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Introduction

The Sixth Steering Committee was held at WHO Headquarters in Geneva 28-29 May 2002.
The list of participants and Agenda are provided as Annex 1 and Annex 2.
The meeting was chaired by Dr R. Brun of the Swiss Tropical Institute (STI).

I General news from Surveillance and Control

WHA55: Technical Briefing for Elimination and for a global alliance

A technical briefing on African trypanosomiasis intensified control was held during the World
Health Assembly on 15 May 2002.

WHA55: Resolution on PATTEC

Resolution to support PATTEC (presented by OAU ) has been postponed to the next
Executive Board and Assembly, mainly due to a controversy on the term eradication in the
title of the resolution.

II The Working Group on drug availability and accessibility

� Update on drug stocks

Amount to be
delivered for

year 1

Total drug
received

Total drug
distributed

Stock balance % distributed on the
first year supply

Eflornithine 60,000 58,618 41,925 16,693 69,8 %
Melarsoprol 315,000 547,500 92,713 454,787 26,4 %
Pentamidine 100,000 216,960 91,515 125,445 91,5 %
Suramin 10,000 9,705 1,505 8,200 15,5 %

A question was raise about the expiry date for melarsoprol which changed from 5 to 3 years
only. Nobody was able to answer but the question will be raised in the next WHO/Aventis
Collaborating Working Group to be held on 17 June 2002.

� Forecasting for the next six months

Eflornithine
The full supply for the first two years (120,000 vials) will be completed by 31 January 2003.
About 70% of the first year supply has been distributed so far. A sufficient amount will be
guaranteed to cover the needs for the next six months.
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17,000 vials will be delivered in MSF Bordeaux around 15 July 2002
35,000 vials            “          “           “           “          around 5 September 2002
60,000 vials            “          “           “           “          around 31 January 2003

Melarsoprol
A total amount of 117,500 (17,7%) vials will be delivered by the end of the year to cover the
planned amount (665,000 vials) for the first two years.
Only 30% of the first year stock has been distributed so far. The needs for the following 6
months will therefore be covered with no doubt.

Pentamidine
The supply for the first two years has been received and 16,960 vials have already been
delivered for the third year. More than 90% of the first year delivery has been distributed so
far.

Suramin
About 15,5 % of the delivery for the first year was distributed. The needs for the next six
months will be covered with no problem.

� Eflornithine use as a first line treatment

It was recommended that countries should not use eflornithine as first line treatment as it
should be used only in clinics that have the capacity of skilled, round-the-clock nursing care,
and where high melarsoprol resistance is prevalent.
The MSF pilot experience ongoing in Ibba and Omugo should remain the only places where
this treatment is used, as fatality cases have occurred and further reports are expected
including on toxicity before any recommendation would be made.
Eflornithine used as first line treatment would be much more expensive than current schemes
and would therefore reduce the proportion of cash in the Aventis donation available for
research.
Eflornithine is already used for refractory cases like in Angola where 30% of cases are
refractory ones. It should continue to be used to respond to treatment failure with melarsoprol.
The group shall wait for valuable information from MSF before further decision would be
made.

III The Working Group on coordination of drug development and
clinical trials

� TDR’s Strategic Direction for Research on HAT

TDR’s strategic research thrust for African trypanosomiasis places specific emphasis on basic
knowledge and development of new drugs and diagnostics.
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� Megazol

During a meeting held on 31 January  2002 with all partners involved in this project, it was
decided to test the genotoxicity of this compound. The results will be available in  mid-June.
A meeting is planned to discuss results and plan the next steps.

� Oral eflornithine

Single centre, Phase II, PK trial, Daloa, Côte d’Ivoire on oral eflornithine
The pharmacokinetic study of oral eflornithine, comparing 2 doses (400mg/kg/day and 500
mg/kg/day) for 14 days took place in Côte d’Ivoire in 2001. Following a review of the results
in June, it was recommended to carry out phase II trials.

Training of clinical investigators and monitors in GCP and members of Ethical Committees
from Cote d’Ivoire and DRC in Ethics is being planned as a capacity building activity.

Multicentre, controlled clinical trial, four centers (DRC, Uganda) on abridged schedule for
eflornithine (7 vs. 14 days). The results of this study are published in WHO Bulletin 2000, 78,
1283-1373.

� Short-course pentamidine

A single centre, controlled clinical trial on an abridged schedule for Pentamidine: 3 days vs. 7
days of 4 mg/kg, is ongoing at Bulwem in Mokala health zone, DRC .

� Berenil

TDR is considering if this compound, marketed for veterinary purposes, could be used in
humans to treat early-stage HAT by oral route. An independent toxicologist reviewing the
available safety dossier concluded that the dossier is acceptable for clinical trials.

� Nifurtimox

A WHO/Bayer meeting was held on 7 February 2002 to discuss several issues regarding
Nifurtimox. Development of nifurtimox for the treatment of Melarsoprol-refractory HAT
cases through label extension, is being considered.

� Combination studies

Single center, four arm trial on combination treatment, Bwamanda, DRC (Institute of
Tropical Medicine-Antwerp)
Standard schedule for melarsoprol (3x3 3.6 mg/kg)
10 days melarsoprol (0.6 mg/kg, 1.2 mg/kg, 8 x 1.8 mg/kg)
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Nifurtimox monotherapy 15 mg/kg 3xday, 14 days
Nifurtimox 15 mg/kg 2xday (8 days), melarsoprol, 0.6 mg/kg, 9 x 1.2 mg/kg (total 10 days)
The calculated patient number of 215 in each arm could not be achieved due to the onset of
war activities. About 70 patients in each group could be included.
Main results:
The adapted short course for melarsoprol yielded higher relapse rate than the standard course.
Nifurtimox alone also yielded higher relapse rate.
Combination nifurtimox / melarsoprol did not show any relapse.
Publication in preparation.

Pentamidine in early Stage II HAT study (MSF/EPICENTRE)
A study on early stage II patients (up to 20 WBC in CSF) to test the efficacy of pentamidine
vs. melarsoprol was carried out in Omugo, Uganda. The study had to be interrupted due to
Ethical considerations, as the number of relapses in the Pentamidine arm was high. However,
during the follow up the number of melarsoprol relapses made up and the overall results is
now more equilibrated. The current rate reported is  44% for pentamidine,  33% for
melarsoprol. Overall this rates are extremely high, contradicting previous reports of
pentamidine efficacy in early cerebral stage, and coherent with the observed treatment failure
rates with melarsoprol in the area. Treatment failures were defined as: presence of parasites in
blood, lymph or CSF, increase in WBC counts in CSF, death during hospitalization or in the
following month.

Single center, 3 arm controlled clinical trial, combination treatment, Omugo, Uganda
A trial on drug combinations was initiated as a consequence of the very high rate of relapses
(25-30%) after melarsoprol treatment reported in Northern Uganda and Southern Sudan. The
reasons for those relapses were discussed by the group (PK, P2 – transporter).
Due to the recent authorization by the Ugandan authorities for the use of eflornithine as the
first line drug for second stage sleeping sickness (14 days for new cases, 7 days for relapse
cases), plus high levels of toxicity and mortality observed in 2 of the arms,  the trial was
interrupted at an early stage. Recruitment has been very slow due to the decreasing number of
patients in that area where a 6-year MSF programme has succeeded in lowering the
prevalence.
Preliminary results
1. Melarsoprol (1.8 mg/kg 10 days / Nifurtimox 15 mg/kg 10 days) 17 treated, 4 casualties
(24%), treatment interruption 22%
Main adverse effects reported in this group were diarrhea (44%), fever (39%), headache
(28%), arrhythmia (22%), abdominal pain (22%), convulsions (17%)
2. Melarsoprol (1.8 mg/kg 10 days / eflornithine 400 mg/kg 7 days), started same day, 18
treated, 2 casualties (1 of them 20 days after treatment), treatment interruption 17%
Main AE reported in this group were abdominal pain (56%), convulsions (11%), diarrhea
(44%), hypertension (33%)
3. Nifurtimox (15 mg/kg 10 days / eflornithine 400 mg/kg 7 days), started same day, 17
treated, no mortality, treatment interruption 6%
Main AE reported in this group were abdominal pain (41%), convulsions (24%), diarrhea
(29%), fever, headache, hypertension.
Best outcome at interruption of the trial was eflornithine / nifurtimox
Follow up was done for 6 months, no relapses so far.
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Additional information: 105 relapse patients retreated on a compassionate basis with
melarsoprol (2.2 mg/kg) x 10 days combined with nifurtimox x 14 days from Omugo and Ibba
before this trial yielded hallucinations, but only one casualty was reported, even if the rate of
AE was high. Hallucinations reported in Omugo were not observed in a similar setting in
Ibba. An analysis of the patient’s documents yielded the food as the only difference. Whereas
the patients in Ibba received a rich diet, to those in Omugo insufficient supplementary food
was supplied.
The toxicity of drug combinations seems to be significantly different between relapsing vs.
newly treated patients. The overall melarsoprol related mortality at Omugo (n=1061) was
3.3% but increases every year during the third quarter, for unknown reasons. This trial did
happen during that period, when melarsoprol-related deaths were increased in this and other
centers of the region (Kajo-Keji, Ibba). The meaning of the results was discussed: is the
difference between the treatments real or occurred by chance due to the early interruption of
the trial?

Based on those preliminary results, the drug combination that should be further tested is
eflornithine-nifurtimox. The simplification of eflornithine application should also become a
goal.
From the MSF center in Ibba first cases of convulsions and death during eflornithine
monotherapy were reported.
It was recommended that MSF should monitor very carefully the safety and relapse rate of
eflornithine treatment. MSF currently supports the strategy to make available and generally
use drug combinations for second stage cases.

� IMPAMEL

Impamel II, Multicenter, uncontrolled application observation on 10 day schedule for
melarsoprol, 17 centers, 7 countries (Angola, Côte d’Ivoire, DRC, CAR, Guinea Equatorial,
RoC, Sudan), (Swiss Tropical Institute-Basel)

Goal: To monitor the outcome of treatments with the new schedule under field conditions
Approach: Local organization by National Control programs; selection of centers where
exclusively the 10 day schedule was applied, conduct of trial.
Expected sample size: > 2000
Preliminary results (unconfirmed):
2,584 CRFs arrived at STI, 2,319 double entered and checked
“Doctor’s view”, all results are based on bi-monthly reports of centers. All severe AE are
checked for consistency and re-graded independently by two medical doctors.
A large variation of outcome was expected.
The overall rate of encephalopathic syndromes is 8.5 %; 3.0% - 21.1% (for al all centers),
2.0% - 14.4% (centers of > 200 patients)

Overall rate of fatalities 5.6 %; 2.8 - 22.4% (all centers), 2.8 - 9% (centers of > 200 patients)
A low correlation was found between the encephalopathic syndromes and fatalities (r = 0.6)
Yet unknown: Frequency of skin reactions, according to clinical reports: No significant
problem
Confirmed results can be expected at the end of the year 2002.
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Discussion on IMPAMEL II
The background and history of the Impamel II program were reiterated and the importance of
tight monitoring, setup of trial, significance of results, follow up were discussed (1 year, vs. 2
years)
The need for standardized diagnoses in clinical trials was stressed as there are already
significant differences in screening of patients. For example, in the Republic of Congo, the
National program uses 5 µl of serum dilution with 1 drop of CATT reagent, while MSF in
same country uses 50 µl (i.e. high specificity vs. high sensitivity).
Suggestion for IMPAMEL II: Stratify in analysis for patients with confirmed parasites vs.
positive serology:
Suggestion for future trials: Only confirmed parasite positive cases should be included in
future clinical trials.

Problems:
1. Stage definition is differently used in different countries (i.e. Angola, Côte d’Ivoire use cut
off of 20 cells)
2. Definition of treatment failures. Different approaches including parasitological methods,
WBC counts and clinical features are in use. The opinion was expressed, that only cases
where trypanosomes can be detected should be considered a true relapses.
3. Definition of encephalopathy (headache, vs. convulsions, vs. coma)
4. Differences of pretreatment and treatment of concurrent diseases

� DB289

DB 289 Phase IIA; Single / multicentre, uncontrolled proof of concept trial, first stage
disease, originally Viana, Angola, expanded to Maluku, DRC (Bureau Central de la
Trypanosomiase, Kinshasa).

Defined on a sample size of 30 patients, the main goal is the proof of short term efficacy (24
hours after treatment), the confirmation of good tolerability (ex Phase I trials; extensive PK
sampling)
Dosage:  100 mg fixed dose DB 289 2 x day, oral application
Inclusion criteria: Parasitologically confirmed first stage disease, � 5 WBC mm-3, 16 years old
or more, min. 45 kilograms, females of child bearing only if not lactating, negative urine
pregnancy test, accepted informed consent

Exclusion criteria: Late stage T.b. gambiense infection (presence of parasite in CSF), or
positive (titer > 1/4) latex / IgM test, or positive latex / T.b.g. , other active clinically relevant
medical conditions, clinically significant abnormal laboratory values at screening, traumatic
lumbar puncture, coma score < 9 on the Glasgow Coma Scale, previous treatment for sleeping
sickness.

Discussion of diverse issues
- Future collaborations: MSF Switzerland and Malteser contacted WHO with a request to

conduct clinical trials. The organizations await the input of the clinical trial group.
- Design and conduct of future trials: Clinical trials on drug combinations may benefit from

preliminary animal work.
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- Role of WHO (clinical trials group) at this stage should be to support the standardization of
clinical trial protocols.

- Information on preclinical studies, toxicology and human PK available on the drugs in use
should be systematically collected in a central database.

- Discussion on goal of further eflornithine development: is really registration with FDA of
drugs used in combination therapy necessary, or is registration in the countries affected or
even personal responsibility of the medical doctors sufficient ?
Group members supported rather the idea to have a realistic objective and to set the scope to
the actual application in the countries. The basis of the thinking is that many drugs have
never been registered but are on the recommended list of WHO (e.g. quinine). The goal
would be to establish a large and convincing documentation which will eventually lead to
the accepted use of such drug combinations. Therefore the toxicity data should be re-
evaluated and at the same time the opportunity to gather new information, in a systematic
way, should not be missed.

- A major issue is the standardization of follow up, including the criteria: Should this be
considered a priority, the money should be found and respective investigations conducted.
The opinion was expressed that a good 12 month follow up might be superior to the
unrealistic 24 month follow up which is currently standard.

- Use of coma scales: Glasgow versus Karnofsky scale, which is best?

� Proposal for updating the list of trypanocidal drugs screened by the industry

There is an urgent need to develop and coordinate this important activity through a global
alliance.

Pharmaceutical general process:

Following basic research and often genome sequence data, a potential drug target is identified.
This might be an enzyme that is essential for the survival of the parasite.  Using a simple
assay adapted for use in microplates, thousands of diverse compounds are screened looking
for compounds capable of inhibiting enzyme action (High Throughput Screening). Active
compounds (hits) are tested in simple assays to see if the compounds kill live parasites.
Compounds that are active against whole parasites (validated hits) are tested in animals
infected with the relevant parasite.  Compounds that are efficacious, and not toxic in animal
model studies, are considered to be lead compounds.  Based on the chemical structures of the
lead compounds and their proposed mode of action, related chemical compounds are
designed, synthesized, and tested looking for the optimal combination of efficacy, safety,
bioavailability, cost of synthesis, stability and so on. Ideally the lead optimization program
will result in a drug candidate that has the right profile to move from R (research) into D
(development) where the drug candidate typically will be taken through a short pre-clinical
development stage and then into clinical studies.

� Report on Drugs for Neglected Diseases Initiative (DNDi) meeting in New York
(March 2002)

An initiative for conducting through cooperation with public and private research in the North
and in the South, discovery and development activities for innovative drugs for the most
neglected diseases.
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Yves Champey reported on the New York DND Conference Working Group meeting (March
12-13/2002), whose objective was to discuss the need for more research in the field of drugs
for the most neglected diseases and to present the status of the DNDI project.
The Drug Neglected Disease Initiative is now in the feasibility study phase. This phase is to
end by September with the production and hopefully the approval of a plan of action by the
Founders of the Initiative.
The scenario on which a Core Group of ten persons conducts its work with the contribution of
Ernst and Young (financed by MSF and TDR) is that it will give MSF a co-responsibility of
building and later on seeing into it that operations are conducted in line with the specified
vision and mission. This co-responsibility will be shared with WHO/TDR, the Indian Council
for Medical Research, the Oswaldo Cruz Foundation in Brazil, the Ministry of Health in
Malaysia, the Institut Pasteur in France, to which an African representation as well a patient
representation will be added. A longer list of Associate Members is now considered. These
will be in the categories of Public Research Institutions, Tropical Research Institutes,
individual Pharmaceutical and companies in the North and in  the South, Tropical Medicine
Scientific Societies, other NGOs.
A preliminary Business Plan is now produced. A second version will be available for
presentation to the MSF Executive Committee by the end of June and later on to the first
Potential Founders meeting which is to happen on July 25.
The Business Plan is a forty pages document providing proposals to the Founders on the
assessment of the situation for the most neglected diseases, a vision and mission for the
DNDi, a way to build a R and D agenda  and later on a project and product portfolio, an
organization, largely decentralized in the South, a set of governance rules, a budget and
timetable.
DNDi will become a member of the Drug Resistance Network.

� Report on the Gates Consortium for drug development for sleeping sickness and
leishmaniasis

Chemistry in the laboratories of D. Boykin (Georgia State University) and R. Tidwell
(University of North Carolina Chapel Hill) continued guided by structure activity relationship
analysis. One drug target which is being studied  is interaction with DNA. Compounds with
enhanced DNA receptor specificity (e.g. minor groove binders, telomerase binders) are
synthesized.

Over 250 compounds were screened in vitro against T.b.rhodesiense. A high activity with
IC50 values <10 ng/ml was found for more than 50 compounds. Approximately 100
compounds were tested in the stringent T.b.rhodesiense STIB 900 model and about 20 in the
more susceptible STIB 795 model, most compounds could cure this model! Much less
compounds were found to be in vitro active against T. cruzi and Leishmania donovani.
Several compounds showed in the leishmania mouse model a higher activity than
pentamidine, there were even compounds with oral activity.

A first study with T.b.rhodesiense infected African green monkeys at KETRI gave promising
results. Oral treatment with DB 289 at 10 mg/kg over 5 days could cure 1st stage infection. At
3 mg/kg only 1/3 monkeys was cured.
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Toxicity studies in Cynomolgus monkeys, rats and rabbits gave favourable results: No toxicity
to major organs, no geno- and fetotoxicity. A phase I clinical trial showed only minor adverse
effects. The pharmacokinetic and metabolism studies showed that DB 289 is rapidly absorbed
after oral intake and metabolized to DB 75. The half-life of DB 289 and DB 75 were in the
order of 10 hours and 30 hours, respectively.

� Presentation of the Glasgow CURE-IT Consortium (Combined Universities
Research into drugs against Trypanosomiasis)

M.P Barrett, Institute of Biomedical & Life Sciences, University of Glasgow.

The Universities of Glasgow and Strathclyde have a diverse and wide range of interests in the
Chemotherapy of human African trypanosomiasis.  The various groups have joined together
under the flag of the CURE-IT consortium (Combined Universities Research Into
chemotherapy of Trypanosomiasis).
Interests include:

1. Understanding the molecular, biochemical and genetic mechanisms that lead to
resistance to drugs,

2. Studies into the epidemiology and impact of drug resistance
3. The development of new drugs and identification of novel drug targets.
4. Reformulation of current drugs (Combination chemotherapy and new application

routes).  Combinations may involve using very different schedules of trypanocides
where one drug may induce a pharmacological effect on the host that alters the
efficacy of other drugs, e.g. suramin may permeabilise the blood brain barrier by
inhibiting P-glycoprotein pumps and also through this route slow drug excretion
through the kidneys.  Eflornithine might have anti-inflammatory effects in the brain.

5.  Analytical pharmacology. Large studies assessing the quality of isometamidium and
diminazene have been performed. High variability in active ingredient content has
been shown for these veterinary trypanocides (using reverse phase HPLC
approaches).

6. Drug metabolism.

Practical benefits may arise from an understanding of the biochemical and molecular
mechanisms of drug resistance. For example laboratory studies have shown that the P2
amino-purine transporter is lost in parasites resistant to melamine-based arsenicals and also
diamidines.  Since fluorescent diamidines enter cells via this route and fluoresce upon binding
DNA it is possible to distinguish if parasites have a functional P2 transporter or not. In the
case of laboratory derived isolates this is predictive of resistance status.

CURE-IT Consortium will become a member of the Drug Resistance Network.
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IV The Working Group on Research

� Update on the establishment and development of a trypanosome cryobank

Purchase of 3 copies of FileMaker by WHO for STI, KETRI and ITM.
Elaboration of a first verion cryobank database with FileMaker by STI and ITM.
First entering of stabilate data by STI.

� Establishment of a Grammomys colony at INRB, Kinshasa

Improved isolation of T.b. gambiense strains from patients.

Experimental infections of T.b. gambiense in Grammomys surdaster tree rats at ITM shows
that this rodent is more susceptible than OF-1 mice and Wistar rats for T.b. gambiense
infection (see separate document)

Twenty Grammomys rats were delivered to STI for testing as an in vivo model for drug
resistance in laboratory conditions. A breeding colony could be established successfully. After
evaluation, this model was not retained due to difficulties in maintenance, a high individual
variability, and because SCID mice were found to be very susceptible hosts for
T.b.gambiense.

Rehabilitation of the animal breeding facilities of Institut National de Recherches
Biomédicales (INRB) in Kinshasa : purchase of airconditioners, cages, small material etc. for
breeding Grammomys.
Training of Dr. Vet. S. Karhemere from INRB at ITM on manipulation and breeding of
Grammomys.
Transport of 20 coupled Grammomys pairs to INRB is foreseen in June 2002.

Furture plans

Purchase and operationalizing of cryocontainers and accessories for STIB, KETRI and ITM.
Start entering stabilate data at the 3 centres.
Start copying and distributing stabilates at the 3 centres.

Start breeding of Grammomys at INRB.
First evaluation of T.b. gambiense isolation from the cerebrospinal fluid of patients around
Kinshasa.

� Proposal for the mapping of chimio sensitivity  (in French)

Étude et cartographie de l’efficacité des traitements de la Trypanosomiase Humaine Africaine
par évaluation de la chimiosensibilité des trypanosomes et la recherche de marqueurs
biomoléculaires de résistance.
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Différentes études ont été effectuées qui ne permettent pas la synthèse des résultats obtenus.
Par conséquent, le produit de ces recherches n’est pas directement utilisable par tous les
chercheurs et les acteurs de la lutte contre la THA.

Dans le cadre du réseau de surveillance aux médicaments contre la THA sous l’égide de
l’OMS, le projet a pour objectif:

- La détermination des MIC (Minimum Inhibitory Concentration) par tests in vitro, pour
des trypanosomes collectés dans plusieurs pays de la sous-région, soit par l’OCEAC,
soit par les programmes nationaux ou les O.N.G. grâce au réseau de surveillance et la
cellule OMS. En effet, aucune MIC initiale n’a été déterminée pour des populations de
trypanosomes de différents foyers avant l’introduction de nouveaux médicaments
(comme l’éflornithine), pour apprécier les sensibilités ou résistances naturelles. Ces
MIC seront aussi déterminées pour des foyers où les cas d’échec sont nombreux. Une
cartographie sera alors effectuée pour apprécier la distribution géographique des
sensibilités/résistances  pour chaque médicament. La mise au point d’une technique de
concentration des parasites sur le terrain et leur cryoconservation facilitera la mise en
route des tests in vitro. Une banque cryogénique africaine permettra de stocker ces
spécimens originaux. Parallèlement, les IC50 (concentration en médicament
nécessaire pour inhiber 50% de la culture) seront déterminées à l’OCEAC et au Swiss
Tropical Institut de Bâle. Les recherches seront donc complémentaires.

- L’évaluation du polymorphisme génétique des gènes « transporteurs » corrélé ou non
à la résistance des trypanosomes (Université de Glasgow, UK).

- L’étude du polymorphisme génétique de ces clones par la variabilité des séquences
d'ADN microsatellites récemment détectée, la recherche de nouveaux marqueurs
génétiques de résistance chez les souches non sensibles aux doses normales de
médicaments. Ces recherches seront réalisées par le laboratoire de biologie
moléculaire de l’unité de recherche 35 de l’IRD situé à Montpellier/Baillarguet
(France).

- La mise au point pour une utilisation « en routine » des outils biomoléculaires
permettant d’apprécier et de prévoir l’efficacité des traitements de la THA selon la
localisation géographique.

- Le transfert des nouveaux outils aux PNLT africains.

It was decided that the project proposal would be discussed again on several technical aspects.
A proposal aiming to initiate and refine the overall project will be prepared and eventually
funded.

� Report on Ethics for research studies implementation

A 72 pages report was prepared by Dr Philippe Truc on ethical aspects of clinical and
epidemiological trials undertaken in developing countries.
This report is available in electronic version PDF format upon request addressed to
truc@iccnet.cm
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V The Working Group on Surveillance of Resistance

� Expected activities of CDC as a new WHO Collaborating Center for Surveillance of
HAT Treatment and Drug Resistance

Terms of Reference

1. To develop and implement, in collaboration with WHO, epidemiologic surveillance in
sub-Saharan Africa for human African Trypanosomiasis, treatment failure, and drug
resistance.

2. To disseminate surveillance data about the magnitude and geographic distribution of
trypanosomiasis treatment failure to Member Countries.

3. To promote and collaborate with Member Countries on surveillance and operational
research needed to enhance the effectiveness of African trypanosomiasis treatment and
control.

Work Plan, 2002-3

1. Develop a HATSENTINEL electronic database.

2. Select 6 initial sentinel sites in central Africa.  Conduct training at those sites for data
collection and implement surveillance for T. b. gambiense treatment failure.  Note: in
each of the following 2 years, 2-3 centers per year will be added.

3. Expand surveillance to include T . b. rhodesiense  infection and implement surveillance
for treatment failure in at least one site.

4. Conduct applied research to refine current estimates of the health burden of HAT in
highly endemic areas.  Disseminate results of an analysis of the cost-effectiveness of
periodic HAT control through active surveillance and treatment vs. delayed “crisis
intervention.

� HATSENTINEL report, proposal and schedule

Background:  The sentinel surveillance system for HAT treatment failure (HATSENTINEL)
collects two types of standardized data at present.  It has the capacity to collect, at selected
sentinel sites in the future, specimens for drug susceptibility testing.

1. Treatment center data.  Participating facilities will provide data about the diagnostic and
treatment protocols in use in their centers.  These forms will be completed at the time
surveillance begins.  The facility will have an opportunity quarterly to update the
information if there have been institutional changes.

2. Case reports.  Centers submit case reports quarterly.  The reports are submitted for all
patients treated at the facility for advanced (central nervous system) HAT.  Personal
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identifiers will not by used.  Data collected will include age, sex, residence location,
cerebrospinal fluid parameters, whether the patient has received previous trypanosomiasis
treatment, and drug therapy for current and past admissions.

The operational plan includes quarterly analysis of trends and reporting to each MOH/national
HAT program office and each NGO headquarters for all participating facilities.  Composite
data will be posted quarterly on the WHO web site.

Update:
At the beginning of 2001, preliminary data collection forms were distributed for a pilot study
to national programs in DRC and Angola and to the MSF France program in Uganda.
Limited information was gathered from 6 sleeping sickness treatment sites in DRC and from
the International Medical Corps south Sudan program.  These data were helpful in estimated
the time burden associated with collection and recording of surveillance data (5-10
minutes/case report form) and in refining the report forms.  However, the pilot studies were
never conducted in Angola and Uganda.  The pilot study was hampered by a lack of
communication and central coordination.  In the future, coordination will be conducted by the
CDC collaborating center, which will work directly with national and NGO  trypanosomiasis
programs and will liase regularly with the surveillance Working Group and the Cameroon
WHO office.

HATSENTINEL Work Plan, 2002-2003

1. Finalize data collection forms and create electronic database.

2. Provide training, select sites, and begin surveillance in 5-6 treatment centers.  Provisional
site selection is as follows.
� 2 sites DRC (Kinshasa region, site 2 unspecified at present)
� 1-2 sites Angola (selected from: Viana, M’ Banza Congo)
� 1 site southern Sudan (Kajo Keji)
� 1 site unspecified at present (possible choices:  CAR, Congo Brazzaville, Chad)

3. Adapt report forms for collection of data about T. b. rhodesiense treatment failure and
begin surveillance at one site in Tanzania.

4. Establish the logistics for data entry and information flow and site support.

� Eastern Africa Network for Trypanosomosis (EANETT)

EANETT started its activities by putting in place organizational structures to facilitate the
functionality of the network. The Board of Management had two meetings in the year 2001,
one in Arusha and one in Ouagadougou during the ISCTRC conference. A EANETT flyer
was created and a homepage (www.eanett.org) was set up. The board is responsible for the
organisation of workshops, the annual EANETT conference and the approval of requests for
training, equipment and repairs. For such core activities financial support was granted from
the Swiss Agency for Development and Cooperation for the years 2001 to 2003. Philippe
Buscher (ITG Antwerp) was approved as new co-opted member.
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Two training workshops were held at KETRI in 2001, one on GIS and another one on
molecular methods for characterization, both for 8 participants from the 4 African countries.
A first PhD programme was started with a student from Kenya working on the isolation and
characterization of T.b.gambiense from Southern Sudan. Part of the work will be carried out
at the Swiss Tropical Institute.

First activities in the four countries included: Surveillance of specific areas affected by HAT
with geo-referencing, isolation of T.b.gambiense in NW Uganda, surveying of tsetse flies in
different areas. The network is still in need of additional funds to cover all the anticipated
research activities.

VI Establishment of reference treatment centers (logistics problems and
training)

Large efforts must be made to increase treatment capacities and to create a network of
Reference Treatment Centers. The idea is that patients suffering from sleeping sickness will
get proper care in hospitals where they are often neglected.
The major problem is the access to reference treatment centers. Centers should be located as
close as possible to the patients. Local political issues should be studied in each country to
enable better development.

Most medical programmes expect the national programme to be able to respond to the needs
but no money is allocated to buildings, equipment and human resources. TDR trains high
level people through capacity strengthening while CSR trains technicians. Clinical trials,
treatment relapse cases, drug resistance activities work as incentives for the local staff, but the
lack of young technicians like in Chad is a major issue. CSR should collaborate very closely
with TDR.

The discussion emphasized the lack of resources and the need to include budget estimate in
found raising document. Everybody should get involved in fund raising activities.

VII Report on the new Working Group on HAT economics and disease
burden

Background
Recognising that sleeping sickness had reached a crisis situation, in 1999 a network was set
up under the aegis of WHO, in particular to address the problems of treatment failure and
drug resistance.  The network set up a number of working groups on:

� drug availability
� sentinel surveillance
� research

The drug development and clinical trials group later developed out of the research group.  The
economics and disease burden working group will be based on this network pattern.
However, as it has a broader remit, it will act as an independent entity.  Initially meetings will
be coordinated with network meetings and economic group members may attend these as
observers.  The working group’s role is to try to set a research agenda covering the key issues
in this field.
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Structure
At this stage it was felt that it would not be necessary to set up sub-groups.  Anne Moore and
Alex Shaw will co-chair the group.  The group will, from time to time, invite individuals who
have undertaken research or are involved in this area to join the group and contribute their
expertise.  Current membership is given in Annex 1.

Preamble
The field of sleeping sickness has had very little input from health economists.  Some cost-
effectiveness studies and a handful of articles exist, and recently there has been some initial
work on DALY calculations.  The recently increased attention to HAT control programmes
and increased support given (both public and private) provide a window of opportunity for
undertaking economic studies to support the disease control work and to argue the case for
greater investment in this disease.
Thus the economics and disease burden working group’s purposes are advocacy and assisting
decision-making and resource allocation at the policy and programme level.

Objectives
Within the overall network mission statement, the goal of this working group is to coordinate
and promote the assessment of the economic and financial aspects of HAT (caused by either
T. b. rhodesiense orT b. gambiense) in order to optimize disease control and rationally
allocate resources.  Specific objectives are to:
1. further refine and enlarge upon estimates of the burden of disease
2. assess the financial resources required for HAT at national and local levels
3. conduct rigorous cost-effectiveness analysis (CEA) to establish priorities and assess

strategies for control of both diseases
4. from this to help develop a methodology for incorporating economic data in decision-

making and priority setting at local, national and international levels
5. standardize methodology in DALY calculations, cost calculations and cost-effectiveness

analyses in the HAT domain
6. provide guidelines for incorporating economic issues into ongoing epidemiological and

clinical research, especially at the initial planning stage
7. assess socio-economic aspects of HAT of relevance to the design of control programmes

and to achieving a better understanding the disease’s impact
� at household level (e.g. risk factors, compliance, perception, disease burden,

economic and financial costs)
� at community level (e.g. in vector control activities)
� at health delivery level (e.g. district hospitals)

8. support the use of existing longitudinal data on HAT in order to gain a better
understanding of the behavior of the disease over time and in response to control activities

9. provide good economic parameters for epidemiological modeling exercises
10. assess macro-economic impact of HAT

� poverty and livelihoods
� economic development.
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Short-term Research Priorities

Three proposals were submitted to WHO for possible funding. They were developed in order
to meet the most pressing short term requirements for advocacy and rational planning of
ongoing control work:

� improving and refining existing DALY calculations
� investigating the dual burden of disease and poverty
� developing simple decision-support tools for cost-effectiveness analysis.

It needs to be emphasized that these are specifically designed as short term studies to provide
necessary data for immediate needs rather than to comprehensively address these issues.

Proposal 1
Refining and Extending DALY Calculations for T. b. rhodesiense and T. b. gambiense

Proposal 2
HAT:  The dual burden of disease and poverty

Proposal 3
Further development and validation of a methodology for CEA of case-finding and treatment
strategies for gambiense disease

The time frame foreseen for these projects is one year from the start and detailed proposals
are being formulated.

Members of Economics Working Group

1. Dr. Marleen Boerlaert, Institute of Tropical Medicine - Antwerpen
2. Dr. Eric Fèvre, Centre for Tropical Veterinary Medicine, University of Edinburgh
3. Dr. Deborah McFarland, Department of International Health, Rollins School of Public

Health of Emory University, Atlanta
4. Dr. Anne Moore, Division of Parasitic Diseases, Centres for Disease Control and

Prevention, Atlanta
5. Dr. Alexandra Shaw, A P Consultants, UK
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Sixth Steering Committee Meeting
on Treatment and Drug Resistance Network for Sleeping Sickness
Room E-235, 9:00 – 18:00, 28 May 2002
Room M-205, 9:00 - 18:00, 29 May 2002
WHO Headquarters, Geneva

Agenda

Opening

General news from surveillance and control
- WHA55: Technical briefing for Elimination and for a global
alliance
- WHA55: Resolution on PATTEC

Working Group on drugs:
- Update on stocks of drugs
- Forecasting for the next 6 months
- Eflornithine use as first line treatment

TDR's Strategic Direction for Research on HAT
Update on:
- Megazol
- Oral eflornithine
- Short course pentamidine
- Berenil
- Nifurtimox
- Combination studies
- IMPAMEL
- DB 289
- Proposal for updating the list of trypanocidal drugs screened by
industry

Report on DNDi meeting in New York (March 2002)

Report on the Gates consortium for drug research for sleeping
sickness and leishmaniasis

Presentation of the Glasgow CURE-IT consortium (Combined
Universities Research into drugs against Trypanosomiasis

Director, CSR
Director, TDR

J. Jannin

J. Jannin

S. Guillaneux
J. Jannin
F. Kuzoe

D. Kioy

M.A. Mouries
F. Kuzoe
F. Kuzoe, C. Miaka
M.A. Mouries
D. Kioy and J. Jannin

C. Burri
C. Burri
M.A. Mouries

MSF

C. Burri

M. Barrett
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Report of the Working Group on coordination of drug
development and clinical trials

Working Group on Research:
- Achievements on cryobank
- Proposal for mapping of chimio sensitivity
- Others

Report on Ethics for research studies implementation

Working Group on Surveillance of resistances
- Presentation of expected activities of CDC (new WHO
Collaborating Center)

Report on HATSENTINEL and proposals

Establishment of a schedule for implementation of HAT Sentinel

Report on EANETT and proposals

Establishment of reference treatment centres (logistical problems
and training)

Report on the new Working Group on economics (DALYs
calculation and cost effectiveness studies)

C. Burri

P. Buscher
P. Truc

P. Truc

A. Moore

A. Moore

A. Moore

J. N'Dungu

J. Jannin, S Van Nieuwenhove
C. Miaka

A. Moore and M. Boelaert
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6th Steering Committee Meeting
on Treatment and Drug Resistance Network for Sleeping Sickness
28 May 2002 in room E-235 and 29 May 2002 in room M-205
WHO Headquarters, Geneva
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E-mail: Christian.Burric@unibas.ch

Prof Philippe Büscher
Department of Parasitology
Institute of Tropical Medecine
155 Nationalestraat
2000 Antwerp, Belgium
Tel.: (+32) 3 247 63 71
Fax.: (+32) 3 247 63 73
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