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3.2.2

3.2.3

-1-

CURRENT WORKPLANS (Excerpts from SC In-depth Report — 1981)
The gverall werkplan is showa in Fig, 3.2,

EPIAF

The plan of research is depicted in Figs., 3,2,1.1, 3.2.1.2 and 3.2,1.3.
CHEMAF

The workplan 1s showm {n Fig. 6.2,

3.2.2.1 FPharmacokinetics and pharmacodynamics of existing drugs (See
Fig. 3.2.2).

3.2,2,2 Pundamental blological research (See B, in Plg, 3.2.2)
3.2.2.3 Systematie chemical resaarch (See C, in Fig. 3.2.2,
3.2.2,4 Screening of compounds (See U and E, in Fig. 3.2,2)

3.2,2.5 Secondary and tertiary screening (See ¥, in Fig. 3.2.2)
IMMAF

The broad workplan is shown in Fig., 3.2.3,




Figure 3,2

LR TN
03ALHERL
Hd A5~

R I R . T T i ——

iy e em = — —

TWHELN0T GRAGKEdHL WELIL-1Z0ILS

QAS0EXT Tl40da
HOITIIM 41
10 10va3Naa
TEELHOD WAL TN

t
!
1

ROLEYII N dY
IYRITAYY |
ON¥ TV0 0T

INETN L NE

Lt i

Fe

KOISSTHSHYAL

U KO1LHIATES

[1¥MewH aNY L13 I53L)
S1004 LINTEHI
LOLLTHIS TMI EdD

L ]

SINDD HAEl THOHS

SLINI0Y NTRI0 3 ddlNeddns

38 0L HAND HONVESTE LEVDTAIRDLS SHNTIE

Wl 4D DHENAON JULLINI1IS 0L AR a3
¥ S2I1THONAd HOTR SAAVILEMITI Luvi MO SIAL

AJATYY ADT L WG,

- SIIMFILS
20 WO1INZATEL

20330Y RA[ JO UNNNAFAP  lafpTINEdatig
BY AATITAAILYD FATIIATER 0w Ay iwoR
venaedTiddr Fpraraavsuy apee afarg

TOH KDY HOLIIA

SI[RIAF R Avymuap

*»

IHIHLY AL
JINS

AN ROTLD lUEd

KO I12E13T

FSYD 1AV
a8y I I

‘Omouun Aptied anopavgaq a0 tIEagaun
dryFuopaf sl @eany  luacuon 31T0UcOT )O
13[RoNgFIP UBEIEI] JTIUIPE ATFITS g

302313

AO0A0IWAIL]

DHIRIYEL

EMyIsTd

tatuoy ESmap taqepiens Einap ARj

SALLNIYHIHLONIHD

“azurl1s1sa1 foap

suztied  furersasun awy3:r Ynap yeatridn

INBWATVREE TWIINITD

TPI#IE UT 3INIITP Ews

+—1

SISV [WOSONYAS] R¥2IldH4Y 04T ADTLVHLIS HOWWISIY TIvHIAG

“anisuades 'paiedn]dood - (eITEojords
CAOLE "A11303> ‘aaryiseasur - Teardoiol] seiey

;-

SIsomavid

*IVTEY AATNQ1IEL
k. L3




. DHICORD STONVIEIMA DNLNIYNL

_nu._..zz_nu Stp owapowdy _

10auadsucw ST PUT BSCISTP ISTASTP 9] A O _qi/
i P ——— - — - v

Figure 3.2.1,1

§o Juawigaxy pandadug alfy pirseard Jo worivlay USTIRDTITIUART aT11s0aT P
\—m.__m__ ..u.nu_

[#17 w1 21242 u:.;-
..\\\\\\\.\
sapada

F_mmuuduum 193302 .:,.._le...l uotssyusweal Hurpuegsiapup Alnlll_muﬂmzum A1eA13592 Y0 ._E.__

. . S35Ua Afaes Huydgpiuopl SI3Tixed wrwnyg
Adrazyy panoadul Jé——————-i &g UGTSSTWSUEL] 2DNpa | Ayi1eay Jo uoiizateq
3 1251 J 1

JUuawiearsy £11eq

EER T\\\\.\l\\.\u\ ABoloaag
f2oroa1scacy

uGTITUTUASSTR ITY 158k ], Tﬁma_cu:ﬂ paacrduy _ SoIpNIs sriscudeay

SOLLIAELW |

"WRELLYA A4 o TR R TRTs] SIILTATILW
- LAYLINS3Y :

S LJRSHUTEWESUAA LN
BATEDALEQ - ATIAILDY

SASYLHOSONYJRYL NYITHAY 20 ADCIOTHIOLLA




“4VI4d £q Jussaad 3e INo PRIIIED 250NT A¥ SUY] SRoTUTING T £ PALTTIOG S2TI1ATIZY
rsasetwosouedily ved11y Fo £3ojorwaprds Ayl uo YIaeasal 1oj aieladoadde $aT31aI30F FO A3F[EI0T 3D SAACAISNTI aamd] syl

SAHOSONYAAYL A0 .
SITLSIEALIVEVHD ONY FOHISTH4 saanLs HﬂunéuchHmﬂﬁﬂm_

SHHALEY
a9I0Y3 FSNIVLE IVAOILIELON
NOTIVZIIYO0T “HNOTAVILAR IELASL

s21enLs a0 oKoLN3 §

SAOILVAOIH /YD rA0 SATISHOTANVTITNAINT

QHY SJITWWHAE 40
A0 QNV 41oad3STe-SdRHL \ S3LANLS STYHINY IWUD OkY
QY LSOH 3S13ISL BY STVHLHY m?ﬂmwM“WWm*MMUMWQMMWW AMVHITJTIS TRIL JILSINN0LE KO SETANLS
AWV QN J1LSTMOD 20 3104 y

~ANVLISHIAR0. HTI¥ALD

1 AD01033
A1 KO LOWJWI SIN QRY
351351 HLIMA LIYEHOD SIH
'Sy ol AUNETLLY 5, WVH

SAMIMLE "W 10 (01205 "

. e e s
_mzxmapﬂm qquﬂzmﬁm_ | 5314018 TVIINITD

SAALLIILBO S1LLTIALLY

Figure 3.2.1.2

SISYIWOSONVAAY| NYDIYdY - AD0T0IWIGI4] - ADILVHLS HOUWISIY




{wo13vdiarizad Axtumuuay |

& UGTSSTWSUTIY DIAPDA 03 S3anpadald
1#vuesaad ajerzdeaddr po m_E.EHﬁHH_a 1503 hOT Tenurdued fdiag Jrog

F 3

_ SPOUYII 1813 oo aaljruial 1.._ *

_ﬁnmunum.ﬁnhq 2ATISAY I 150D Tll]‘.ucusnn_w:u_u puE aqeperer Miransdg

DRI DRI IVAL

/

Eun_:: w1 Juruirgd A.:_w.,..__.”__

LR EE ]
Yurdeads Jo Starinar prrar e

TRl _I_

[ sopr233385n aadrays s1qeadaoay|

[Fsan apiavaseg _

Tﬂnﬁuun tedog m

Tesiads1p £)4

~

uotieatidde aptrryvasug

[svzz23e8 Artarady |

mwm_._eu aiEa Syl “

*,
. sonbTuwzes 1o2luer 3o : \ /
IMTAOUT PUE UE1ICTTFIPUM |4 531900 J03T90 Fo 2dpoimouy vuauHEnH_n [soars Fupasow |, FEEGIS onrsein|
BATLIAILTY .
TURL LIV I ’ SINTIoACED S3I1IAILOY
INVLIUNSEE i

l
al
L
=

ol

[

SEEYTHOSONYAAAL HYIIHAY 20 TTCHIHOY OMY ADDI01E HOLIAA




™~ N,
HoEVas 9y
T¥31001018 8
TWINIRVAUGS
H 2 i a
e ALV
STVIEL TN wxqu“ﬂMhM“w TRl : 1 oo 3
wannita|t | a1atrol oS AEVHT JLLVWALSAS

m SO TN A -00VIERI

Ghadd oH1l5I%2 30
! / KOEIDY 40 300K OHY ¥
A
L

(SASOIMLI

HANLO U0d SO0HD

S¥ ASN RI AIAISSON)
SIMNGAWDD DRILS1XA

3.2.2
o

AT E

Fi

SINIDY TYHOSONYAMETENY MIN HO4 HOEYIC 3L N1 SIELIALLDY HOMYY N3IM13EG SSTHONOLIVIIHYILIN]




Figure &2

CHE WATF - PLAH OF ACTION PoR 1981-198¢ AND PROJECTIONS 1O 1935

AN R 71

Tantative Time Seale

i Accavacy

Actiwicy T T T T
hraan l ] i 1 ' : Arean .
{uva Fig 4 199 ; 1941 { 1982 : 1448 ! 1984 i 1753 (arc Pigib}

1 1 1 + &

| 3 |

FAARMACCETHARICS OF EXTSTING DRUCHE Surawan ané aromotic ALamisines wphakd by : 1

CPYpaRGRomEy; invencigats sites of otion and scchanisas of ropiecance using ' 3

adioactive drugs and micror! luorowetric techniquea. I 1

' H H H \ )

THTRTALAL whathar dyamjdinss sator ]

A¥vgh intoc CHS and wask ways of improving ;
£HE using lha-labullvd drug.

Invretaiza
Crypanocid

H
Study (acteTe ai{ecring panatrative &
] drug uplwho by Erppantdomcd.
! I
1

1
raphthoquindae Jevivatived as pocancisl |

3
£
1
i
Zark vmana of blockiog ant (guhat

Heidtion andioe Jisvupring surfacw
antigan/membrane sssotiaCiod.

1
Wak racombinant DHA technology to invaaligatr machaniams
cintrolling sntipaaie wiriation. Srwly Bioapathasis and
ansambly of varient spucific surface antigens.

Tont ERAN anatoroes snd (rvestlasts ]
wclitn of SHAN and sChir &b LILLS
PCic SRERTE. ]

H
Continbs investigation of amne ]
aeid ibt Lide did polysmios bigs
k inhibilors.

Concinus ptudiam on Crypancacan
microtubvlien.
T

] Initista naw tassarch projects in the Light af advancas in knowidgx
o the hiotheminley, feaetic :n_d 241l bislogy of Erypancadoer.

' |

h
G SgAALs Uh(ch will aslactivaly |
disTupt microtubulea.

F
L
I !
- 1 H
IT poaitive atinliats voch on I[ conlimmed daviaa new
[ASRGRADE - CTERTMENT SCPACeEy/ . g, nixk
suitable drug combinationa.

H
Auzesz avidanca for
e FaombirbTion

in Frypancranatides
and cdndidee danend-
ing studinn fo
athofins

i
|
' F
! +
!

I_ } 1 4

ranparch {a.p. mino acid analogues): promising inhibitors of in witre syatese sre baing acresnet agcording to CHEWAP pestats
in viwh st€ivily whing CA9Lic5as #ncablished (A E & P, Yhis sepoel of the CHEMAF prograwme will be capanded ma new Is
1 1 f 1 A

1 1 — 1
Itumwl-mu\ Wiviegical resaarch projecca fundwd Ey QHIMAF #\fe 1973 4fd now Deginnifg Lo pravidy new lcads lor systematic chemical
for
TR

1 il i 1
Tapand avarch ot tompaunds with known Ehwrapsufic activily SAInEE OEUBT OTRANIADE WhiCh NAWS ROE Dean NCTasasd
190 #ACMIvYpanodate) $OE1VEEY. ProwLiing owv ¢ohpounda will be fed inks E, ) € or K ax spproprisce. (Tig, &)

H ]

- Qe rm

J H
Fand arreaning tacilities at Hugugs Tupectad completion

ol nev laboratorics

1 {
RETAER compounds resulring Erom a9Eivity arcas B, € and B
T T

acity cu 30 :Foundl pal.
1 A% Mugugd (Lapat Ly |
I ' | 86106 compounds pad i
i

L H I
[Eorcims dewslopman: of primecs Tasiliciss and animal wedsle for CWS infersion - Eeac meu Teade }
i

H
Teag nawr| chalacars 40 wisky (Oxuid)
Eriangwn diamidine %4 1 agminmt
ENS [AfEsEione in mile,

T

l

| |
| |
! 1
| I
T t

=

oy I I

!
{ FatageniciTy, CATCINGRFNICIiCy ANd COMMGIFY (#4514 44 frApOUNda bacome avar}

bit fvom A, B 4 G,

fo]

I
Canitus wludiar OF trleper infectione
after chematherapy uaing axysging
drugd et sniwal wodele.

—_————a

IFlﬂill:l Clinical Frotocals.

for !li'l‘dg drugo.

1
Defios optiaun trreatment vtheduics Flan clinical trials fof prewiaang
coMpoundd swerging frea 0. L F, b .

Cooplats sacahliah-
ment of Slinacai

|
Cantren in Africa. }
]
4

Filar ¢ inical coiale
on nev diamidines.

1

[ 1
| |

1 |

I

| b I

i Tn Light o€ rewwite of piiot triats | | b
zosirdar Laege-esale elinical cefal. | | i

1 1 I i
! 1

S U




Figure 3.2.3

FuaraFoad
Ldeaagiomagy

SL3AAAA-AATS DA
KL OHY AD0I0HLY |

SUIACH IVHIMY

NI 3ISKROASTE ANMWL |
1S0H J0 4109 AN1139

2a S31INLS

AOOTOLAY SOROWHT

P AU WILEY S

mmHmLGH:¢#

DHIHIVEL

._ QUD.HQ.AHH_ \

LH3RAVAHL MW

1uaTduaunee]
1ESTEOTCANAY

jeaTwanIoIy

SHOTIVITISIART 'TVIIHID 4911vaan

ISV3ILIa
A0 LHAHIADVHYYH
TYITHITY dA0dAWL

(5114) SILRIIVIH

FLABIHD SIS AJfrﬁiiiislllrriJ!
| stsonoved atuva mpammzﬁ_.T||t||1|;||111||1||1n11 HSHOVIL DO

SLONCOdd
ALTSVEVA 900NV SITA0LILKY IO

SALAHOS zg_puwwma “pHHMszm (1 154y qu_ummn

I THIA 14 : -

S3AILIATRO

ar::rr;nrr; i AN

TVIIRLTD 20 INAWJOTANT]

#mhkﬂHmﬂb JIKADNLIRY

SEOMLEW
SISOROV1E A0 INTHAOTIAZG

SE[ATA1IDY

SISYIWDSONYdAY] MNY2IIHEY - SISONOWI(] OHY IHIWISYNWY TWIINIT] - ADJIVHIG HIHYISTY

AVidI




._9_

G. Projected Activities for the Next Four—Yesar Period (Excerpt from 2nd SWG

Meeting, 1981

6.1  EPIAF Workplan, 1982-83

sSubject

Long—term wultidis—
ciplinary studies

Diagnosis:

—~ Serodiagnosis

— CSF

— Parasite datection

Parasite isolatien

Parasite identification

Reservolirs:

=~ Animal reservoir

= Human reservolr

Approach

Continunation of the two

T. b. gambiense projects and
one T. b. rhodesiense

in East Africa

Parallel evaluation of field
tegts to compare indirect
haemagglutination and direct
agglutination tests with IFAT
in several focl

Evaluation of double centri-
fugation technique of CSF

and studies on the significance
of the presence of trypanosomes
in otherwise unaltered C3F

Further simplification of the
anion exchange column technique
and exploration of in vitro
culture systems as a means of
diagunosls

Search for bhetter labhoratory
animals and in vitro systems

Compatrison of the DNA probing
rechnlgque with isoenzyme
characterization and BIIT as
a means of differentiating

T. (T} brucei

General application ?

To expand surveys to other
endemic areas (e.g., Congo,
Gakon) and to undertake
long-term studies using marked
animgls and following up their
behaviour and exposure

To improve knowledge on possible
"trypanotolerance” in man

Target date
Beyond 1985

Mid-1932

End 1983

End 1985

Beyond 1985

Mid-1983

1983-heyond

1982-late 1983

Bevond 1985
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Transmission cyele:

- Vector/parasite
relationship

Fxperimental studlies on
possible genetic factors re—
lated to susceptibility and
behavioural changes iu the
infected fly

Beyond 1985

- Fly infection rates To develop appropriate tech- Late 1984
niques and parameters to deter—
mine when flies contain infective
parasites} comparison of salivary
gland examination and DEAE column-
filtered, macerated flies
Vector Bilolegy and
Controls
- Identification of To evaluate as taxonomic tools Late 1984
vectors (e.g.,
cuticular hydro-
carbons)
- Sampling techniques To compare different techniques Late 1984

-

Teetse ecology in
relation to control

- Bimple and inexpen-—
give means of toetse
control

primarily olfactory and vigual
attractants

Determinaction of wvecteorial
capacity Involving studies on
population dynamics, feeding
habits, nutritional state,
infection rates, resting sites,
larviposition sites and fly
movements

Evaluation of traps and other
devices and appropriate ground
spraying techniques to contrel
epidemic sleeping sickness
{including evaluation of

transmission)
6.2 CHEMAF Workplan, 1982-83
Subject Approach Target date
Fharmacokinetics/ Synthesis of radio=-laballed pentamidine 1983
pharmacodynamics and suramin.
In vitre uptake of labelled trypanceldes. 1983-85
In vive distribution of labelled 1983-85
trypanocides.
Drug resistance/ Mechanisms of acquired resistance. Long~term
drug comhinations Trypanosomes in "privileged sites”. 1986
Blood brain barrier. 1986
Test of drug combinations 1983
Inflammatory In vivo anti-inflammatory drugs. 1984
medlators In vitre inflammatory mediator effects 1984

on Lrypanosomes.

Beyond 1985

Late 1984




Basic biology/
host parasite
differences

In vitro culture

Genatic

Antigenic variatiom

Systematic chemical
research

Screening

Toxicity trials

Chemical trials

- 11 -

Inhibition of glycosome function.
Selective disruption of microtubules.
Programme synthesis inhibition,
Threonine dehydrogenase inhibitor.
Endocytosis and drug targering.
Culture system improvement.
Stage/variant differences in drug
sensgltivity.

Genetic material exchange and role in
drug resistance.

Genetic control factors of variant
antigen synthesls.
Post—translational changes.
Structure and assembly of surface
antigens.

List of individuals as source of
compounds.
List of available compound sources,

Development of refarence clones.
Determination of drug semsitivities
of clones,

Directory of clones.

Evaluation of monkey and other later
stage models.

Recruitment of senior investigator.

Dependent on development of new leads.

Pharmacokinetics of melarsoprel in man,

6.3 IMMAF Workplan 1982-85

Subject
Diagnosis:

— Detection of antibody
for epidemiological

studies,

Approach

Fleld test CATT for
T, b. gambiense,

Development of CATT rest for
T. b. rhodesiensa,

Continued research on
antigenic repertoires for
both T. b. gambiense and
T. bh. rhodesiense, with a
view to developing more
sensitrive tests.

Long-term
19385

1984

1983
1983-83
Long-term
19831-38

Long=term
Long~term
1985

1985

1982
1932

1984
1984

1984
1985

1932

1984

Target date

1982

by 1985

by 1985




- Confirmation of active
infections

= Improved dlagnostic
techniques

Clinical Centres:

— Research

- Network

Pathogenesis for
Improved clinical
management in man:

a) Human pathelogy

bh) Mechanisms of
Inflammation

e} Relapsing infectlons
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Improved parasitological
techniques.

Immunoassays for detecting
antigens.

Detectlon of parasite
metabolic products.

Creation of gerum banks.

Monoclonal directory,

Workeghops.

Evaluation of diagnostic
tests & studies on the
pathogenesis of the disease
in man.

Studies are requited om
T. b. gawmbiense and
T. b. rhodeglense .

Improved pathology and
immunology facilities
in Research Centre at
Daloa.

Visits by consultants.
Provisions of protocols and
kits for the collection of

gerum and gtabilized pathology

specimens.

Study of the pathology of the

disease in man.

Identify the main inflammatory
agents and attempt to block

their activity.

Evaluate the possibility that

privileged phyailcal sites

exist that are inaccessible to

drugs or antibody.

1985
1983
1983
Establiched

by 1982

Established
by 1982

Annually as
recommended

T, b. gambiense .
in progress by .’
1982

T. b. rhodegiense

to be iniciated
by 1985

1982

1982

1983

1985

1985




d) Immune response
in man

e} Pathophysiology

f) Mixzed infections
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Study the nature of the immune

1985

response in man and evaluate
the contribution made to the
disease by Iimmunosuppression,
immunopathelogy and trypano—

tolaerance.

Aminc acid metabolism.
Endocrine function.

Toxic factors generated by

trypanosomes.

Influence of the disease on

1985
1985

1985

1985

dilagnosis, the disease
process and on management

and therapy.

7.  Workplan 1986-89 (1 January 1986)

QBJECTIVES

To gain a better
understanding of
epldemiolegy as a
basis for improved
disease control.

PLANS

To conduct long-~term
multidisciplinary
studies.

To improve diagnostic
tests.

To improve methods for
parasite identifica-
tion,

To asgess significance
of animal reservoirs
and agymptomatic
infection in man.

To assess vector/
parasite relationships.

ACTLVITIES

Studies of T. b. gamblense
infection in Central Africa
and T, b. rhodesiense in
Ethiopla and Zambia.

Development of improved
parazitological and serological
testz for blood and CSF for
epidemiological and clinical
usej development of serological
tests for rhodesiense infection;
establishment of serum banks.

Exploitation of the blood
incubation infectivity test
{BIIT) and iscenzyme marker:
development of DNA probes.

Surveys in Burkina Faso, the
Congo, the Ivory Coast and
Zambig.

Studies of factors related to
vector gugceptibility of
infection and behavioural
changes, and methods for
detecting infection in vectors,




To develop new
and more effec—
tive drugs, and
improve use of
existing drugs.

To improve
clinical manage-
ment,

To establisgh
facilitieg for
clini¢cal research
in endemic¢ areas,
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To assess aspects of
vactor biology and
control.,

To evaluatae role of
community participation
in disease control,

To study basic biology
of pavaszites and host/
parasite differencasg,

Toe identify potential
new leads and compounds,

To assess pharmaco—
kinetics and pharmaco-
dynamics of drugs now
in uge,

To assess effectiveness
of drug combinations and
methods of combating
drug registance.

To improve dosage and
regimens of drugs now
in uge.

Te assess pathogenesis
of disease in man,

To assess effects of
other comcomitant infec—
tions on pathogenesis.

To establish a network
of elinical centres in
Africa.

Tdentification of vectors based
on new taxonomic tools, and of
vector attractants; studies of
vectorial capacity and of vector
control methods, including
impregnated screens and traps.

Studies in Central and West
Africa,

Biochemical, genetic and
cultivation studieg, fncluding
studies of antigenic variatlon,
and differentiation and growth
regulation Iln Lrypancsomes.

Screening of compounds for
activity, assesament of toxicity
and effectiveness,

Studies on in vitro uptake and
in vivo distribution of
trypanocides, using conventional
methods, and development of
simple methods for estimating
drug concentration.

Studies on animal models,
trials in man.

Studies on effectivencesn of
reduced doses of melarsoprol,
and improved asolvents for
arsenicals.

Studies on imauwnological, patho-
physiclogical and biochemical
features of infection In man.

Studies in man.

Centres established in the Ivory
Coast, Mozamblque, Uganda, Zaire
and Zambia.
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2. TECHRICAL REVIEW GROUF I - SEPTEMBER 1976

1. Summary and Major Conclusions

e) The Group made s number of detailed recommendations in the
Teport, Thege included reduction of the proposed budget for schistogomiasis,
increase of the proposed budget for filariasis, changes in the distriburlon of
the proposed budget for trypanosomiasis and a recomuendation that increased
attention be given to the question of vector bilology and controel.

4, The Selected Diseases

4.7 Trypanasomiasis (TDR/WE/76.12 and 76.13)

The two mailn categories of trypancsomiasis were considered separately.

4,7.1 African Trypanosomiasis

a) The TRG considered that establishment of chemotherapy as the first
priority was valid, and that the research proposed in immunology and
epidemiology was also justified on grounds of feagibility and present
knowledge.

b)  Studies of vector ecology and control, including operational
feasibility studies (perhaps by small self-help campaigns) were considered of
high priority im Gambian human trypanosomiasis, and should be added to the
proposed programme. Operational regsearch on measures to control the vector
and iIn field diagnosis should so far as possible be carried out in the
framework of existing control activities.

c) Immunopathelogy should be upgraded to priority A. The other
priorities were considered valid. Vector control should be given priority B.

d4)  The TRG considered that the budger was unduly weighted towards
chemotherapy, for which 60% of the total five—year budget was proposed. The
total disease budget should remain unchanged; 10% of the allocation to
chemotherapy should be transferred to lmmunopathology, and a new allocation of
10% of the total budget should he made for vector control.

5, The Balance of Prioritjes Between the 5ix Dizecases

Trypancsomiasis was of less wide distribution. The African form
appeared significant chiefly for the socio-economic effects which it causes
and the present impossibllity of eradicating infection due to
T, rhodesiense, There was a great need for improved chemotherapy: research
leads appeared good in the area of vector control and chemotherapy.

The TRG considered that;

The imbalance within the trypanosomiases should be corrected, The
budgets for the African and American forms should be more mnearly comparable if
the chemotherapy components were excluded, {These conelugiong of the TRG
have already bezen indicated under the specific digeagse headings), With these
modifications, the TRG considered that the proposed balance of allocation of
resources to the different diseases was reasonable, and reflected both their
importance and the ability to mount effective research and development
activities against them,
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3. TECHNICAL REVIEW GRQUP 1I - SEPTEMBER 1977

3. Progregss Made 1 1977

3.3 Research and Development

The 5WGs on the chemotherapy and immunology of malaria, and on the
chemotherapy of African trypanosomiasis began the funding of research projects
according to plans which they had previously established. The 5WGs on African
trypanoaomiacies, Chagas' disease, leighmaniacis, and trans-disease biomedical
research will be convened within the next few months.

4, Recomnmendations

4.3 Operational Recowmendationg by Disease and Trang-Disease Components

4.3.4 African Trypenesoumiasls

The Group neted that laboratories and instituticns in Esst and West
Africa had been grouped Into cperational “clusters” for the development of
Speclal Programme research and training activities. They approved the
development of activities in this way, and recommended that a third cluster he
developed in the forest area of Central Africa.

Currently availlable drugs are efither toxic to man or not sufficiently
effective against trypanosomes, In view of the limired market for
trypanocidal drugs, the Special Programme should support research and
development of new chemotherapeutic agents, The Programme should also pay
cloge attention to the veterinary aspects of the disease and collaborate with
veterinary researchers as appropriate. Implementation of expanded research
activities on African trypancsomiasisz should take place mainly In the last
half of 1978 when the SWG has become fully operational and the capacity to
effectively utilize additional funds has been developed. Budget estimates
for 1978 and activities for 1979 should reflect this time phasing.

4, TECHNICAL REVIEW GROUP IIY ~ AUGUST-SEFPTEMBER 1978

3. Progress in 1977-78

3.2 Research and Development

Screening of new compounds for the chemotherapy of African
rrypanosomiasis began. Planning continued for research on Chagas' disease
and the 5WG will meet later In 1978 to consider specific propesals.

A start was made in collaboration with the pharmaceutical industry and
academic institutions in the development and testing of drugs for the control
of malaria, schistosomiasis, filariasis, African trypencsomiasis,
leishmaniasis and leprosy. Such collaboration is esgential for the success
of this aspect of the Programme, in view of the unique capsbilities of
industry in drug synthesis and the capacity of the Special Programme to carry
out both biological and clinical evaluations. In ecircumstances where
industry is active in drug development, as in schistosomiasis, the objectlves
of the Programme may be met best by collaboration in the later stages of
development, especially in clindcal trials in endemic areas. If there 1sg
only limited industrial interest, as in drugs for filariasis, the Programme
may initiate and support all stages of drug development, seeking to Invelve
industry at any stage where it is appropriate.




-17 -

4, Recommendations

4.4  Operational Recommendations

4 4.4 African Trypanceomiasis

Emphasis should continue to be given to chemotherapy. In order to
provide the groundwork for rational development of new drugs, 70% of the total
funds im the chemotherapy sub-component should go to research on biochemical
and bliological processes of the parasite. Facilities for testing, screening,
clinical assays, drug trials and immunological studies should be arranged in
an Iinternational network of centres.

As funds become available, epldemiological activities, including the
WHO/UNDP applied research project in the moist savanna of West Africa, should
be expanded to the tropical forest zone and to the dry savamnna woodlands of
Zambia.

Immunolegy research should be maintained at the same level as in 1978.
The level of funding for 1979 should be set at us $1,985,000.

4.6 Programme Review and Evaluation

4 6,2 . Large Projects

The Group noted that the following five large field research projects
and their associated budgets were transferred from other WHO programmes to the
Special Programme on 1 January 1978,

1978 Budget - US § Applied research on trypancsomiasis
epldemiology and control {(Upper Volta)

669,000

(This was the project with the largest budget listed)

3. ECIENTIFLIC AND TECHNICAL ADVISORY COMMITTEE (STAC-1)
AUGUST-SEPTEMBER 1979

3. Progress in 1978-79

3.2 Research and Development

Facilities to screen drugs against African trypanosomiasis are being
develeped in Kenya. A network of centres for clinical pathology of
trypanosomiasis is being set up in Africa. A standard protocol for carrying
out autopsies ¢on trypanosomiasis victims was developed and incorporated into a
mapueal for use by the clinical network, In applied field research in West
Africa, further evidence for the existepce of an animal reserveir for
Trypanosoma brucel gambiense was obtailned and field trials were conducted of 3
new and promising rapid diagnostic procedure. Practical information was
obtained om the value of aerial spraying of Iinsecticides in control of tsetse
flies in molst and dry savannah and forest habitats.
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4. Recommendations

4,2 Research Recommendations

4.2.4 African Trypanoscmiasis

The Committee noted that approximately one—third of the total funds
available for research on African trypanosomiasis is accounted for by a single
large applied field research project in West Africa. An evaluation of and
recommendations comcerning this project (TDR 308) are summarized in Section
4,4,1 below, The present halance between the three components of the African
trypanosomiasis programme (chemotherapy, immunclogy and applied field
research) was consldered reasonable., For next year, immunolegy research
ghould not be provided a higher proportion of funds than in 1979. The
Committee noted that major interest in the developmeut of trypanocidal drugs
relates to theilr potential veterinary usze. Large amounts of research in
trypanesomiasis are going on outcide the Special Programme. The Committee
recommended the expansion of links and collaboraticn with all national and
international organizations working in research on human and animal
trypanosomiases, with the aim of maximizing the efficiency and effectiveness
of respurce utilization. The possibllity of formallzing a coordinating
procedure should be examined carefully, although the Committee was aware that ‘
extensive exchanges already ave occurring, Closer links also should be forged
with naticnal trypanosomiasis control authorities in affected countries,
perhaps by Increasing utilizarion of the good offices of the Organization of
African Unity (OAU).

It was recommended thar funding for 1980 should be at the same level as
for 1979.

4.4  Prograwme Evaluation

4.4.1 Evaluations by Scientific and Technical Review Committees (STRCs)
in 1978-79

The Committee had before ir a detailed review of all aspects of the
leprosy component of the Special Programme and evaluations of two major
applicd projects — one on malaria contrel strategies, carried out in Nigeria;
the other on trypanoscmiasis epidemiology and control, located im Upper Volta
and Ivory Coast. These evaluations were conducted in accordance with
recommendations made by TRG IIL. The Committee made the following
recommendations: ‘

b) Applied Research on Trypanosomiasis Epidemiology and Control
(TOE_0308)

The Commitree concurred with the general findings of the 5TRC review,
and noted that the project provides a valuable focus for African
trypanosomiasis research and training in the field, but careful selection and
planning of activities are needed. Training aspects of the project should
continue to receive priority, perhaps through the RSG component of the Special
Programme, Effects of aerial spraying on the ecosystem must be kept under
continuous surveillance. New developments In spray application technigques,
which will soon be available, may be applicable to inexpengive self-help
vector control systems suitable for regular application by village
populations. Such self-help programmes should be designed in congideration of
their social and economic¢ aspects.
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The continued lack of written plans for work and training activities of
the project made evaluation by STAC somewhat difficult to carry out. These
must be made available to the Chairman of S5TAC prior to the meeting of the
Steering Committee of the SWG on African trypanosomiasis in October 1979, and
included in the next report to S5TAC,

The Committee concluded that for the next two years, l.e. until the end
of 1981, the Speclal Programme should continue to fund the project
completely. Before the end of 1981, alternate sources of funding for the
application of research findings generated by the project should be sought,
pethaps by appropriate bilateral arrangements. It would be appropriate to
reduce Special Programme financial support to approximately cone—third of 1979
levels by the end of 1981. However there will be a continued need for a field
facility for applied research as new or improved coatrol procedures become
available.

6. SCIENTIFIC AND TECHNICAL ADVISORY COMMITTEE (S5TAC-2) - SEPTEMBER 1980

5. STAC Review and Conclusions

5,2 Review of SWG Activities

5.2.2 African Trypanosomiasis

STAC recommended no change in the direction of the research or
substantial change in the level of funding. The applied field research
project in West Africa, presently completely funded by the Special Programme,
should be supported at the current (1980) level through 1981, after which the
Special Programme support for 1982 should be decreased by two—thirds.

7. SCIENTIFIC AND TECHNICAL ADVISORY COMMITTEE (STAC-3) - SEPTEMBER 1981

4. Progress in 1980-81 and Recommendations, 1982-83

4.2 Research and Development

4.2.4 African Trypanosomiases

As recommended by STAC-2, the applied field research project, TDR-308,
(project 790637) is beilng reduced to one—-third of ita previous budget.

An STRC review on this component of the Special Programme will be
considered by STAC-4,

Recommendations

Noting the progress being made and in order to maintain ir, STAC
vecommended that financial support continue at the present level,
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8. REPORT OF THE SCIENTIFIC AND TECHNICAL REVIEW COMMITTEE (STRC)
TO STAC ON THE ACTIVITIES OF THE SCIENTIFIC WORKING CGROUP ON
AFRICAN TRYPANOSOMIASES (1981)

1, Summary and General Recommendations

The STRC has made a nmumber of recommendations throughout the report.
The major ones are summarized as follows:

) It iz recommended that STAC approve the budget shown In Table 1
(Page 14), the figures being based on the information given In this report.

b) The STRC recommends that increased emphasis be given to developing
and evaluating reliable, simple and inexpensive lmmuncdiagnostic tests.

c) Increaged emphasic sheuld be given to studies on the host-parasite
relationship in man.

d) Additional emphasis should be given to the development and testing
of tsetse traps in various environments and against different fly specles.

@) Thaere ghould be ¢ontinued support of rhe Integrated, longitudinal
epidemiological studies now underway in the Congo, Ivory Coast and Zambia. "
These agorivities should be re—~evaluated in two to three years time,

£} The STRC recognizes the need to develop a sub—human primate
drug-testing model to study central nervous system involvement,

Z) Resources should be made available so that the Steering Covmittees
may approve tralning as an integral part of 5C~sponsored research grants.

h} The Daloa, Ivory Coast laboratory snd clinical facility (TDR 308)

should be considered by other TDR SWGs as a centre where research of Interest
to them could be conducted.

3.1.2 Recommendatrions (IMMAF)

a) The STRC agrees that the present priorities established by TMMAF
are realistic and within the overall priorities of the SWG and therefore
tecommends continuation of research along selected lines,

b) Pricrity should be given both to teating the CATT in West Africa
for effectiveness in T.b. gambiense diagnosis and to developing a CATT antigen Q
sultable for detecting human T.b. rhodeslense cases.

o) Reference banks for antigens, animal and human sera and mono~
specific antibodies, including thoge produced by monoclonal techniques, should
be established. Protocels for organization and operation, as well ag a means
for making the banked materials available to researchers worldwide, should be
prepared by the IMMAF 5C and rhe 5WG.

d) Continued attention should be given to the development of animal
models for CNS—involvement studies.

e) The 5TRC recognizes the efforts made to obtain human post-mortem
material and recommends that the SC determine an appropriate means by which
the autopey kit reciplients can now be urged to conduct these studies.




£) Cooperative efforts with national and international organizations
should be continued and further workshops and conferences ghould be held, as
appropriate, to ensure coordination and communication,

3.2.2 Recommendations {CHEMAF)

a) The S5TRC endorses and recommends continuwation of the present CHEMAF
priorities.

b}  Encouragement should be given to studies on interactions betwesn
chemotherapy and immune response in human patients and in animal models.

c) Further research on the human elinical response to treatment is
recommended.

d)  Continued emphasis on clinical pharmacology and testing of existing
and new drugs is recommended.

e) The pharmaceutical industry should be continually encouraged by
CHEMAF to seek new anti-trypanocidal drugs.

f) STRC recommends that the CHEMAF 5C seek funds to support the
salaries of certain ataff at KETRI to assure continuity of regsearch on primate
model development and drug testing. Furthermore, the 5C ghould seek ways -
perhaps through RSG ~ of providing primate facilities to KETRI.

g) STRC recommends that the CHEMAF SC szeek ways — perhaps from the RSG
= to give basiec support to UTRO to ensure the survival of this important
facllity during the present period of severe economic constraint.

3.3.2 Recommendations (EPIAF)

a) The EPIAF priorities are within the goals of the SWG and the STRC
recommends that, in general, research should be continued along the same lines.

b) The STRC was impressed with the integrated research efforts found
during their site visits in the Ivery Cosst, Congo and in Zambla and
recommends that these efforts bhe continued; but the SWG is wrged to solve the
administrative problems in Zambla and budgetary and personnel problems in
Dalea, in order to make these projects fumction optimally. The SWG is urged
likewige to take steps to integrate epidemiological and entomoleogical studies.
These field projects should be evaluated again within the next two to three
years to ensure that the present difficulties have been overcome and that
satisfactory progress is being achieved. In the view of some members of the
STRC, the fragmentation of the TDR programme Iinto specific disease research
argas and the transdisease areas of epidemiology and social and economic
research, results in a false separation of efforts required to address the
total disease in the field. This also emphasizes the desirability of a
re—evaluation in twe to three years.

c) Further development is recommended to produce inexpensive effective

traps; they ghould then be field-tested under a variety of ecological
gituations.

d} The polluting effect of insecticides should be evaluated on a
long=term basis.
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ey Research on human and animal reservoirs should be intensified,
including studies on “asymptomatic” human carriers.

£)  BTRC recognizes the past contributions of TDR 308 to the overall
programme. It s recommended that this fleld station lahoratory be comsidered
as a centre in which TDR=sponsored research on other diseases could he carried

out .
8. Recommended African Trypanosomiases Budget, 1982-84

TABLE 1

RECOMMENDED AFRTICAN TRYPANOSOMIASES BUDGET: 1982-84
IMMAF 1982 1983 1984
Us$ us$ us$

Iselation, antigen preparation field tests,
diagnostic kitg, VAT directory, ISOVAT Bank 85,000 85,000 94,000
Serum hank, monoclonal antigen development,
monoclonal directory and bank 51,500 &1, 300 70,000
Human and experimental trypancsomiases .l’
pathology, pathogenesis, clinical pathology 240,000 240,000 240,000
Tmmunological mechanisms in T. b. gpamblense
infections and secondary effects of treatment 40,000 40,000 40,000
TSOVAT typing worlkshop 10,000 —— 10,000
Sub Total IMMAF 426,500 426,500 450,000
CHEMAF
Fundamental research 400,000 450,000 500,000
Systematic cliniecal research 50,000 75,000 125,000
Studies on exilsting drugs 106,000 125,000 50,000
Preliminary screening in sub-human primate 25,000 30,000 35,000
Clinical studies 100,000 125,000 150,000

Sub Total CHEMAF 675,000 BO5,000 860,000 .’
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1982 1983 1984
EPIAF
Multidisciplinary long—term fileld atudies 450,000 500,000 550,000
Research on tsetse control requirements 50,000 50,000 30,000
Experimental tsetse control including crap-
ping, evaluation of self-help control cost
effectiveness and soclo-economic research 100,000 150,000 175,000
Parasitic characterization field testing 30,000 75,000 100,000
Life cycle studies and epidemiological models 50,000 50,000 75,000
Sub Total EPLAF 700,000 825,000 950,000
TOTAL RECOMMENDED BUDGET 1,801,500 2,036,500 2,260,000

9, SCIENTIFIC AND TECHNICAL ADVISORY COMMITTEE (STAC-4)
MARCH-APRIL 1982

1. Summary and Major Conclusions

The Committee;

~ noted with pleasure findings indicating the efficacy of low—-cost
tgetge fly traps and the promise of the CAIT test as a simple, efficient
procedure for dlagnosis of African sleeping sickness.

- commended plans for wide-scale testing of tsetse traps in rural areas.
— stressed the usefulness of monoclonal antibodies for the detection and
isolation of protective antigens and for diagnostic purposes and commended the

establishment of reference banks of these reagents,

2. Recommendations

STAC apreed in principle with the STRC reports on African
Trypanosomiases, Chagas' Disease, Blomedical Sciences and Research Capability
Strengthening, but postponed decisions on budgetary forecasts until the
meeting of STAC-3 in 1983. 5TAC made the following recommendationsg;

2.1,1 African Trypanosomiases

a) Purification and characterization of antigens and antisera, and the
establishment of reagent reference banks, as well as the development and
testing of simple, sensitive and reliable immunodiagnostic procedures for
T.b.gambiense and T.b. rhodesiense infections, should recelve high prierity.

b} The development and evaluation of animal models mimicking the human
digease, the further delineation of the pathology and pathophysioloxy of human
sleeping sickness and studies on the interaction of chemotherapy and the
immune response, including the human clinical response to treatment, should
receive prompt attentiom.,
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c) The pharmaceutical industry should continue to be encouraged to
participate in TDR activities designed to identify, test and determine the
effectiveness, c¢linical pharmacology, pharmacokinetics and related

-characteristics of existing and potential new drugs.

d) Further development and wide-scale testing of simple, inexpensive
and effective tsetse traps under a variety of ecological situations as a
potential tool for finterrupting disease transmission should receive priority.

e) Integrated, longitudinal epidemiclogical studies should continue to
be implemented and field research centres supported for this work.

f) The Daloa Centre should be strengthened as a base for clinical
research, drug trials and immunological studies.

£) The Research Strengrhening Group (R5G) should consider further

suppert for the Kenya Trypanosomlasis Regearch Institute and the Uganda
Trypanosomiasis Research Qrganization.

10, SCTENTIFIC AND TECHNICAL ADVISORY COMMITTEE (S5TAC-5) ~ MARCH 1983

2z, Recommendations

2.1 Research and Development (Programme Area II)

d)  African Trypanosomiases

- Screening facilities for trypanocidal drugs should be made
avallable for use by academic and industrial organizations to stimulate their
participation in the development of new drugs; and ‘

- funding for the 1984-1985 biennium should be malntained
approximately at current levels,

10.  Programme Activities Over the Next Four-Year Period, 1984-87

10,1 Priorxities

10,1.13 Subject always to the appearance of new and promising research
opportunities and leads, and changing disease patterns, S5TAC recommended that
regearch on schistosomiasis, African trypancosomiases, Chagas' disease,
filariasis and leighmaniases should be mailntained at approximately the same
resource levelg as during the 1982-83 bienniunm.

11. SCIENTIFIC AND TECHNICAL ADVISORY COMMITTEE (STAC-7) — MARCH 1933

1, Summary and Major Coneclusgions

1.5 African Trypanosomiasis

STAC approved the current workplan., In particular, STAC noted that the
Clinical Research Centre, Projet de Recherches Cliniques sur la Trypancsomiase
(PRCT), at Daloa, Ivory Coast, was playing an important role in ecliniecal
trials, in pharmacokinetic studiesz and in histopathological and
immuncopathological studies, and should continwe to veceive support.
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