNo drug associated electrocardiographic changes
were detected with artemether. Seven patients in each group had complications after
treatment and neurological sequelae of cerebral malaria were detected in three patients
in the gquinine group,

Professor Karbwang concluded that artemether was superior to quinine in the
treatment of multidrug resistant severe falciparum malaria. It saved three times as many
lives as quinine. There was, however, no significant difference in fever clearance time
or parasite clearance time in patients treated with artemether or with quinine, No
clinically significant side-effects were detected with artemether.
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UNDF/WORLD BANK/WHC SPECIAL FROGRAMME FOR
RESEARCH AND TRAINING IN TROPICAL DISEASES
SEVENTEE JOINT COORDINATING EOARD:

Geneva a 4

MEMBERSH 3 NTIFIC AND TECHNICAI. ADVISORY COMMITTEE (STAC
(as of 1 January 1995)

Name and Title o \ ‘ : Tern of Office
STRATEGIC RESEARCH

AGABIAN, Professor Nina M., Directer, Intercampus Program, Molecular 1993 - 1995
Parssitology, Scheool of Pharmacy, and Professor of Pharmaceutical
Chemistry, University of California, San Franciseo, and Professor . . ‘j
of Biomedical. and Envirenmental Health Sciences, Schocl of Public . :
Health, University of California, Berkeley, California, USA

BLOOM, Professor B, E., Professor and Chairman, Department of 1990 -~ 1995
Microblology and Immunclogy, Albert Einstein Gollege of Medicine :
of Yeshiva Univer51ty, New York, N.Y., 0DSp

MOREL, Dr C. M., Pr¢51dent,.oswa1dc Cruz Foundation, Ric de Janeiro, S 1992 ~ 1997
SANSONETTI,'Dr F..JL, Head, Moleculayx Bacteriél‘Pathogenicity Unit,. ‘ 1993 - 199%

and Chairman, Department of Bactericlogy and Mycology, Pasteur
Institute, and Chairman, Commiscion of Infectious and Parasitic
Diseases, National Institute of Health and Medical Research, Paris,

EFRANCE

PRODUGT RESEARCH AND DEVELOPMENT

ELION, Dr Gertrude B., Scientist Emeritus, Burroughs Wellcome Co,, l l 1994 ~ 1996

Research Trilangle Park, North Carolina, USA : ‘,
GHIONE, Professor M. Formerly Profegzor of ParaSLtology,‘Faéulty of - - 1994 - 1995

Medicine, Uan@rSlty of Milan, Institute of Medical Mlcroblology, o :

Milan, ITALY ‘ .
RAMA RAO, Dr A. V., Director, Indian Institute of Chemical Technblcgy, 1693 - 1995

Hyderahad, ZNDIA .

SUGING, Dr Y., Member of the Board, Takeda Chemical Industries, Ltd., 1994 - 1996
Osaka, JAPAN
APPLYED FIKLD RESEARCH

ABIOSE, Professor Adenike O., Medical Director, National Eye Centre; 1964 - 1996
Narional Institute of Ophthalmelogy, Kaduna, NIGERTA

ASAMOA-BAAH, Dr A., Director, Poliey, Plamning, Monitoring 1994 - 1996
and Evsluation Division, Ministry of Health, Accra, GHANA







