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EXECUTIVE SUMMARY
OF THE APPLIED DIARRHEAL DISEASE RESEARCH PROJECT'S
 
SCIENTIFIC PROGRAM REVIE,'
OF THE INTERNATIONAL CENTRE FOR DIARRHOEAL DISEASE RESEARCH
 

IN DHAKA, BANGLADESH
 

May and June, 1986
 

INTRODUCTION
 

This scientific program review by the Applied Diarrheal Disease
Research project (ADDR) the
of International Centre for

Diarrhoeal 
 Disease Research, Dhaka, Bangladesh (ICDDR,B) was
commissioned by 
the Health Office of the Science and Technology

Division of the United States 	 for
Agency International

Development (S&T/Ii/AID). The 
 review is in fulfillment of
provisions of a cooperative agreement between AID and ICDDR,B

that funds ICDDR,B research. These provisions require such a
review six xonths after the signing of the cooperative agreement

in order to determine the appropriateness of further funding.
 

This report includes evaluations by Drs. Robert E. Black, Gerald
Keusch, Peter Kunstadter, and 
My: Levine. Their conclusions

and recommendations 
are introduc-.A 
 here, and their written
 
reports are appended. The ADDR evaluation, and this report, did
not include the scientific 	 program management review of theICDDR,B by 
Dr. Jare; Heiby of All), nor the financial assessment

of the centre by Mr. Peter J. lRousselle of Management Sciencesfor Ile I th, although thence evaluations took place at the sametime as thone by ADIR and contribute to the same purposes within
AID. 

AID requtilred a rapid re.-,ponsn, to its request that ADDR coordinate
this review. As a consequence, the schedules of the evaluators
precluded having the four ADIR evaluators in Dhaka concurrently.
To coordinate the evaluation, each reviewer was assigned specificareas of responnsibiity. Th-t timing of their visits and areas of 
responsibility were an follown:
 

Black Juno 1-6 	 epid,niologlic tudlea, 
with an emphdtiia on those 
in natlab, theincluding 
cholera vaccine trial 

Kounch Juno 3-10 	 clinical research 
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Kunstadter May 30-June 8 	health services delivery,

operations research, and
 
social sciences research
 
in general, and eXtension
 
projects
 

Levine May 23-29 
 laboratory activities,
 
including basic
 
laboratory research,
 
laboratory support of
 
epidemiological and cf
 
clinical research
 

The scientific program reviewers were charged with evaluating the
performance of ICDDR,B with respect to the following two criteria
(See the memorandum in which the evaluation's scope of work was
 
set forth, Appendix I.):
 

o 	 appropriateness and quality 
of research (with

emphasis on AID funded activities); and
 

o 	 productivity and merit of 
staff scientists.
 

In addition, the reviewer.s were a!;ked to make recommendations in
the followinrj tour areas: 

o mod iI i cat! ('illxtv 0;7ion o' p)roject design,
Irjpl eent at ion, budget, or time 

period: 

0 	 Value of the proj ect to internationnl health; 

o 	 ro c- ot the, projct in fulfillinq AImn health 
tstrat j,': and 

0 	 1t"tvo' '.red uitlnrn tor in tollow-up or ti.ubnlquont
Act ivit ien or pro)tt ?. 

KYALVATI9C), A1;1)L .__ 

Th tit,-I'tlo In , in ovortall attivatirent ot thu ICDI14B by
thrti 
 o the: rou A)1) wealu-itora. It it drnwn from n au~mnirytolux 1 lDIrte. Y1-4rh nli. Ftuntita-tt r (Appundi VI), whichx 	 rotlecto 

-Co1 ahro: 'itl oy Ort- . 1ack, 	 yuawtih tnd )(untts, atlt e *r, Whog" tirfOIn Vhna.n ovc-I,appo . Or. Lbvin hnI alroady loft W)ika when tho 
~olex 	W-1.-wrttolel.
 



Overall Assessment
 

ICDDR,B serves an essential role in advancing AID health strategy
and should receive continued direct support. ICDDR,B is a unique
institution with mandate
a 
 that is relevant to AID's health
strategy. Some of research
its is clearly excellent, although
there 
is a wide range of quality. ICDDR,B's director, Dr. R.
Eeckels, needs and deserves AID's full support.
 

Among ICDDR,B's observations are the following items:
 

Scientific Research
 

o Microbiology and immunology 
 facilities are 
 r.uch
 
improved;
 

o 
 The Matlab vaccine field trial has been well executed;
 

o The Matlab population appears fatigued;
 

o Tne focus on pathogenesis and 
 immune response to
shigella, environmental reservoirs of Vibrio cholera,
and other laboratory activities seems appropriate;
 
o Research is 
of uneven quality because of the research
 

review process and too few international level staff;
 

o 
 Much research is of a descriptive nature; and
 

o The Urban Volunteers Program has been very successful
 
in integrating research and services delivery;
 

o There tend to 
be lags in implementation of ICDDR,B
 
Board recommendations;
 

0 Administrative staff, 
such an personnel, finance, and
 
resource development staff, are perceived by many
scientific intaff as functioning autonomously with
Inadequate concern 
or underntanding for the 
scientific
 
agenda of the centre;
 

0 Donor intervention In ICI)DR,1i has induced a zplintered
research iYendn and management difticultion; 
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O 	 A two tier salary scale and the application of UN

staffing rules has created 
serious financial problems

and personnel issues, forcing choice
a 	 between
 
qualified spouses; and
 

o 	 Budget uncertainties have led to great difficulties for
 
the conduct of research.
 

Recommendations include:
 

Scientific Research
 

o 	 A research program needs 
to be developed for the
 
centre, with attention paid to applied research
 
appropriate to the Bangladeshi context;
 

o 	 The Urban Volunteers Program should be 
continued and
 
expianded;
 

o 	 Passive surveillance on the cholera vaccine trial needs
 
to be continued;
 

o 	 Biochemistry facilities need to be improved;
 

o 	 Hospital services, metabolic ward, 
and clinical study

unit each need international level supervision;
 

o 	 The centre 
needs to develop long-term collaboration
 
with developed country 
 research institutions to
 
guarantee international level research;
 

o 	 More rapid epidemiological, demographic, 
and social
 
scienco data analysis, and follow-up of epidemiological

implications 
are needed, including better integration
of medical and social sciences focuncd on problems of

morbidity and mortality; and
 

o ICDDR,B should restrict training activities to

practical clinical, 
field, and labotatory skills
 
for ianaladeshi and foreign health workors;
 

Hm .emn
 

o 	 Adminititrativa staff, 
such an personnel, finance, and
 
renourco dovulopmont staff, 
should he reorganized to
promote i-oaponnivenoun to the acientific agenda of the
 
contra:
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o 	 A new streamlined research review process needs to be
 
developed to encourage scientific dialogue;
 

o 
 A new ICDDR,B salary structure with regulations

apprupriate to the local context needs to be developed;

in particular, ICDDR,B should permit the hiring of
 
qualified spouses;
 

o 	 Donors need to coordinate efforts more closely; and
 

o 	 ICDDR,B should discontinue publications except for the
 
bibliographic series.
 

Aprendices
 

I. 	 Memorandum of 7 May 1986 by Dr. Carl Kendall 
to Dr. Kenneth
 
J. Dart, Dr. Roxanne van Dusen, and Ms. Anne Tinker, on the
 
Scope of the ICDDR,B Review
 

II. 
 Dr. Robert E. Black's Evaluatior*
 

III. 	Dr. Gerald Keusch's Evaluation*
 

IV. 	 Dr. Peter Yunstadter's Evaluation*
 

V. 	 Dr. Myron Levine'!; ILvaluntion* 

VI. 	 Summary Telex by Drs. Feu-sch and Kunstadtor 

OAppendicn 11-V hvo boon edited to avoid repetition of
Intormatiun that hnes ben contolidntod in the oxecutivo nummary,such a# the timing of v1irta and the poirpone of tho ovaluation. 
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MEMORANDUM
 

TO: 	 S&T/H, )r. Kenneth J. B]art

S&T/H, Dr. Roxanne van Dusen
 
S&T/H, Ms. Anne Tinker
 

FROM: 	 S&T/II, Dr. Carl Kendall
 

SUBJECT: 	 Objectives and Scope of Work 
for an Evaluation of the
 
International 
 Centre for Diarrhoeal Disease
 
Research, Bangladesh (ICDDR,1B) by AID
 

1.- P)cY~rpund: 

In 1979, the International Centre for Diarrheal Disease Research,

Bangladesh (ICDDR,B) 
was establiahed on the institutional
foundation developed the 	 Research
by Cholera 	 Laboratory (CRL)

under an international charter with the Government of Bangladeshand the dn-istance of AID and UtIDP. Numerous donors help tosupport ICD)DW , h1, including UAID, Australia/ADAB, 1''ngladesh,Switzerland, UF/ODA, CIDA, Japan, ID1C (Canada) , Ford
Foundat i Uon, UNI1141, FYCIT,and WHO. The Di);ector of the Centre
is Dr. Poq(e.- 1e~keIs, appoillted June 1901-	 to succeed Dr. William1a. Greenotzqh. The Centre in ri inqged by a loard of Trusteea. Thetotal nu.her of ptiopl o.npl oytd Iy I CDD| , Ii is at prosent
approxirately l,fou. 

The two r.-tin olh, (U iv,5 ct IiN)3.,,1 a tt ,d in its charter are: 

Jr, 


do s c'fli.it ik ow vnow or ar h1. 


1. tO 	 |m n'd pnot t(y, reietirch, and 
Id o di 1

dl saes and diret tly ro lated subo,.ct- of 
nutrition and . ztil Ity 	with a view to
devolopinoI I p|, .,;d lindl of hea lth cart 
(Inl ror th litoventi toI ant cont rol of 
diarrih=a.1 ,iiseas and 1rlpvrovL*ent of lpb)Itc
he-.lth pt oqira-a vIt% bpeial I-l) vittice to 
deI 1opil) cou~ttir 

2. to !)r(vid fn I itIt ro t r inlnj 
B1,oald0.iA111 othtsit. 1' In ofolla Areaaa
the Contib'o c'o-atn.e" In coll.111oration withs 
fAtio al ont intdrnationn, Institutions. 
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These objective are accomplished by:
 

1. conducting clinical, laboratory, and field
 
research with the objectives of developing

practical technologies for disease prevention

and health care along with methods for the
 
application of these technologies.
 

2. conducting research and applied training
 
programs for scientists, administrators,
 
technicians, and other persons.
 

3. developing collaborative 
 researco and
 
training efforts 
 with national and
 
international institutions, 
particularly in
 
the developing countries to strengthen local
 
initiatives ,nd capabilities.
 

4. sponsoring technical and 
 educational
 
se inars. 

5. publishing information on new technology. 

6. constulting With govezn'ents and otherngjencies. on efl uct ive appIlicat ion of health 
intervent ions. 

Under the terni; of th,, roi ganii i?.ion ot ICI)DP],li in 1979, AIDprovided $10 rillion to the centre for five yeara of support.site Vinit to )anglde-h ,y All) In late 19114 identified neveral 
A 

problen.s at the centre. At t ire, tothat All) ex presed JCDIJ| ,itm concern with i-t-ue, of r.on itorinq of centre activit ies,Ola Iary 1eve , edent er e Ar-c | atAff growth, Une of U.", Ltd,
ear.-arkit; of All) pro)ec(t Aunportd the aftli utility ofarvt qualt

resiea rch . N Inc, thein, t ho nd(Ininiv rnt ioc o t he cent re 
 haIl tk,-tn
Stopri t rv1spjiOnd to tht'le concorna. 

Thus, in latc, 1901, alter extenaivet contsultat ion btetwon AID atndICDDR,Ii, a netw Coo|pe rat iye Agreerent it) tupport of a pro)vctent it ed I ar hta! Dielatts Vatvirch (DDP) (lo . Y|U2-it21-A-006002-0o) W.a 1lit, (ittiljilt'd . putr|,e t he Cooperat ive Ag: erentWa- to v i Ul,|p ort to ICI)Ii, II to tield t .t Irpo atnnt,i oV l nowv4CcI tne:i , dillnmltIc tir hn i l ,Andsit h r 5rok-ven1t Iy a 0 onts
MInhfjt;e .tv 1:i ntwqe t rowugI nq eetonnt nl I own tubt anlt Ia II ,Vo, lVc ,e ! by All) it) tho prfoqrtt n tr tho cot o and Isit I ant 1totJta1itztco IaJA h lo v c o: iliat Io r t-t'at:r ald hiqh :otica: ch
qualII t y. ('I% ti AtI/W is aul|ptist Iog n trial ito two tralCholern ,'atrcllin . tIit'iattily All) bopeil to utiport a rnfife otdiarsli-a l di seaoe raecatg h nt ivititio. Te'chn1ical rtiotisceo of
the tU; C f S.,a trolfor Di Cni CDCI((1), lit tlo to r of 
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epidemiologists who will as
serve long-term consultants, will

also be provided 
to ICDDR,B for the purposed of assisting and
monitoring its program of research, general teChnical assistance,

and dissemination of findings.
 

The total estimated emount to this cooperative agreement is $9
million for 4 years (through December 
31, 1989), of which $1.8

million is obligated. Approximately $5 million will be for

targeted research, $800,000 
for consulting epidemiologiscs, and
$1.9 millicn for project development. In addition, a minimum of
$250,000 per year will be provided for unrestricted core support.

For the first year, AID will provide an additional $250,000 for
 
core costs. Additional funds up to $7.2 
million iay be obligated

subject to availability of funds and satisfactory performance.
 

2. ie
 

We propose to carry out an independent evaluation of ICDDR,R.
The activity .i II involve both a tinancla review and ascientific pro.-Ir, r-view. I2e finaincial review will take placeduring the ronths of April ind Pay. Tht"t.cope of work tor that
evaluation it; only ditucut:;ved briefly in thin docurnent. T1e 
review 
 of the cientif 1ic progIram will be conducted by amul t idi.i i p i1nary tt-i,, f orn Pa 24 to Junt- 3, 1~C6, !."or ,'.r trprovide a report to Aid and the centre for its Juno 26, 1986
Board .etinq and t view. The rultidiiciplinary tetam will
consi st (f five perz-otvi, I re..reor f!rom AlI) (Jm iHeby, L'/11)
and 4 v xtvrl I con:su lItint Ii ired in the fields or: 

c)ide>.yJ oiy', anildr4CVObi vtdi-ttrics., r!t1cilence, (li tck, IA.,v Ine, tusr h, andlt Ica I5ucalYunsi aId! r). 

Tihe focli of t! eWtilu1t i,, 11 I'. on thI quality ani utli ity ot 
tCic eI tt e' at i(4' tlo c'lite r. 'I1h c1 .:#a a 1,ieer#fiet 
requirt-. ,v.aluan tlh bixAll) I, , act 1iitles ": 1CDh. It within 

I he n1111111'.?.Ont h-i t,[ t or ont" .-i. I y a1ireere , sotqut[it

fund itifj 
 will I e t. Seto u' ~! irn~a At Va41I te~ d
by th,, ctitvIe: a l,, W: 

Irinc Ia n rI ip vt h 

3. ad(t11tliy orf lt'ie vl-A c'uI, .e, 1l4cludilij b1tltget And 

2t., deC5 1( 'tn k' to i!pI v1 s 14 ttanc litf~: tiit. t ti 
a t u rs c f l2 . le(J t l( 11 1~ p n 

4. 011+ 1 t nc~a .1Ii1.1 Tst- I5V n1 1Ieq I 

erph1It% ti('1A 1.1). rf."4I nk- I IV i Ic 

5. pro vt yy aff P'5.tfit |as)tt||i I 1II4AIt. 
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In addition, the evaluators 
will provide AID recommendations
 
concerning the following issuen:
 
6. 	 modification or extension 
 of project design,
 

managenent, implementation, budget, or time period.
 

7. 	 value of the project to international health. 

8. 	 role ot the project in fulfilling A.I.D. 's health
 
strategy.
 

9. 	 le5:i)ons learned tor une 
 in follow-up or subsequent

activities and projectsi.
 

Appointrents of consultints, preparatic.nt ot travel schedulen and 
a plan of work 0hould he topieted by April 30, 1986. The
criteria for t he rw will 

hell) or riaacjert; vi- i'm{ 11 e , 


f innni i eview be determined wit.I the 
',: 
 ciences for Heal.th, when 

he rve i:iuiU.: 
 a i! iont at ICO)DR, Iin HArch.
evaltiat I,(I4 ttvn,!. wiI 1 , thu t )116wir.U 

The 
rJbxera: Jin 1loiby,

rh&1/1|: V: . c'aIi b1. } * Ch ITal a , !,vlaltvtent of Inlterll.ation'al 
zfalth, i t u i.t I'tbl ic H)I th; Or. 

! -....4 z0!' { * : !i cii! ll', al y ult XiAet 1%eri U1 ;dl'e of i 

+i++JJ 	 (f €:t'.ha
'Sch'tl(iJ! ' t>*.1 ei .1'. (,€:A jzt :"t!* I he l'l )iO Ifaluat lun o 

l, VC[l3. : I " a : v '.tI at I . i - e. * Ilhe *icii "ta lfiH ,In Yny 	 ) t !~ c' C!V' C* :3 wal.e~ill 1 0 1 1;1a ie! Io cn 3a ets I I v l I I CI 1j vc IV . Th t o dljtuvuacnl toll ("tJ 
tOV~~~eTha hI11tirtc1) I1t 

l V cu'd':;~ l''n:, 	c ,,f 1!.cr ifcl'l V.1t:11 To Ill n c h
Ac 1~z 0,4 Vo~ C!J' II t I 0 o 
 (I P41 t" I~cc11.. te Ic~ ti b 

14 
 . 
114C 

W c J:a3 '. t- 1 	 c i T . I O~IaCM 'aji 1.) Vill 14.,.tc 

1t*o ,,!Lc (111 ., .	 .' il ) Vill 'Ji ll c cl.altla* tItl 
tIti, I . c1! .il c,,c 	 ia ,ll a .- ,'i .h 4 fea - MeI cf. 

rCiIl 	 s:l 
 Ia j Ci I acaSaI Iva ' r tic I a~ l inle! c I4Le 

ott 	 tIs , '.' 1 . IhaaE 
 l u1 ) 3r I t ja I rp. -
Y I c W iot , 911 	 1 , rhl-'ja !IoVn r 	 A V c,I 1 a.I iIa i I !I i l(!I Sa Ov$1~ a~ i I to I c 0"1 IM 
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the Agency Director for Health by June 16, 
1986 so that it can be
made available 
for review by the Board of Directors Meeting at
ICDDR, B scheduled for the end of Juno.
 

4. Mi~jQ Axee A - e
btL_ in the Scientific program

component:
 

1. Areas of research. 
 Has the centre

selected the most appropriate research topics

given its 
location and resources, both human
and physical? Is this research the most

appropriate fcr the centre in the long term?
 

2. Quality of research. Each evaluator will

be responsible for a number of projects forintensive review. 
 Examples of the questions
which micjht be a!;ked in such a review:
the protocols well prepared? 

Are 
Is the project

well documented? Is the project well 
execut ed? In there t;ystenatic reliability
check i ng? Are the results published in peer
reviewv'ld Jotu r l2;? Of what quality are the 
resu I t!s? 

3. Research review process. flow are
in-;titutional rea~irch priorities set? How 
are I ptposin I ti adopted Pnd decisions made 
aL,.4t ut ili.:ation of re.source? 

On the .mi . of its .nt, the evaluation team will preparea r eu:t for A. I. 1). oLt Iining Its recom nendat ions fornodifica.-itn, aI utur. forn titUport IC0D1, P. finalThe documentwill Lo diviJdJ Into thloo fiections: 

I . -Ivazrh I 1V.cy 1h tam member will be
retiolilt] for spc:Iv or research.a ic area Dr. IlIackwill le h .rntviponiil for evaluation of the activitien
 
t ak i ,, u1ac at the-. Hat l n, Field 1;tnt ion 
 and 

l uonti tor rutul'e activition, includinq
evaluat ion of the 

an 
orril cholera vaccine field trials.
 

or. Ltvints will e ro ponaibe 
 for the review of1abat "y act iv itie under!taken In I)haka, includingrioenci-h IrI n-itnlooqyvau itil elo|,ornt.and de )r.
Vtztjrh will I b 141un 11 1I fur)I t he rovilw of theci ltfical '-- h |: a?', |sitrldlnqiv] coreal-lnrued OW; 

_ ini~. Da hun I idi c will | ib! tor illhu ra spon

1 tnit~a ifit alIi ici'V
t .it ute di livi ery arid oporation 

r aic-%i'hI, :iluditiq t1tb It,, tun narchIll Dtiviion and 
tho V11.111 Vtu IonCorti 1'(Jram. 
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2. 	 Implementation of 
Board of Trustees recommendations.
 
The AID member of the evaluation team will be
 
responsible for this section, as well as for an

evaluation of donor coordination and the impact of
 
targeted research.
 

3. 	 Recommendations to AID on specific research to be
 
supported.
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Appepdix ii
 
Dr. Robert E. Blacks Evaluatio
 

I. Introduction
 

An initial interview was held with Dr. Roger Eeckels,

Director of ICDDR,B. 
 Subsequent discussions were hold with the

heads of the Disease Transmission Working Group, the Community
Services Working Group, and the 
Host Defenses Working Group.

Further discussions were held with investigators and senior staff
 
m.embers of ICDDR,B.
 

An extensive set of documents was provided by the working
group leaders and investigators, including statements of
objectives of the working groups, annual reports, study

protocols, and reprints of recent publications. These were 
carefully revi ewed in )haka and subs;equently. 

A vi.s;it was ade the Matlab Fieldz, to station for discussions 
on the cholera vaccine Iield trial and other studies in progress
or plannud. Brief vi:nits were also made to the Microbiology and
Immunolorly I.oboratorien and Computer facilities in Dhaka. 

II. !;coe of Curryent or lropo-ed JPt search 

A. M1 t, lat) 

Ilarontera I vaccinat Ion alp%insqt cholera haa provided

Inaufticient plrotection: hiwttver, a now generation of oralvaccinen, which s~tinulat inte,.tinal immunity, are now availablefor tent; .:t:tw!. Oral vncciin,.i consisttinq of killed 1IrIoc1Qat,

either with or without tht, It t;utunit of cholera toxin, have

yieldted promliinq retstulta in stltilatinq ann appropriate imlune

roiporitio and in protttctin Islorth #%i..rican voluntertr aaInntit
dill eA. 
 Thettlto VaeCUIle, which ar. completely 11On-Ze.1tCtOt"1ic', 
ware ct.jid,,.,d lapproprtian, for n Vncclint efficacy tria I iI 
Mat Iab,.
 

In ji'i ,arnat 1on tor tht, ot icacy trial, tho Matla,updtad ct1i;.-u 1 N'iaIn thei at ,ter hal f of 1'114. A varccIn, pri, eilt-tt Ii 
rtipto latr !to 1)9c114tr° d,,uqls9 that hi VaccI01, a114l114, rate-d 
placeibo 1ot I':'i li red for the tielId t rIal wo.; 1'oth Imnostc 
Approyiratel 1;100 tttb)octu (mnl n and tomalen aled 2-!+, yearn
and famaloo over 15 yerarn) participad in tho atuly. 
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The major project in Matlab 

with 

during 1985 began in January

the cholera efficacy study. The two vaccines 
evaluated


consisted of killed Y. c 
 in combination with the B Eubunit
of cholera 
toxin and killed V. cholerae alone without the B
subunit. These vaccines were 
studied in a randomized placebo
controlled (killed K12 Escherichia 2oU) trial in which vaccines
 
or placebo were given at 6-week intervals. Of 124,000 persons
eligible to participate (males and females aged 
2-15 years and

females over 
15 years residing in the Matlab surveillance area),

approximately 90,000 at
took least one dose. Of these

individuals, approximately 65,000 completed all doses of
three

their assigned vaccine or placebo. Vaccine efficacy is being
evaluated both by passive surveillance for cholera at the Matlab
 
treatment centers 
and by active surveillance by means of family

studies in neighborhoods of at least one known case of cholera.
 

The efficacy of the vaccines has been assessed 
to date for
the first 6 months after vaccination using the passive
surveillance data. this it
For period was determined that the

combination killed vibrio-B subunit vaccine haU an 85% protective

efficacy and the killed vibrio-alone vaccine had a 58% efficacy.
 

The vaccine efficacy trial appears to have been well planned

and executed. Particular attention was paid to preparations in
Matlab, to methods of randomization of the vaccines, and 
to
careful administration of the vaccines in the village.

Appropriate attention is 
now being paid to the passive and active
surveillance activities which will be necessary 
to evaluate
 
vaccine efficacy.
 

The investigators and the experienced staff of Matlab are to

be commended on the 
planning and execution of the field trial.

It may be a landmark study, not only for 
the results that it
yields, but also for the careful methodology applied. The trial
 
was not without its problems, however. 
It has been for 1965 and

much of 1986 a massive undertaking, placing extensive demands on

the personnel resources 
of Matlab and of ICDDR,B. As a result,
few other epidemiologic 
or health services research studies wore

possible during this time period. The trial 
also faced serious

political problems, both in Matlab and in Dhrka. 
 Although there
 
appears to be 
no question that the trial was ethically conducted,

questions were raised that caused serious, but transient
 
problems. 
 There is also no question that relations with the
population of the Matlab field surveillance area have boon

strained by the vaccine trial. 
 ICDDR,B will need to be cautious
in regard to initiating new large-scale vaccine field trials In

this area for at least the next several years. At the moment, it

does not appear that the relations have boon so utrainod as

jeopardize the completion of the field trial 

to
 
or of other ongoing
 

or planned projects in Matlab.
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The field trial will also address a number of other related
questions. First, the efficacy of the vaccine against 
a number

of other diarrheal agents will be evaluated. Using passive and

active (family studies) surveillance, the efficacy of the

vaccines against enterotoxigenic 

two
 
L, CFJ will be determined.


Using passive surveillance, the efficacy against non-cholera
Vibrionaceae diarrhea be
will determined, 
as will the total
 
impact of the vaccines on hospitalizable diarrhea and mortality
in the field area. Furthermore, vaccine ufficacy via passive
transfer of breastmilk containing antibodies against y1 
cholerae
and enterotoxigenic 1. gjj will be determined in breastfed

children. Numerous other analyses in regard to immune and 
non
immune risk factors for vaccine failures are anticipated.
 

The field trial also provides an opportunity to conduct
 numerous other descriptive 
 studies of the epidemio]ogy ot
diarrheal diseases. 
 These studies can evaluate the role, of risk
factors, such ABO
as blood group, breastfeeding, pregnancy,

nutritional status, and immune correlates of protection. Many of
these studies are important and it was appropriate to take the
opportunity of the vaccine trial to carry them out. 
 On the other

hand, all of these studies are purely descriptive and it will be
 necessary to think of 
ways in which these results can be used to

intervene to prevent diarrheal morbidity or mortality.
 

l A St i d2 . M a rt _T v ; e, ;-

The Matlab Demographic S;urvoillance System (DS) has beenoperating for twenty years. 
 Currently, monitoring of demographic

events in under way in a population of approximately 195,000.

Althouah 
it is not my task to review in detail the DSS, it is
appropriate to mention some 
 aspects related to mortality.

Accurate mortality and of death
cause information for Matlab is
highly desirable, since it would then be possible to evaluate the
effect of health nervices or other epidemiologic interventions on
 
child survival.
 

The DSS has continued to provide reant;onably accurate
information on total and age-spocific mortalities. However,until recently the "cause of death" information collected by V5 was almost entirely useless. tome recent attemptn have been made 
to improve this aspect 
of data collection and the registration

forms for death have been modified. A comparison wan recently

performed of the DSS cause of death information v. a more
dotnilod "verbn] aut-opsy" done on Infants who died In the last 
two years. Al iough the "verbal autopsy" approach provided more
plausiole Infor.aition on th. cause of death of infants than ):,thin study was questionable in that information was sought on
deatho that occurred approximately 2 yoara prior to the
interview. Current attempts to collect more detailod and open
ended information on the events proceding death and to clansnify 
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the cause of death by a panel of physicians may partially correct

the flaws associated with this aspect of data collection in the
DSS. However, it will be necessary to move quickly to more 
systematic questioning and to the development of algorithms and 
definitions of appropriate causes of death. Furthermore, it

would be preferred if the classification of cause of death were
 
done by individuals who are not part of the delivery of health
 
services in Matlab. The determination of cause of death by

individuals nay be unavoidably 
 biased by their intimate
 
involvement with service delivery.
 

A revica of trends in rortality in natlnb reveals
 
interesting, if disturbing aspects. First, since 1982 the post
neonatal and childhood (1-4 yeats) ortality rates have been 
increasing. S;econd, it appears that a substantial number ot
childhood deaths are still a.ssociated with diarrhea of sone kind.
Neither of these ob.s;ervations are the focus of current study,
although both would tleen high priority topics for research. 

A study w- s undertItaken to asw the impact of meaales 
irmuni :ation on diarrheal r bidity And growth in ?Xatlab. The 
study han vcw' Wen co:p1i t,.I 1ut couild not 1.i reviewed in detail,

since the l rinc i p- 1i v lat(,i is currently oi Utudy-leave
 
outside or !, ji tush
 

1sAlli :';:tip ~~~ to s.tudyI the Sa %s0 %.,
dlstt but I(n r op 
 ankt oI and t ht paysVcal
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utilized for descriptive or more innovative uses, An exception
to this is a recent study evaluating the determinants of theseverity ot shigellosis which was methodologically extremely welldone and provided useful information on an important cause of 
severe diarrhea and death. 

I wn-i provided with an approved research protocol for astudy which i i awaitinq funding. The study plans to deteL-minethe trceqancy of isolatIo:, of C. dijtLici1i in diarrheal 
spec ir ens, the t oxijenicity of thu isolates and the presence ofantilocl' to C, 0if1fcilt toxin in tseru. This proposal seems tobe * 1y w 1 Ltut totjtthur howuver, the priority appears
to I, 1C,W. ' have 1v l p:.-tl vic us evalu t iotns of theirotport ctifcl C _ D ( Inkit1ade,,h and the oqalifsm does 
n1ot nJiu "j to 1,-1 : cont :1.utor to rork)idit y or rmortality, 

t it 1~~1I cc:, It!. c~tA to( eva I tieutett Irpact
of II . ih A ~ A!~1c'i I Of (11 d iA r 1ha41a" citie respir Atory!r.14 d.,y, :;,-4:' t I.:n .ioA s0.1 t ift: lor. It is l AInned thatl 50 
Chidll(JIVI, CAL! ' tz ntjc , 1-6 1"Unths of aJC, will be
r4nlb!!1tel To Of t!h:o 02 5 Alin 011 tcqoup the child will

r~ic'' v~ ~ i~ oO~' 4III the 1recn~t (I-jrjp thealld t:an , t!: ZIc Vr Ii I. C:iaI : VI t.0,'..It A. IIe third 
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thah ~Ic 
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broadly. The research strategy is characterized by pursuing an
 
entire continuum of epidemiologic and operational studies until a

useful intervention or service can be implemented. 
 The ability

of the UVP investigators to progress from simple observations to
quantified descriptions to evaluations 
 of innovative
 
interventions to application of this knowledge in the delivery of

services is coinmendaLle. The fact 
that this could be done in
 
the space of 
little more than one year is truly remarkable. It

is a common and unfortunate observation that many other important

findings at ICDDR,B have been dropped before it 
is understood how
 
they can be or should bc implemented.
 

C. other 
1. [p i c-!2 I> X- -n t r91_ Prcp r£dno s rgrmm 

The Epidemic Control Preparedness Programme has the 
responsibility of investigating and coordinating assistance to
 
areas of epidemics or natural disasters. It is not entirely
clear why this activity is within ICDDRB when it would appear to

be more appropriate to be housed in the Ministry of Health.
 
There is clearly value to Bangladesh from systematic
invottiqations; and efforts to provide appropriate treatment and
other relief nervices. There may be value as well in regard to
what could be learne-' from a good epidemiologic investigation of 
the situation!;. Unfortunately, at this point the investigations
lack suftici, ,t un:ler.:tandinj of epidemiologic methods and study
design to k thv:m scientifically or )ven practically of much 
use. In the long t.rn, it would seem preferable if this activity 

were within the Minintry of Health with specific opideiiologic
ionsultation i)r'o,.id ted by I CDD1(,B. 
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III. REVIEW OF SCIENTIFIC PROGRAMME
 

A. Areas of Research
 

In the past ICDDR,B has had five scientific working groups,

each of which set its own priorities. The resulting research was
 
across a very broad range and lacked focus even within working
 
groups. To date, the research agenda of ICDDR,B has been largely

the summation of the interests of individual investigators.

Since many of these investigators come to Bangladesh for only 
a
 
short period, the research h'as suffered from a lack of continuity

and focus. Even more important, many of the significant findings

have not been pursued to a logical conclusion.
 

If one looks at appropriate research for ICDDRB as a
 
continuum going from the most descriptive etiologic and
 
epidemiologic studies to development 
and testing of specific

hypotheses or interventions to operations research related to
 
implementation of those interventions or services, 
we would
 
characterize the research agenda of ICDDR,B as having fallen far 
short of success. The bulk of work ft the centre has been in the 
initial des;criptive phases. Even in situations in which specific
interventions have been evaluated and demonstrated to be
efficacious (e.g., hand washing to reduce dia'rhea or feeding
during diarrhea to reduce malnutrition), these interventions are 
rarely studied further in the context of servi e del ivery 
prog rars.. 

A great volur'o of decript ive epidem iologic atudies have 
been comJuleted in Wangla1& h . The challenge at this point is to 
collect and synthe. i o that i ntornat ion and to formulate 
interventions. These intervention.s runt be rigorously evaluated 
in field ntudies and, when nucce:;tul, Incorporated into nervice 
delivery proqrans 
to determine their ultinate role. Irportant
 
areas for future restearch, buildingV on the base of already 
existing inforration, would be the followinrg: 

- irpact of improved weaning food, on diarrhvu. rorhidity
and mortality and on the growth of children: 
- iP|lement at ion of jPtraon i and dotL.t ic hyoq i otn 
educat ion in the primary li,:altth care proqrinr 
- ,ffect or low b)irth weight', on diarrheal r ork)idlty and 
mortal ity: 
- efr fe¢ct of feeding du rinft diarrhea on d Iar,: *eal 
neverity, gzowth and rortality (in cot..runity-b~ated atudltis) 
- t h dot or ilnant, t of I ife-thratent g dia'bhes, 
including 1oth watery and invalIve diitarthati 
- the dtotmin-iian mnd provention of pjaraitet diarrhe 
(in cotanity-b.sed studies). 

is 



B. Quality of Research
 

The quality of research at ICDDR,B is highly variable. The

major epidemiologic studies, Including the cholera vaccine trial 
and studies within the Urban Volunteers Programme, appear to be
of excellent quality. However, other areas, such as studies of 
the determinants of mortality in Matlab and of vitamin .%appear 
to be of questionable quality.
 

C. Research Peviow Process 

The current working groups have not served their intended 
purpose. It would appear necessary to establish an alternative 
structure which facilitated, rather than inhibited, scientific 
dialogue, ind permitted ore rational establishment of focussed 
research prioritie.:. 

]e ;eluctionD. :-!ch Process 

,:.' the rch en'tju of has 
been ditrt; v arn of rrti na 1 p ririty. It is cl ear that the 
Research Vvview Cc:-Ittv and Ica rd of tust 

III t he 1 A.i 11ral yea rs re';e . a j IC1)1< I1t 

Trugttoea share the
blame with the 6icienti fic progran heads and investigatora.
Better u clent i lic leatlerahip anct gol(IMa1Ce will be needed to 
estab I -h 4 ror,- pr cuct I ve restoarch agenda. 

~~~I} {:: NVI, lt~~ :£IA: l-| I I ,N2 

It 1 ' .: I..%!' l.--:s V t9$y '46sve1 aien to dotoralne 
longer !er et"ra y t t; va ct-Ir 11 e Us ot IeI, 
uflder a ny I: .1411iuitIt, n qf'ot 0C.11 c~) 1hC 

from thl- fit-1I 1 .1:.1 .11. Of- W,: £ic IIl jeUt |I at d.at a. 

CAt I [Vo ratt -!v~i.e Ih"ri l I ofj Tr' * J1si! 1 Cn1et udI chy 
rr~Co*Ont0 uUIrric'. L*: t o i ' ltl~~ a1,l 'T~;i cc * e ..' u : I ~ t nal, ii t,~ tl 1 1 I~ ~ ai1ll a llc"Ic lt I a fl.LI t e~w 
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and mortality. The underlying risk 
factors and determinants of
these illnesses and 
of the resultant mortality must be more
clearly understood. A component 
of these prolonged diarrheas,

but also perhaps important in its own right, is 
 invasive
diarrhea. 
 Tho most important etiologic agent of invasive
diarrhea is 
 h11ella and recent epidemics of antibiotic resistant
 
%.dY-.ttri a type I have posed particular problems.
Epidemiologic studies of :liige Jja could focus on transmission and
 means of control. Related health services research questions
might addres, a simple means of identifying episodes requiring
antibiotic treat -olit and the 
 use of cuch intervontions by
conf-unity h11alth wor-ertl.
 

C. l:: Iron..int a I Microbiology 

Add iti na l u: :.'oU d appear justified on the possible roleof env iru :.,nt .1 r-ervoirs of Y,, chjQjtaL and the factorsintluefncinrj tr;innsinsion of the organisin. Although probably notrequ irinj a qrtat r(.unt of rtso!urces, these studies should beaccorde.-A I l: I y due to tht -r pot.s lb lity tor providing new
ins I oh ' If, o i I tt 1 .1 1ICT I i I~c i cj' .1"~ ti lcI :t t if ():I. 

1). !.c: 

(OT!e : Ic 11Iacl 1':- 14, lnvtlest iuitorb of possiblepr Grily A: r'r- L.1"1i nj 11.21 led t he dove 1oj.nent of rapid
!et ar- T~el el&~, coX n~ewly r'ec('qni:eJ Ationte ~ '.fof 4~iz T!.c..v:~j In a i jVeci!Ic 1Inst-ince, Le 
of; z~ .~ ~~ > I ~o~. )udcvr, tesetopica 
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Appendix III
 

Dr. Gerald Ketvh,. Evaluation
 

1. Summary of Evaluation and Recommendations
 

A. Sur ,nryof Evaluation
 

I. Chkincje ; in actual functioning of ICDDR,B in response to
prior eV a itions, recol endations, and resolutions of the Board
of Trustee:; appear to he inadequate in speed and scope. 

'he quwtlity of clinical investigation at ICDI)D , D varies cons iderabl y t r dodet;t and der i vat ive to Creat ivC and 
interec;t i n]. 

3. rj:roved Itprtorr: .nce depends upon recruitment of new key
personnel at two levl: : (1) experienced and clentific leaders,
and (2) pr oven younel lh'irb:;-onn" in v,tnti(j.tortn. 

4. lh, dil ert or of 1 CI)IJ, It cannot addre-ss probl emseffectively [e..ltht, hirwIof rlc. (financial crisis) and issuesarininq frtrF(4' du i , zr:t-onel .t. ructure (international and national 
level po:. lonI) . 

. . di :I:=t i or.ayI f undh, for Directorls use for
Inst itut Ic .il de;'cI ulJ.-, t |I? 1y',-oi action. 

G; lhito t' it:;tific- wI jtz.iinq (I'oup tit tttur its iOt toriulted 
Current i-cient ItIc nt-vA-; of 'h!? 

7. Af.I.ini:Jrst ia £on fntd r.in.vi.ennt (o.q. personnel, fin1ane#, 
ratixci dtt%,t I('jj,:-nt areo po resi veil Iy r-osy oio nti i iC ft! ft tiafunctiorlitrc nutoLno:".oIll' y with in'Ide(IIat. £to /und r .C411.4ta1di ng for
!c 1 .t! -v( 4! 1~ 1A I I t o c1tr1, 

I. Jieoi1i: a tu:.ary of p:rior exterta 1 eva tuitioni antiroaolut onsl tJ I'.r11d of 'trutri witl rarsit of action taken altd 
irpact to date. 
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2. Address issues of personnel structure resulting from dual
 
track system. A single track with flexible salary range for each
 
level may be possible and more effective in practice.
 

3. A!;!;ur 
 that admin itt Iat ion tunctions to support
scient it ic goaIt of ceot re. Irproved comunication between 
scienti!;t.n and administrative,personnel is needed. 

4. Develop procedural rules appropriate to the centre and
 
its nctivitie. The use 
of wito reulatlions in sone mvituations 
appears to be incon. itent with ICDI))R, needs.
 

With rev;pect to clinical research, there are three 
separate. clinical functions, each of which requir.s an individual 
leader. 'Iht:e are: hop it 1ta erv icei , et nibol i c ward, andclinical ';tudy unit. 'hree qualitied candidates arte presently at 
the centre , howvver unleis the centre can act quickly it may not 
retain thei tservic,:s of orfc, thstes individueal . 

(21cad1 1.ziorl) t he r~ c joa 1 of the centre in bothgenleral a.111A 1 I tt!e:-, ov'I-diUkillf - Amtiitalce M: n vcesaary,and 1n.ule:' that the 'scivntirict i C O n t unertstand thete qoala and 
can d :.C11,v I I v", to v t Itor , eva I uato r0t *it ent ;a41 donor 

t' ,II :. to rcru t : iai ; ic "11101 to 
carry 11,t!h zentinicl dc.te1Aj to ful fill the rvtiArch 

t:hou d a 1 I 1)1ll It y if i ha i 11i v I dl I Pr I itc 11 .11
Jnves itg't tclith letei:i or 11;V ltehi nl 1 Area In whilich tho I

WOf . lhe : I: 1! I'td . va: <h ii Co. b 1d
Pc v I u I I te3 teeot* e 

un it,t?.'-- Iy 11. 1 ji t' .1,'t I i lt.o: e a p c i - " (Io oIU 

|tllt~tl¢' ~hl~:'.l~l~i~~lll~ l~ lll I' '| w 11'nlsatl ut tIon jltltet"r Ic.!Irj4ttil. |~'I. .!~~l 1 Ili(llll o0tilut!, I uct to
 
Pa nteli In h Ij *j aql tc tirt I1 ti q a,I t I aix ,ai nt 
 Iil.
14elb % j 30tI22i C-. v 0 i t Ii tju I tlI It! t: I i f 4)1t121)1 1a ~ d iUOC b ()r 4 1"1)0 r t

Ano I.a tt! e Ii It-I c t! 1; 1e11,)ev Is
to bIj ittn tir tin con!l Icl WithI the
donos q ct I vut. )'etutic '_i la qJ"ali i tc) p'cm jSlot tI 

the tt' .I"co()I n'2 u 1 to "ttu11" 11 .
 

10. Pczci l! ll Ah a'414TC II t: t o a t.:I C1T Ill I Iste 1 t ca : IoC)t f0 
!.WO,willh nde ¢: llt~ IuIl ellnt:W1111 i' j t lt ~the1 ii':| I i Inol t h 

qualI ty or I i,I I: t 4 .it I(ut. 

ci'.' )1, t1I. 1; ia 1 .-l IPc)a eC V (IC : ! tCa Ill thie ct~fit x! (4 II 
C01I!ul|. dcfInI:t i of c'lhil. al !,1 tl,11;1cs ahd , itlallioti for 
rayiv t o I h at *bI t t! 11 C W ijQIt fl1+.4s to Slettaddi l, 'I 1 Ii c at ilt.1l sit illt t, fuInl t jl y to)$uliI 

doal wlIl I lia vox!'l plot orcul, iccatiatC I t tisi va, l e IOo 4-0 



progress in understanding mechanisms and 
treatment of the 
severe
and often fatal invasive and chronic diarrheas. The committee
needs balanced representation of nationals and expatriates.
 

I1. Int rohict ion
 

ICIDR, Ii in an inturn;itional ly recognized research centre.However, past external evaluations have consistently highlightedthe lack of a clearly stated and implemented research strategy, ascvidcedi by the inability of the ccientific stafr to describe
this strategy in detail. 
 In addition, such reviews generally note
the variable quality of the research, at least during the recentperiod of great exp.ansion of budget, personnel and scope of work.
For the p.ist two yearti, and particularly since November 1985, thecentre has been under extrene stress due to the recognition of thefinancial plight or the institution and the measures takenaddress this prollen. As a result of the action of the Board 

to 
of

Truiste :i in lte lv19.,', the newly appointed Director, Prof.f.eckel t., h.-I: haId 1 itl 1 portunity nnMd even let;-i re. ourcets to
addlc: "iie a V c"Ittcj:. of the IC)I.P, II. 

uItr : niot to rc ivi, the cont'actri of nol of seniorI a :J I ; : :iotll 1 ha vi rt ua 11 y ab)l ii hed the national 
-it the hllh-r .icientliric levelts of the centre. 'Ii hashIad .,C:-1]1 | i it ica! l c 4'It-itix tin in thu co:munity t large.


Alt hou ih ie it h, t ?iv 
 I t.c0e:' .4i t y for these act iont-4 nor theirI eq I t I* ncy I1r; quet,:i I 7ltd I y t ho rev i ewcr ( indeed, t hene arewell teyt l e that.ho '1'j or i: '.'Iew requested , they do Irpact onthe t t of at the ICN)hU ,*1 nd 

dI ti tiT-t i r.c 1t.t will 


r-rh ho1ur caitnot be 
IIVved to Im nddressed andi

UUCC -4!klly1' ,ij Ir 'rilenItiic proquoas is to be rad., 

I! sh.u d 1 ( ci.,lt hat th" ortinn rat i oil of The hotipiltalisbv , I qe.i (Ieud h 
Auilitz I' I4 t V-tuto. t . 1s i ol oty Iab.: nt C,721 

a:. h' IIt of id1d a irprove b fidle thte 
I n c)i hy1 e)en0teXC; Ivv. ly It.',: q.-iI .. C1ded.a : I jz IIh Al,iltI o theI at fl iUZ e sbe:je t, with n thoi tcside -a.it d turn 

a: %U.iftl . 1CI to 11CIt a I sehe cclt re hall a lto radc itmportant
liikt i .111 o Ishth 11 . )Ii i l , which is pividitlvn Ipei.ltric
co l t ail'1 a 1.1, tt. 411111 to0 1( ' , Xcdiral ortic is. Protf.JFackels lt to e Ial litsi( [a .e4 fog efforts to 10i thi.,,lIIi In aviegat ,i 5'iCe*, Ih.clltzacmti jiWi tpatlho Iy laboratory estabi i ,hdby
511VW tlte: Of . liutIV' has not survived iti the currenIt attorts torevive thls eivi 
 il i nedati
claerly trainad clinical
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III. Evaluation
 

A. Areas of Research
 

ICDDR,B is slowly moving its priority areas of clinical 
research to topics repeatedly suggested by previous external
 
evaluators and by some scientific staff members, eg invazive

diarrheas (especially shigellosis) and chronic diarrhea. 
A review
 
of the protocols 
of the centre reveals three categories of
 
relevant clinical investigations as follows:
 

1. Microbial virulence attributes. - largely in vitro 
and/or aninal rodel experiments; 

a) li:n.uzinojenicity uf oral It rubunit/whole cell
 
cl:olera vaccine (Ciznar)

b) Ch.iractiV. i..ation of the V, | r'th :i e lyticu'.

isolated f ron clini c 1 . and 
 environment
(H~uq) :
 
C) LVA1LIt i Orzof til' WtO of pi' v pa1ttern as 
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e) i.s;olat lon of t Jez-.1tuze--en.:xtive rutants 
of &AlJt11l,1 TY-At-v1titeit I and evaluation of 
their C :t AloniIoll and lot oCtivOlvt otnttial in 
adult 'al,Itit (Ahre;d)
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f) Role of endogenous prostaglandins in
 
secretory diarrhea (van Loon);

g) Evaluation of Chlamydia trachomatis as a

possible diarrheal pathogen (Bennish);
 
h) Typhoid fever: determination of cAMP and
 
prostaglandin production during 
diarrhea and

comparative 
field trial with chloramphenicol 
and ccftrlaxone (Khanam);
i) Hyponatremia i:t -higclla infections (van 
Loon) ; 
J) Role of endogenous pro!;taglandins in E.
 
col! secretory diarrhea (van Loor.); 
k) Gastric emptying of a rice-powder
electrolyte solution sucroseand electrolytc
soluticn in mdult patients with acute diarrhea 
(Molla);
 
1) Pathological ntudies 
of fatal complication

of childhood diarrheal diseane (eckln);

m) :niteric protein lon.t in childhood diarrhea (Alam)
n) Prevae1 nce and reChan itim f hypoglycei-a in 
ahs-ociat ion with d(iari. ( tilnnl nh) ; and 

3. Evaluation of therapeutic intervention!; - outcome 
studie; of either OP.; or anti nicrobial ajenit-i

a) Lffic.icy of different cereal bW.i:ed in)0' 

the trze t-,-~rnt of a 'ut e diarrhoea ( X'u Ia)
b) <'I ini !. 'ri.il of |10;nt in-ki.., I Oh:; in the 
tr1,1a k r I ot act. it d i a ,zrI vla in cIhi 10 r I I 
(Mul l.) 
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active. In discussions with various investigators, it is clear

that several additional protocols are in the development stage and

should be mentioned. 
These include the assay of shigella toxin in

clinical specimens using an ELISA method (initial pilot studies
 
are underway), risk predictions and mechanisms of 1US, cause and
 
management of toxic megacolon 
 in shigellosis, and CNS
complications of shigellosis. The preliminary steps in 
the

development of these protocols are 
evidence that the clinical

investigators of the ICDDR,B are beginning to address new priority

areas for research. 
 Indeed, one may state that the identification
 
of clinical issues for study based on clinical observations is the
 
most fundamental requirement for clinical investigation. It means
 
that the clinical group is doing its job well in this regard.
 

An emphasis on clinical 
studies at ICDDR,B is appropriate,

since this centre sees an enormous number of patients with diverse

etiology of illness. This is not 
simply academic, for patients

are often 
severely ill anO there is a continuing associated
 
mortality. The slow increase 
in the number of protocols dealing

with shigellosis represents 
a step in the right direction, but it

is legitimate to question why it 
has taken so long to accomplish

this and why there 
is still a lack of protocols to investiyate

chronic diarrhea etiology, mechanism and consequences. To this

reviewer, these findings are 
indicative of organizational deficits
 
at ICDDR,B. 
 There has not been a well functioning mechanism to
 
plan clinical studies for at least two years, a situation that was

evident during the review of the Pathogenesis and Therapy Working

Group (PTWG) in August 1984. With the subsequent departure of Dr.

Butler, head 
of the PTWG, no new initiative has been taken to
 
correct the situation. In particular, there seems to be no

organized way for the clinical investigators to meet to define

critical questions and methods appropriate to answer these
questions. They are thus left 
to act in an individual fashion,

and it is no wonder that there is no clearly thought out program

of research, as well as a multiplicity of sometimes duplicative

protocols. 
 There is no doubt that the dua. priority of invasive
 
and chronic diarrhea for quantitative and mechanistic studies of

individual 
patients is a proper decision, and a decision of major
importance to future field and intervention activities of the
 
ICDDR,B. There is so little known at 
this time about mechanisms

of and host responses in invasive and chronic diarrhea that it 
is
 
not possible to define rational interventions for clinical 
trial.

The ability to olserve the diseases at first hand, 
to construct

hypotheses, and to conduct clinical studies is a major and
 
laudable strength of ICDDR,13.
 

B. Quality of Pesearch
 

Despite tsome steady productivity, the quality of the overall

research effort described above is not satisfactory. This may be
 
discerned from the publication citations, which do not include the
 
most respected and demanding 
 clinical and scientific journals,
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for example, the Journal of 
Clinical -Investigation. New Enilard

Journal 
of Medicine, Journal of Expertmental Medicine. Science.
Nature etc. To be fair, as 
noted above, the present group of

clinical investigators has identified subjects study
for

immense importance. They have not 

of
 
yet had the ability, however,
to ask penetrating questions or to design studies that may provide


new insights. 
The group needs additional specialized expertise to
do this, for example, in renal physiology and electrolyte balance
to address the problems of the HUS and the hyponatremia of

shigellosis, hematology, and, in 
particular, the regulation of
granulocytopoiesis 
 to study the leukemoid reaction, and
neurophysiology and appropriate evaluatien methodologies to study

the central nervous system complications of shigellosis. The

ICDDR,B either needs expert consultants or additional staff in
these areas, and probably both, to make significant progress in
the near future. Similar comments 
can be made about the problem

of chronic diarrhea, where the research priority is high but the
 
ideas are not obvious.
 

Protocols are 
flawed. They are not clear expositions of the
background leading to the logical generation 
of a testable

hypothesis, and 
as a result, the questions to be investigated are
 
not clearly defined. Of major importance, the possible results

and the implications of each possibility for advancing the

research are almost never considered. There is no thought of

where the answer to the narrow question being asked will lead to.

The protocols are then battered about by a research committee that
makes a variety of demands that often do 
not make sense but are
generally acted upon by insertion of additions the
to original.

It is no wonder that by the time the protocol passes to the

Ethical Review 
Committee, it may be a disjointed, incoherent
 
shadow of the original idea of the investigator.
 

Although the reviewer did not have an opportunity to evdluate

the functioning of the Ethical Review Committee, the investigators

convey the impression that this committee meddles in the science,

and that their ethical judgements do not consider the relevance of
the 
study in the context of the magnitude of the proble!,. 
 In
particular, the Committee appears invariably to equate "invasivo"
 
methods with unethical methods. In part, this may be duo 
to the

lack of clarity of the written protocol and the failure to make d
 
case for 
the question being posed or the method to be employed.
In part, it appears to be an inherent problem of the committee,

and for this reason, the reviewer has suggested that the Ethical

Review Committee guidelines be reviewed, however it is also
obvious that the quality of the proposls themselves neoed to be
 
improved.
 

The involvement of various Inve{stigatorn In approved and
funded studies differn with the Investigator and the demands of
the protocol. Under the sytitem initiated at the hospital by Dr.
Alam, patients are now selected by medical officorn according to 
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predetermined criteria and 
are 
entered into the studies actively

underway. In some protocols, the study Is carried out directly by

the PI, while in other situations, the medical officers are
involved. Fortunately, the latter group, in particular the senior

medical officers, appear to be competent, careful, and involved.
 
Monitoring the data for completeness and reliability is the
responsibility of the Pi. There is no systematic ,.ay to monitorthis. Data analysis is also the individual responsibility of the

PI. While 
data may be sent over to the Computer Branch for
 
analysis, increasing use of 
PC's for data storage and analysis is
 a good trend at the IcDD|,n. 
 The PI thus has direct control over

the information and can obtain timely analysis during the course 
of a project.
 

C. Research Review Process 

There appear to be several ways in which protocols are
developed among the clinical investigators. In some notable

instances, ideas have been generated by direct pati ent ob.servation
and the realization that a real clinical phenomenon was occurring.
In other circumstance.,, discu;ssions within the group or perhaps
more conmmonly with vis itors have spawned new rcearch ideas. Sone
of the protocols in operation have been "commissioned" by outside
agencies, are derivatives of previous studies of some value but
minimal new creativity, or are minor alterations in drug
selection, dosage or delivery. There does not, however, seaem to
be a systematic way to consider clinical problems in a fashion 
conducive to generating new ideas. 

The ccmment is repeatedly heard that the fora for scientific
discussions among the clinical investigators are inadequate.
This was true of the P'rWG 2 years ago, and it remaina trutt today,
although It mus'1t be stated that the clinic.- conference. are being
hold on a regular basis and with ample dincussion. But there isat present no divinion head for clinical investtigation, as the
PTWG and f"'C. (NLutri tion Working Group) are both without a
director. Certain members 
 of the Board have attempted to
 
stimulate resea rch activitien. flone thise
of rembers areclinicians, however, and their view of important clinical resnearch 
in therefor. f-omewhat limited. One it,lott with the ir pron .ion
that a critical thinking rant, could be obtained with a few new
clinical 
 appolntmenta and a better organization of present 
talent..
 

'The revi ew p)roce') has boen co.-u nted upon above. It ,hould
be noted that thu g'oneration of protocolts at ICO)Ilh ii a comonly
noon an a primary pZoce?n, an end in itnoe lf, lnntcad of the
natural rl:eult of the generation of tt aibl" hypothotes . Tho
internal review progroesses from formal revilwn within the working
grouis to a forr.al ICDD)A,1it ,Poearch Committ o. Protocols ippenr
to be patchtd to conform to thu variouM suggoetionn that arv rada,
resulting In none awkwardly written proposala. 
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It is the opinion of the reviewer that this process is not
 
functioning well. The working group structure, particular,
in 

does not foster the needed interactions among the clinical
 
investigators to develop creditable 
proposals. The clinical
 
investigaitors need be better contact another,to in with one
perhaps by reorgani-zing a clinical investigation unit, possibly
subdivided by subject of interest (eg invasive diarrhea). By
organizinj the clinical services to deal withinteractively both 
clinical care and clinical investigation, new and important ideas
 
may be qener'ted and translated into grAnt proposals, 

The final forn and scientific content of the protocol,
however, should be the judgenent of the investigator and the 
progr-ini head, subject to the approval of the ethics com.ittee. A
committee cannot be expected to write a creditable proposal. In
the end, scientific quality will be by the reviewjudged process
of the donor. it in for this reanon that the presentation of 
research idenas to funling agencie:n without scientific review
procewti. of their o'n requirea that 1CI)D)R , scientists aruke the 
present ation within a woll (conceived frar-work of scientific goals
and npteci tic -:tep-; !or their achiev t4:- t. 

D. 1~e:"t:- Irch !"election L'oc!.-' 

PeI w .'int c . .ent.-i hlvc. alreaidy been made above. There has 
not been a tLy:;tematic rechanin- to do this. Conflicting inputs
have co , t- :n outtiide vi itortS to IC[)I)JR,, the Board of Trustees,
local out side s cientitits, and most i rportantly, donor agencies.
The shift to tarqetted funding has not yet had a salutary effect Gn 
the proce.;, indeed it nny be inimical to the necessary progress.
As enpha tired above, YICDDR,1 nu't develop its own carefully
crafted anjenda of re.evarch goals and present a set of integrated
specif ic restua rch stud itt: deiigned to reach these cjoaln. 

In sorti sen,, if the system is working, the donors will be 
auked to pick f ron thet, menu to suit their particular tastes. Thus 
it is cler that the donors ru.t find a way to work together. In 
the can ti of Al ), nnd the ugjent ion that ICDDR, 1 needu 
inatitutioinal coll nborator4, a major irproveoent in the quality of
the work in Dhaka and itn relevance to All) health strategy will 
follow when siuch support Is provided. lor the centre, th is would 
best bit in the torm of direct secondment of personnel from a U.S. 
Institution, particularly when the specific talentn of the 
individual are targeted to a specific research quest ion of 
relevant{, to the overall rci¢enttfic strategy of the ICDDR,B1. 

IV. Coc1 1us on 1 

Ati long an dirrhoeal disteasten rvi..an a leading cnuso of
morbidty antd rrtality In thie third world All) will need the kind 
Of Inforr ation that can be plovided by ICDDA-II to ahape AID's 
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health policy. ICDDR-B maintains within a single institution a
 
range of expertise and the capability to carry out diverse
 
investigations from laboratory to patient to population. It 
is
 
axiomatic that such an environment increases the likelihood of
 
productive and relevant research. Therefore, not only is it of
 
value for AID to support ICDDR-B, it is also imperative to insure
 
that it functions well.
 

There are deficits in the ICDDR-B, however, that limit its
 
utility. Some are at an institutional level, including managerial

issues, and some are at the scientific level. These deficits are
 
not fatal flaws -- they are correctable. The new director, Prof.
 
Roger Leckels, appears to grasp the nature of the problems. With
 
necessary outside assistance and minimal outside interference, he
 
should be able to move the institute in a better direction. lie
 
demonstrates a strong but understanding character, and an ability

to maintain a course while under heavy fire. lie deserves the
 
committed support of AID and the opportunity to use his discretion
 
to effect the desired changes. 

V. PecoMMendt ion; 

A. Claritication of Research Goals
 

It it; now rore widely acknowledged by ICDDR-B that the old 
cholera lah days are over -- in this case meaning that Anvasive
 
and chronic diarrheas have become critical research issues. 
 This
 
is appropriate, given the unresolved clinical problems being seen
 
in the ho.,;pital and field. The ICDDR-B mnst now cledrly define
 
these goal.; by expanding the statement with short descriptions of 
the specific resnearch ques;tionn to be given emphasis. 

These should be formulated by ICDDR-B1 personnel, in some 
cases with expert consultant help. An organized program to attack 
these quetionn is essential, with fewer protocols and more 
focused col ]aborative research among centre staff. The 
formulation of the specific work program will highlight
identification of skills required and thus direct recruitment. 
This recommendation has been made before without adequate response
and should bo' considered to bo of the, highest priority. 

It. Peorgani --at ion of S;tructure 

The international vs. national level scale has only served to 
divide the ICDDH-Bi and has not improved the quality of work. A 
now organization tchome in needed that will attract International 
investigators and keep local sciontists at. the centre. Salary
levels 1should be set by many ftctorn, including salary history,
spocial needs (e.g. expenses duo to temporary relocations), and 
responslbility cf tho job. 
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The needs for flexibility may be mat by many mechanisms. One
suggestion 
is to create a wide salary range for every category of
position and remove the multiple steps within academic rank. 
 Thus
2 individuals with 
the same academic rank can receive 
different
salaries without broadcasting by detailed ranking. 
 Such a system

is used in many UF universities where salary is set by the
Department Chairman. This problem needs much thought but 
quick
action, and the above suggestion 
is simply one model successfully

used in some situations 
 where the Director has sufficient
 
authority.
 

A second category of problem 
results from adoption of other
WHO practices as well. For example, the rule against husband
wife employment may be counterproductive and is certainly archaic
in concept. 
 It is very common now for married couples to be
professionals working in related fields. 
 No longer can the career

of one spouse be ignored in consideration of the other's.
recruit the outside talent it needs, ICDDR-B will 

To
 
often need to
face this problem. It may well 
be that a husband-wife team are


qualified for pos;itions at the centre. The 
rules should not
preclude this.. Neither should ICDDR-B create jobs for convenience
-- if vbhere is a position and the spouse qualifies, they should 
not bq discqu-lified. The need is for flexibility and appropriate 
act ion.
 

A third area 
for reorgani:..ion is the scientific structure.This reviewer ha. not changed his opinion of two years ago thatthe working groups are not working. The ICDDR-b should be urgedto recons;ider how it functions and to make nece.ssary changes.
Only the clinic-il activitie!. will be cons-idered here, ",iven thisreviewer's an:igneit.. The ceIntre do highrust quality clinical
 rese, r ch beca us;e t he mortal ity 'ate actually repr ts
individuals who are dying with problems that cannot be defined atthe population level. The ]CI)DR-1 must maintain a hospitalservice to keep the flow of patients high enough to be able to

lolect the prohle.; for study. 

To r-,intaln the quality of general patient care and toimprove the qual ity of the clinical research will need come
redefinition of 
1,,adertihip and responniblity. The renpo s ibilityis broad emough to ,parate into throe areas, each of which
denerve a nepa'rnte oiief. The firt;t is clvarly the head of theclinJcal nervicen of Dhhaka honpital, with responisibility for
functioning of both inpatit,nt and outpatient taorvicot . "ht, praonfill ing the, Co:ii.p rab 1l job at Hat Ia, &ihou Id prdl.M.h 1y be
renponsible to th. ihaka chief. 

Given the 5i1 ,nI patplent. load, adminit ratlve aujil)(ort i1warranted and nhould e provided in adeqrlunto fauhion to permit the
clinical director to attenid the noeds.to clinical T11e clinicalrosearch can be divided into two areas. The first in r.tabolic
studion that require 
the une of a tspecialized notabolic ward.
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This is a full tiMe occupation and should have its own head. A separate clinical study unit is needed for other btudies,
includin9 therapeutic trials and l)athogenetis studies, andi it
deserves undivided attention and quidance. Theie- three section 
heads could amid ihould work together admini st rt ively md )ointly
be renpon ii e amd repuit directl Iy to the IC)DDi-tt Dtlector. 

Incidentally, it ahould be noted for the record that the new 
hospital ufutters fiom rii..t)or ftunction-al deficits and structural
problems that attect patient care All" riedrch. That thia is the 
case is not only unfortunate, hut is an i ndicat ion of gross
incorpoetncy in its pl,-nninJ. Whhi l thin it; not the nub)vct ot
this r ev i u,.., cor.oct ive ;hysicil ni ILat lo ri cr clearly
lnd ic1t .,t , with ri , j ov cost 1ul- us 1 St . It i 10t I fig
Sugges;ted t hat A!l) nt~c'ir ii, t'ku un thils |roblle [et that Ali)
should CuS1;idt:r : Clo'.'4t !(.ilt for 

programr! or o cru,.. 


wlul tec:ied aj.eciltic retearch 
I 1tvju..ite care. 

C. I(( A 't 4 Sc~:! a 
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inPut, more balanced representation, and a conc"erted effort ininsure that ethics andI not politics goides its activity. 
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JDr. Peter Funstoa r!" aiutio
 

I. Introduction
 

In carrying out this evaluation, I talked to a large number 
of people and read numerous reports and papers. I visited the 
Matlab Treatment Centre, with a brief trip to one of the community

health stations, and visited four 
 communities in the Urban
 
Volunteer programm.'e in 
Dhaka. Because of time constraints I was
 
unable to vinit 
areas covered by the MCH-FP Exteision project.
 

I. General Comments and Recommendations
 

The following cor.ments and reco"..endationt; refer to ICDDR,B
in general4. ICPDDV,B in an important institution which hat; made 
irport ant cont r i hut i on-; to -;cient i tic knowledgje and to the

uu±cv: .- tol emntatii eofomjorrp1 interventi ons consintent with
All)'- h.aIlth policy, e.g., in the areai of treatment of acute 
watery diant-le.i1 ditcanen , tenting cholera vaccines, developing
and evaluatinq rethods of providing low cont maternal and child 
health and tanily planninq ne-vices, and development, tenting, and 
impl enntat ion of appropriate health and tami ly planning
intervent ion:; in a cor.munity .aned nervice nystem. ICDDR,B 
prov idt a un ilu( net t i nq in a devel oping country with a 
long itudinn 1y well drocumented high Iertility and high mortality
popW 1at ion. I C1. )k,|i hain renoU :en for further research and 
irplmit-t nt ion in tern of iti tncilentific ntaff, its large number 
of well trninle, well oruqani ed, highly motivated, well oupervised
fiel dwo1J.e: , ant acc-va:. to well documented tstudy S iten. 1shC 
are :-.loorcw- whicli are hilhly re levant to studying and solving
prdisier:, of hiqit fert ility and high rortality, and would be very 
o it nvlV al MIA t Ii C btl; nq to (ith)p 1icate. 

),()I the-4o lv All) 14hould Itt; tupport of ICDDIJ1 DB.nt(1a11 contlite 


Pan or11I . --%(Jof cl,,ar Ov n 11 Jl ;t ratg(1y 

11,a1y ICI)IP ,IP ,lentific taft omeborai, inclutin I itn current 
Director. )r,. ioqbr Iockel, have clear reoa rch agendas and a 
clear idea of whera their p1 n.n tit into a larger picture of 
health, nutr ition, nld pooin1ation problms in Ilntjiqtgadeoih and in
th" dev elujin world. Utnto0tunately, 1CD014,1I all institkltionas 
applsars to lac:k a cloar plan or sitrMtegy, ,ither in termts of itts 
own dtveiple- an instoe a Itut ion, or In torrmts of plan for 
Aclt tirltc eneaoua1ch. Alparently tho )actk of an Institutional 
a9clg a WaS paral vtd Ily AV'), and the r'ecent nsitch from "corot# 
fundiw j to "tnieled research" fundltIr was an attempt to give ti0no 
diroction and to assuro that the necoureirv resourcep for carrying 
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out specific tasks would be preserved. In general the topics

selected by AID for have
support been appropriate both to AID's
 
health strategy and to the mandate of ICDDR,B, but this has not
 
led to a systematic so'ution of ICDDR,B's institutional problems.
 

ICD1R,n is now suffering from a series of institutional
 
problems and constraints many of which are symbolized but by no
 
means confined to a financial crisis and the way in which it hs
 
been handled. These problems include:
 

1. Multiplicity of programmatic and administrative
 
demands imposed by 
donor agencies in an uncoordinated
 
fashion. These demands have led to 
intervention in
 
personnel and program decisions which have weakened the
 
ability of ICDDR,I1 to 
 define its scientific and
 
institutional goals during a time when funding patterns
have changed and new basic personnel policies were 
introduced in association with financial conditions
 
which have led, at least for the moment, to a major
curtailment of I und-5. 

2. Heavy dependence on short term expatriate personnel
whose loyalties, careers, and interests are not 
necessarily congruent with the institutional needs of
ICDDRI, B. Such personnel have often been highly
productive, but selection and recruitment have not 
always contributed to development of a coherent program
of scientific resnearch and implementation. 

3. ICDD?, I in both an international and, In many sense 
(location, personnel, problem orientation, etc.) , a 
banglade.h i institution. Jo plan seems to ckit 
concerning the way in which I CDDR,1 0hould be developed
within It-; liingl adenh letLL int. Only recently, arnd 
laudably, have specific offorts been made to collaborate
with other re'search Inst Itutons in lisanrladesh. Failure 
to arrive at to11 plan Is associated with failure to 
develop p1 an. regardinqr uch ens'ential matter an career 
pathn for liangladeh staff. 

4. Conflicti ,,tetweon has ic t;cinc., appli ed reioarch, 
and tserv ice. 

In t;upportint ]C )DI(,l1, A l) and othr donors Oihcu1d Iecoqnie
and, to the -xtent po nibl,,, atte,-.it, to annint ini allviating
thono t rait and Consta lontu. Dr. Fieckl s has earned and 
dw .,vets th. s.upport of All) and othor doinors in his attemptm to 
COpe with thoi, problem4. 
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IV. Institutional 
Linkages and Personnel Recruitment
 

Recruitment of highly qualified, strongly motivated

personnel, and acquisition of appropriate scientific review andadvice ii a major institutional problem for ICDDR,B. 
 In

collaboration with other donors, All) should assist in thedevelopment of a series of linkages with centers of scientificexcellence in fields relevant to ICD4l1,r10. areas of in trent.Such l inkagen should be ba sed on nutua l andinterests 

understanding, and should lead to the secondment of qualifiedstaff to lCD)UI. This systen will greatly facilitate recruitm.cent
of needed per.onnel and will circu..vent some of the problems the
dual salary cale which now p1 aItues I CI)lm, h in many ways.Secondment agreement; alsoshould provide for periodic visit.,;between the senior staff of ICIDI), [I and the col laborat ing
institutions and will result in an increase in intormal training
and in COntructiVOCi scint it, nonitoring of ICD)DI(,I1 progrn.. 

V. Criteria for Evaluation of ;'peci tic Activitvtv.-

A tew 'xk, are n':ct.,sAry coziceznirig the criterin I havoused in r',Ich in ry j udp-ents.*W.t|rop- by Iaterw s'" havu taken 
to rc11 ita cons iderilt ion ot net*~I:;i de i t-IA by t ht vol ra2 of theproble-, in r Iat (,)tn to aother c, Ier.s In 1ha nj1 le-Tuh anddevelopin, world, the .,tnt, f t he 

the 
net o5 


Available knio'wltIijv ) azI i 

art of .'!t 0 of t.io 

l 1111!e .11 in t he iptvC:1 : ce 
1Im!t i " W, I on, i nc1Ild kn;of t he 1,q 1 onne nl, -r5in to i d
popul at ioni, aut tl. d (II:'Ce t whi ch llr ,a r ch cippe 4 red to
 

Cumulat iv,.
 

t-rThe an'u~ erilI a sq o l e of tor hiawork evn 1u,;t IonsuC et".11tei )IIIle& ic(at ionl i i e -a ta IsatI al ,]y iccognire

jouriiI a n-- a rtt 

zy 

,, ur o)f I , r ict Iv I t CtI arIy IthI a sai iport -litA6 al rls*U UV 0f ):-1v kiI 1. ot t4- lint iI it p:rJA ki ct 1v4 . ,lo t Isnot t ec.v:, rIly the o I y , of t h tn-l irport nt critLa:eIon f(r

Oth v1r at I I. lesI t I CIba;, ji. Ihel j:4, Iots ti of 1a"e At lvii i o tthe C i i t :tvoti 1(v ".eni rOh WO7 I ii Grop ~i r I j 1)
0 xamp)Iev, As' health c:nt Victida to0I gt- II Vol t V4r I o
 popu IakIontr .1i.ithe~ )t t 3tlbiqv C t- it) to sd011 het,t e i..i sa.1)t-1l orhealth can n1 de-:IqnajhIt.1 Irp at . :W:,.-* vetaeit 4a1 pn'oductm of
the X(1f-Vi extoliulon pz o)C:-tta aa in the for.- of do. 'lop, eart of

zeth~odri t() at I flogjeeI Ant~i d0~SIOj(.1 to allatc -jii r rja I a Orvicon ndi t-vibrts frtt - hacIhi is Itvains tie I.at a by at Ctbanrb thwt n I yva a Va I it.11, 1ft 1 1 odnt%Ich a pto t u a I taI Ptt141 01,I
roco...,nivla t io a5 i () i )lt (;ove157-antt ()f 11:11f 1a (asOt t hts LPe7-kj7 441 IC!hjrvai I il.int1)14t om [~ ant Ilha ~ap a t:at on t4yat Oe (:;W
prodtico datmalit ubst.) r olrm, alid ousa cr it aiutt 111b 1to) )utljo Irithe ext ait to Which thobe data Are actoua1y Utab, 
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Criteria used by AID in evaluating ICDDR,B and AID-supported
projects at ICDDRB should be appropriate to the tasks performed,and the setting within which they are performed. The process of
project evaluation should begin when the project is proposed.

Criteria which are used
to be in evaluation should be stated andagreed upon when proposals are accepted by AID for support. 

Criteria for judging the quality and productivity of AIDfunded project at ICDDR,B should include (though not necessntrily
vi-iultanocucly or for any uinglo project): 
 excellence and
quantity of scientific research, as measured by publication in
internationally recognized peer-reviewed journals or in peer
reviewed hooks; effective communication with scholars and policy
makers concerned with the "applied" problems to which the projectis addtrjsed; influence on policies and practices related to the
subjtvct or the project; relevance to diseasnes or conditions ofmandatel interest to ICODR,11 (diarrheal diseases, nutrition, highfertility) ; relevinc, to diseases or processes of particularir-pom tance to All)' he,;lth strategy (including child t;urvival, MCIIand ITI', u.t. of AppiJ'rO[ iato technology in co. unity based programs,widt.!|Jz e×t(.tns of annd ofservices Ibenefit research to
econ( 1 ditiadvan tage d demonstrable beneficialic.11y populations), 

efrect 0s 
 1, rson Iwel -being and on relevant demographic
meanur, in po|)ulation whichthe to the project is addressed,
releva:- to the health and fami ly planning interests of thaGovern!,v II !1n(aI st renUthen Ing1adt: nh : of I C)DR, as an 
I n-;t itI ut i r ,. 

V:. t or )Errorts of IcI)ON, I and with Other Donor
Age t 2-"S 

AIl) htl1 astl It in the or pini :at ion of reg)uln reet ilns of
donors. iht- dunor t Sliuld eptt st fro.- ICDIM,1i a coherent plan otaCtlon, .1nd tohould rnside- n Dka(.

Con i cI that gUlitoFt to!' speclic pro) ectst often 


t hiti nt ;JC onorst tshould 
i.rpllves strong"erv i 1 Itr.r nt IC)t)(, It and that ICODA, Iti n10dat!l e" wit. hin 


it all 11 1ty 
 .an"I VCn I fnlIt y orf wild Ing in order tof irpleent a 
cohern1t p,11 Al1d to ftrlit- ,liooft ecctivoly. 

A:,0 houtd rutJpot p(Iv o longtt dove rpent lantingn_1 1!it I onn I coiIIl- ntat I (Jntl of ut un I best r it to ICDI)t, It and to
th t o(,l lnlo:at i I st it ut Ion. Cto Ino.t at llog instt i tionu gnhould
be Selected (di the Itzlat (tr thei ro-nt itfic xcellenct niid their
under.fant rigq arti gy y the o b
Co)IIlt , at I V, 1, 1at I utit I s: should I nc I tt, t U)I)Iy Of 

; of path with lollu terntjun of IC001)4 ,. 
t h i 

r,|Jl It a bc IeW Ii fit' Petm olitil to I C1b4(, It Yb S ecyo ond -vl. uch 
Pei oltie1 sh0i,*tld kat 4t1 twTr I 1 sr1:;c il Ic It,lth on t tho i ,1, 11t
ol the belvvanlc of their ski) Is lollit cti Io 

ntd 
long to:t , -ilts

of I ,14, utt
It. %1 1 nt Ceo lit Ol t h g-a I sh t. I4 hdla l tp liiirothAt ndcpat a sp ul:o t s viea will Ih1 v aialle for ohot t b rm
V I l t I 0 intI ta, hoee that , leti lts will contributa to the 

)tol
 



overall program of ICDDRB, and that 
their contributions will be

appropriately valued by their home institutions.
 

VII. Comments and Recommendations with Respect to the Urban
 
Volunteers Programme
 

The Urban Volunteers Programme (UVP) is 
a good example of the
 
combination of 
the rapid dc:ign, implementation, and Verification

of effective health interventions for a large population living in
 
dispersed settlements. UVP should serve as a 
model for other

initiativet. 
in this area. Outstanding features include 
the
 
following:
 

1. U;ing general knowl edge of the population and its
 
health problems to frame 
 hypotheses and design

appropriate epidemiolog ical re;earch.
 

2. U12ii.qj techniques of cen;using anid record keeping 
s i:il,r to thus:e edveloped by other ICI))R,15 projects to
conduct t he rs--ea 1'Ch and ranae intervent ions, and 
te.t in11 to rel iabil ity and val idity of alternative 
techni ien for na.ur inq v.ariables ot special Interest 
(e.g., YAI v,; . ,1.arie; v.;. direct observat ion of 
hyg ietnic 1ehav i or) . 

i t 

in terr:l of v4Anl t iil 1itIV4ent: ion..
 

3. alpid VOf o-,.'. ntidy res-ults and Interpret ation 

4. DI rvet 1y bo I i'.r t lie j(1ul at ion at risAk to deniqn
t 1 C ( f ut e i interver t iort; which aro apptropriateIC t 


in th -tr isuul-:t- i ,tt, ing.
 

5. | t-lt n t ion t; .ing wll -tIained and well
~iVUI:!~iv r;' ]l: (t{,u01)ll a y' ,.('-1ters 



at the 
impI e:ent .1it itota, i : id(l i ( both tiorvic, 4t at istic and 
bio Ioq ica I all Ct,/O a.;hi r e-ta::ureu of iMpact ot the 
etr,,ct it 


C. V yrininj n111 %I'.% i nq effet, IVi v Isl Oi the 

the, i1stelrve!lt ion. 

"7. Add 1 0i erVc-lit liot. inc:re- itlt ly b)y reinatn theq
Pr)( re: h i (ulreal %.vt, in ret InIment noq inc rca se tO 
th, tikil ot 11he Ui[ll- Voluinitcc health work.'ti. 

A II i r :-% r,;i:vico , i n vct nI CC I niovl ,, or t hel p ogramm0Ine Iu d t -, ,levo ope-nt , t e no i cv;, ntl ianI iduction o f record
keeplin; hye v n wh Ictl coall b uI," d 1by ili t tu rothers, arnd 
veri tico i, (it hits t ltti dt tr kYeteopIn by Indeondtlnt
obrservn$i(I Ol lhe M'tllt,Imy t 11 a, uI,,I of" the UVI, rutltiaont 

eti~I (of laail 1cIvntnet ri cn yoars orf pal naitak in workath b 
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by ICDDRB at Matlab and elsewhere, carefully tailored urban
to 

conditions.
 

Ovorall the UVP seems 
to have been very carefully conducted,
with full documentation at each step, and with careful attentionl
to the methods employed for collecting data and to the quAlity of 
the data. 

S'cientific and nanagerial lcdcernhip appears to have been 
excel lent. 

The number of publications in inturn.-itional joiri.11. ' rom
this proj ect i i; nt ill nm 1] , mniany ot the r¢v.;earch reporto avenot yet been publ i ,hed, but document at ion ha1 been very good. 

AIL) :;hould ;upport the conti nuation ot this pro)j ct nt eastthrough it S pro|)o;ed eXpannion p|hc ne in h)h k .1, Yi Ilna , etc.
future plant; nhould include a strategy and ti r'etabl , for makingprogramme activitie.n orgarniziationally C1i1-uotainig,wel". aswnfor extending activitiv..e throughout very low inicone urban arean
Banglade!;h. During the pilot project stae, 

in 
AID nhould cornsiderfundinig a portion of tsie co;tt; of thu Whaka ilHospital, with which

the UVP inter f ace; , and upon which it depends for nume rous 
diagno!ttic and treatment nervices. 

The UVI' i; ideally tnet up for a scries of inten iwye, clearly
fOcU!:,d :.oc I A1 -Atudi in directly related to itts ob)ecti vet,C ;cirnce 
and All) -;hould -;uyp0[ ort uCh .,tudie.n.' Therv ii ri rtCL>;:1i.7:en d n d1 ,for , f'×.:p a di- :,m|;hiCally t ra I ned ,al it 'It 1ot toit tor B voC 
i nw-vn;t i q.It 'A pat t vrnf of i i ratio ant the a) p.a Ivrit ranpid
adapt.it ion of c.t-unity 'tarndn in fnterverit ion co:- un iti¢f b)ynow miqgrantn. thin ini r ation in ilittrtt toof UV1' ,:cautnt of

it i (:,;Icat i on for 
 the ropretad of behavioral mod i Ciact ion
throughout a iervico in there aara which is (Ireat deal oi
migration. It lt; a1 no of fundnamntal riclentifti, interent at

rogardti demographic and behavioral adaptation miqrainta
of to thoir new iaurroundinqti, a common feature of developing countriue. AlI

should support nuch renearch.
 

VIII. Cor..nnt' and lPeco.-endationa Peq.jarding the H(II-I| lxtennion 
Proj ect and A!;nociat ed Ope rationn JPetnarch 

Tho E:xto.no ion MCII-")' Project itl all All)-nujporttld act ivit'y
Witt, n Inr +Itho.1+nt h titc : ope r-t i loneIv! foune arch CO tpon ilrt. ;"Ito
cha lt.nge -f t hi n proje ct in to t manofur What wiladi lsal d aboutthe ilt lluttiln of HCH-11 ,aorfv'icoli througlh iltel.iv , wol); at tho
ICDtP ,Ie rural FNAcli'h tnittl At M t 1 ,) to 94ittid Which ale utatrfbdby ;tiqu1 nt Govornli+nt of bangI adeah ((;(ll) p'rronncl I In ott.-. parttc'rount Iy 'ih W(I-'Of thl . H.atla Work on 1H norvi a dlolivery haln
boon C it Icized by Oom" An irrolUIvalit to 1la101ra ntidn beCatIne 
tho intontity aid xpenra of th- effort at Matlab rqulir od 
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resources 
far beyond those available nationwide from the GoB.

Extension Project responds to 

The
 
the mandate of the ICDDR,B and the
 

request of the GoB to extend the intervention model developed in
the intensive research area at Matlab to large rural test areas in
Sirajganj and Abhoynagar using GoB's MCH-FP personnel with a level
 
of support commensurate with GoB resources.
 

This project required demonstration that the Matlab
activities actually had demographic impact which could be

attributed to project activities. This was done through use of

data from the Demographic Surveillance System.
 

Operations research described 
what was done at Matlab, and

the Extension Project designed a modification of the Matlab system
for other areas. Modifications have included 
the develcpment,

implementation, and testing of 
a Sample Registration System (SRS),
designed to give information essential to manage the 
routine

operations of the large scale MCH-FP activities, and to collect

data necessary to evaluate the demographic impact of the project.

This system appears to have been well thought through in terms of
 contents which allows it to serve 
many purposes simultaneously,

and method of operation. Use of microcomputers allows rapid

response time, allows records to be in
updated the field, and
allows quick extraction of data in 
a useful form for monitoring

operations and assessing their effect. The system should 
have
research and operational applications far beyond the limits of

this project, and probably 
 will be used elsewhere (with

appropriate local modifications) as a research and 
management

tool. The system appears to be considerably less expensive per
person in the service area 
than is the DSS at Matlab, and

considerably faster than the DSS System on which it was based.

It apparently requires a major investment 
in personnel to tailor
it to the needs of the project in which it will be used, and

detailed anticipation of the
all uses which will be made of its
 
data.
 

The fact that Matlab personnel were used in the training

phase of this project 
 suggests that it will be replicable

elsewhere in Bangladesh. A number of the 
innovations of the

Matlab project have now been accepted by the GoB as the basis for
national programs. 
 In sum, the Project appears to have been

successful to date in modifying a 
program based on Matlab

experience, training the appropriate GoB personnel, convincing GoB

policy makers of the utility of the interventions and management

systems, and putting the systems 
in place. The ultimate tent of

thins project will 
be in terms of its spread beyond the original

implementation areas, demonstration of its demographic effects,

special studies to demonstrate health effects, and its ability to
 
respond to varying and changing conditions.
 

The project activities 
are well documented. Documontation
 
appears to be of high quality, but to date moat of the rosults are
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in the form of briefing docu:ments, conference papers, etc.

Published results are focused primarily on 
family planning issues.
 

AID should continue to support the MCH-FP Extension Project.

Future activities should include 
the documentation of project
activities in formal publications addressed to health policy

makers as well as to those interested in family planring and
demography. The health 
research component of the project should

be strengthened to balance the already 
 strong demographic
 
component which focuses 
on fertility.
 

Data from Matlab suggest that although the service statistics
 
are 
encouraging, the use of modern contraception is up and
fertility is down, mortality, especially 
for young children, is

still very high. Serious thought should be given to developing

and testing effective interventions to reduce infant and child
 
mortality to more acceptable levels.
 

IX. Comments and Recommendations on Social Risk Factor Research
 

Data from ICDDR,B studies indicate that social risk factors

rival biomedical risk factors in correlations with morbidity and
mortality. Although 
there are some important exceptions (as in
the Urban Volunteer Programme), for the most part there has been
 poor integration of social 
and medical sciences in a setting in
which such integration should have been strongly 
encouraged.

Representatives of either discipline 
have often viewed members of

the other as too narrowly focused. In part this may be 
a result

of selection of staff with particular disciplinary interests, and

in part a result of requirements of "project" research 
which is
necessarily narrowly focused, to the detriment of attention to the
overall picture. 
 Periodic review of the relation of ICDDR,B's

research activities with 
respect to the oeverall gial of lowering

morbidity and mortality should be high on the agenda 
 of

researchers, administratcrs and funders.
 

Demographers, for example, have focused on 
family planning

and fertility issues; their 
efforts at understanding mortality

issues have been 
limited and mechanistic, based on correlational

analytical modeln which are 
unacceptably non-biomedical. Results
 
of biomedical rescarch have not been turned quickly 
 into
hypotheses for social science Inveatigation (and vice versa).

Those points are best illustrated by some recent attempts in this

direction as related to cause of 
death and demonstrated sex

differences In death ratea of young children. 

D)ocum(ntat ion of death has been carried out since thooarl lest days of the D5!;, but only within the past faw years has 
an attempt boon made to use the (Lata nystematically, and toexamine their quality. Onco examined, it became apparont that thedata ware of unsatisfactory quality with a wide variety of
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systematic biases and errors. For example, it appears thaz far
 
too many deaths are being attributed to tetanus. If these data
 
are used as the basis for evaluating the current intervention
 
trials (tetanus immunization of pregnant women) the results will
 
be meaningless or misleading.
 

Attempts are now being made to improve the defects in the DSS
 
cause of death data collection methods. In my view these attempts

would be helped by getting the medical personnel into the houses
 
to observe interviews in which the 
cause of death data are
 
collected, by making systematic attempts to 
 document and
 
understand local diagnostic categories, and by using both
 
relatively unstructured and highly structure questions 
in an
 
attempt to learn the events leading 
to death. It has recently

become apparent that local Dangli terminology for diarrheal stools
 
approximates valid clinical categories, yet this 
information has
 
not been used systematically to classify or grade diarrheal cases.
 

AID shouild encourage and support integrated social and
 
medical science res.earch on methods for collection of cause of
death and morbidity data in populations where deaths and illnesses 
are poorly documented by medically qualified professionals.
ICDDR, BIs field site, are idea] locations for such research 
because of the baseline demographic data, the relevance of such
data to ongoing projectsI, and the excellent entree afforded toresearch populations. The methodologies for these tasks are
 
pooily developed to date. 
 The aim should be to develop a general

descriptive and algorithmic method allowswhich medically

untrained personnel to collect the data which can be reliably and

validly cl:ain i I i ed. Such information is eisentlal for 
identification of leading cnutses of mortality and morbidity, for
 
planninq rational interventions, and for evaluating the effects of

these interventions:. Ve;e:arch leading to the development of avalid and reliable lay reportlng system will require intensive 
village b).sed fieldwork on such topics an local tarminologiiz of 
symptcnt, and local clns ificationn of diseases. K. ) should 
encourage and suyport such rese-iarch. 

lPecent research uning the WD-;; data has documented a major sex
differenc, in mortality at early agea. Similar sex difteronces
have been reported eol ewherti, and have often boon "explained" by
retorenc, to low statu. of womon. Thin is inadequate at a guido
to re -einl action, and is poosibly untrue. Jiecent Information
from Ui- Urbann Volunttoru utudios suggesta that death of young
children in associated not just with nex of the decedent, but also
with ;eit,.nce nlsene, ni lingn the a e oror of of opposite Ax.
Thin nuqt,,it n that sex proference, if opor at ing, i a not absolute.
We still do niot know what b1hav ion nl differencots aro linked to
OXceos ft,, alr, ort ality, and thus haV no clue ti to appropriate
intrvont iolls. Ihig cnllsl for directc. oits vt,ion in A ne) cctod
Onripl of hi .,holds, not (at l tit initially) KAI' or othor mOr*
quantit atlve methods. lIcnause of the tienorobrphic data Wonlets, 
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ICDDR,B is 
an ideal place for the design of such studies, but
 
they are yet to be designed and carried out.
 

AID should encourage and support design and implementation of

research directed at understanding behavioral differences related
 
to sex differences in mortality in young children. 
 This research
 
will require close collaboration between social and medical
 
sciences, and ultimately should aim at development and testing of
 
interventions to improve chances of survival of young girls.
 

Research on social risk factors has depended too heavily on
 
analysis of aggregate quantitative data which have been gathered

with survey techniques. Too little effort 
has been made on the
 
fine-grained fieldwork which could 
increase the validity of the

data and the case with which they are collected, and which would
 
provide insights 
 into linkages between proxy measures of

"socioeconomic 
 stats" (e.g., education and occupation) and
 
biomedically meaningful behavior. For example, 
if education is

found to be associated with lower incidence or severity 
of
 
diarrheal dinease, how does education affect parental behavihr?
 
Does it make mothers more likely to wash their hands before food
 
pre)aration? More likely 
to keep cooking and eating utensils
 
cl,.an? More likely to recognize and respond to symptoms of
 
illness faster than their sisters with less education?
 

Information of this type is essential both to design and
 
implement effective behavioral interventions, and in order to

improve our understanding of the general pattern 
of association 
between nocioeconomic developmunt and decline in death rates.Answers to such questions (prcperly phrased in terms of the needs 
of health service system.) often require detailed fieldwork by
trained inventigatorti 'iving in villages and observing the details 
of village life. 

Alt) should encourage and sutiport Integrzted /,nclO-mdical
aclence , vurearch denigneu to documot biomedically relevant 
bohavioral differences wL.Ich distinguith high and low risk 
parents. The objective of such research is to design, implement,
and testt interventionn to reduce the risks without requiring full
acale econonic dovelopment, or, at a minimum, point to those 
o Iement s tit tocio'conom ic dvelop-ment 

ocience te cazch satociated witt) 

imp.ict , and the tnpeci tic As:ociat ed 
which 

behavioral 
have the 
chanigvie 

greatest 
which lead 

to rcduction of rink. 

This 
thoroutgh 

evaluation was not designed 
Invst. igqation of the needs 

tor, nor did 
and potentiala 

it allow, a 
for social 

project" of 1CDD|W,1l. I have 
auqqetitvd overnl nrean where it i apparent that cociAl sciencon 
Could k'a 1- :0C u-4tt) 1y 0-pl oyed. 

Alt) t ho ulh t % ,wpota thoroutgh caviow of what hfs already boon 
don , nist at Z' ar.stch oportunitivo iting In the ICDRB da1tlo 
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sets and 
field sites in which closer collaboratiom of social and
medical scientists would immediate
have applicability. The
puiposes of this survey would be 
to draw up a list of priority

areas, and to establish the requirements for conducting such
research and implementing its results. It is likely 
that
additional personnel will be required by ICDDR,B to carry out such
 
a program of research. 
 AID and other donors should consider the
secondment of qualified 
social scientists of appropriate types,
and should also consider systematic attempts to strengthen the
capabilities of 
ICDDR,B through additional training, either by
bringing experts to ICDDR,B or 
by sending selected staff members
 
to academic institutions where such training is available.
 

Systematic attention to the overall data management system at

ICDDR,B should be 
a crucial part of this survey. Biomedical,

demographic, and social data 
have been collected for a number of
 years, but have not been used as well 
or as broadly as they might.

The DSS is now being computerized (with Canadian support), and the
SRS was established (with US support) in order 
to take advantage

of modern computer technology, but the systems not
two are well

coordinated, either with each 
 other or with various major
activities at ICDDR,B. For example, the recent cholera vaccine

trial apparently relied on the 
DSS only as a baseline from which
 
to conduct a new population survey. Apparently the updated

information was 
not fed back and entered in the DSS. This
suggests that until time is
access improved the DSS is primarily

of historical interest, not a readily used tool real
for time

research. The UVP apparently used the outline of the SRS for data
collection, but data were 
not collected in a compatible way, and
 so cannot be analyzed with SRS programs. This suggests that there
 
are at least four not-quite-compatible population-based

biomedical-demographic-social record keeping systems (DSS, cholera

vaccine trial, SRS, UVP) now 
being maintained at ICDDR,B on a

longitudinal basis for large populations. 
 Researchers indicate
that the DSS data are not really accessible for regular use in 
a

timely fashion, and the ;S is not readily transferrable to other
projects without extensive reprogramming for special purpones. 

Thor-o conditions jeopardize the integrity and utility of thelargo longjtudinn! biomedical, demographic Socialand data
which in one of the unique 

base 
feturos and competitive advantagon ofICDD|1, 1I. Solution of "core service" problems of data baseaccessibility, timeliness, Itand crons-compatibility is essential

1CDDR,IP is to continue as the premier longitudinal population
based laboratory notting in a high mortal ity country in thedevoloping world. Thin will require coordination among antibetween donors, administratora, ICe)DRe,I1 researchers and potential
users el owher with interesto in InterdlciplInary studies of
biomdical and elhavioral dotorminnnts of mortality and fertility. 
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Dr. Myron Levine's Evaluation
 

I. Introduction
 

As part of this evaluation, the consultant surveyed the
physical plant and the availability of fundamental and specialized
laboratory equipment; attempted ascertain
he to the areas of

research at the ICDDR,B that are considered of high priority; he
compared the titles and topics of current 
research protocols with
the stated areas of priority; he reviewed the scientific
publications stemming from 
the research. A series of research

protocols were selected for detailed review.
 

II. Prioritization of Laboratory Research Activities
 

The con!;ultant learned that several broad areas of scientific

research have selected as
been having a high priority in the
laboratory research program of the ICDDR,B. 
 These include studies
of the pathogenesis of and immune response 
to Shigella infections

(particularly S. ftf, 1), studies of the ecology of
 

1hrIaejk- 01 (part of a project to assess whether there exists an
environmental reservoir of toxigenic y. C h0 01), studies ofthe extent and magnitude of the immune response clinicalto
cholera infection and to killed whole 
cell oral cholera vaccine.

As part of the recent field trial of the B subunit/killed wholecell cholera vaccine in Matlab Bazaar, considerable emphasis has
been placed on carrying out adjunct studies related to the cholera
vaccine trial. 
 These adjunct studies include an assessment of the
effect of the B nubunit/whole cell cholera vaccine in protectingagainst diarrhea due to LT-producing j:LqJtghlJ Qlj, and otherVibrionaceae (non-Ol Y. hvlvra, Aer-,monas, and Plesiomona). 

To this consultant, these priorities appear very appropriate.
Currently in Bangladesh (as well an in India, Burma and southern
China) there in occurring a pandemic of severe dysentory duo tomultiplyantibiotic-? nistant ofstrains 
 y 1. 1. Case
fatality ratv.-; have been high in many areas, complicationsi
frequent, and the infection 

are 
ia uprcading rapidly duo to
compromised hyjieno and lack of sanitation and potable water.

Thus there in considerable interest in these countries, including
Banglade.sh, in the progrens of development of candidate vaccinesthat m ih' successfully prevent Shigol la infactions. A
prerequisite to the development )f optimal vaccinos in a soundknowlodge of the immune responve to the various antigons andvirulenc, pro|pertiors expressed Shiclgela the
by in course of
natural infaction. The ICDDRB Is in an ideal position to try and

accomplish this. 
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Central Bangladesh is tlh. aiLubtrnl home of cholera. It is
here, in thi Gangetic delta of Bangladesh, where cholera is

maintained between pandemics, when it is absent or rarely found in

other parts of the world. The reasons for the endemicity of
cholera in Bangladesh are not 
known. Recently attontion has been

drawn to the 
fact that a focus of cholera (extending for several 
hundred miles along the Gulf of Mexico coast) has apparently been
maintained in the marine environment along the Gulf. It isappropriate to ask whether the environment in certain regions of 
Bangladesh also serves to maintain an environmental reservoir of
pathogenic Y. 
 01. Such studles can be pursued in tow

places other than Bangladesh and in none with greater

epidemiologic relevance.
 

The large-scale field trial of the Ii subunit/whole cell
combination cholera vaccine provided an opportunity to carry outseveral related research protocols. This represents an
opportunity to arplity the activities of the field trial per so
and should be regarded as an opportunistic and wise decision. 

III. Physical Plant arnd Equip ent Available for Laboratory 

Rese rch 

A. Physical Plant Facilities 

One of the rost i pre!;sive favorable changes noted by this
reviwcwer on thi:; visit to the IC'DD.,1, in comparinon with hi tripAID in isas an rev i ewer D)ecer.ber, 191J.", the extraordinary
irprovo:mnt and reorqani. .It ion of tht facilsitio of the
microbiology', 1ind ir.nunolojy 1ahorat orie:s on the second offloor

the ICD)D), Ii. The inplr-Gvenent il 1;irply anitoundinq and appropriate

praise ;hould be extended to all those Indtviduals who played a

role in nccorpli.;hing it. Thits modification will reap benefits in
morale and work-flow productivity and will also be highly
cost-effective. For exanple, in years pant the -70C freeern that
maintain and presierve critical reagents and bacteria* !ialates 
wore kept in the non-t eperature-control led hallway where the
ambient temperature in hot season was often An37-40C. the
frozera co,'reiozs previously worked furiously to maintain the
ultra-low temperature, they qenorated and discharged further heat.
Under these conditionn that were previously prsc. t, the freezers
prematurely burnwd out their compresnorts and required frequent,
costly repairs. At a relatively modeat expenditure, the hallway
has now been (:load off and air-condlitlonedi various lab have
also beon e ppd with a tailored air-conditioning system. As aequ

cotsequen(,o0 the ultra-low toeipuratura froo.ern, which aro afundn.,nta I ness It y for a soph£ ticatod laboratory, are no
longer In dantger of pre-rature compressor burn-out. 

A large walk-in cold room ha also been Inatalled in thomicrobiology area, providing impressiva apace for cold storage and
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for procedures (e.g. some chromatography and dialysis) that
 
require a low temperature work area.
 

The bacteriologic media preparation 
and autoclaving rooms

have been isolated and improved. Within the 
 laboratories

themselves, bench space for research has been impressively
up-graded. The laboratory activities that support the hospital,
such as routine er.teric diagnostic microbiology, have been moved 
out of the research area and into the hospital. This represents
an improvement in work-flow, separates the laboratory research 
from routine clinical Tlsirobiology and greatly decreases crowding.
These irprovements are largely the result of efforts on the part
of Dr. Bradley Kay, who is the mastermind behind the 
reorganiZation or the laboratories. 

Unfortunately, the Iaboratories on the third floor of the 
research building of the ICDDR,B are largely unchanged and are
locAted in i nadequ.ate physical plant. There is an urgent need to
ren,,-dIe the third floor labtoatories af was done on the second
foor,
 

'Ine (c :.u ,1tta t alt;o vi:&ited the laboratories; in the treatment 
center at- Xat lib 11a~ ar that support the epideniolog ical and
clinical fitudles. Here too, Dr. Yay and others have acco.pI ished 
a notabl1 e iprovenr.nt in the IaLoratory facilities. 

Ier. nr:i d ,91)1 ,, I r .wol ogy , biochemis t ry and nutrition 
| borat H 1 : of Ithe ICD1I4,li hnve a fairly i pressivye array of 
mOde.: fl 1: AlI t Ic.1ted :ili.'ent to C.'ai. 4 tjs Al l credlble 
recae:rh 
t1h cj;,e. . "ht upport riyat includinq clutoclavos is
ad eqaI -atlv-: t tt,: ) tIl ly di: ti! leod Water. .1;pvcial iZedequl$ .:.t l *i Iwc . that for t l I el ct 1op01,1 , - i, chr:,!at crq-aphy,
1:1. 1!A, tir±- tj cultt~v 11) 1,fpI 1irr 'cilca, temii (ctOOllti .etc. u0, 

IIt qevtv: %I, Ie 00 It Alit 164as quit l pre %Cd With the 
equ|ipmtt avail abl a at the I CLD1I* !I. .1om ra- jor (and very
expefigivoj pitet,4 of ,qwlj ret .within the biochonintry area tre in 
fact 1ot Ia C-:titn I y ill tucoe bo musa no ifiVotictgItors are Freenetly 
at the cent.izr Who : qu i that isp nt tot¢c equ|( their retieatl'h. 

C. Aidral fa- 1 Iit y 

A very i :- ani faci lity1)ti-_ve A I ra IDI a lad by the
I CDDOR,It, a -h tt 0ti tn t from the AI n labnrat nrieu . Ill thoaf 
animal n ni-o atrainin of nica, r..o, qu Iell pi9 , ra'ilit iv hotiied 
shoop, (junto, a few Phbsues m.onkeyo, and rab ito, an wall an nono 
other oejejois of anirtdl. 
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IV. Quality of Laboratory Research Protocols
 

The reviewer selected a series of laboratory research
protocols on the Immune response to cholera 
infection and cholera
vaccination, analysis 
of plasmids in 9. d t outer1,

membrane proteins of S. 
dyXentrjg 1, development of attenuated

strains of 
 .. I, ecology of Y. gh2Q~rA 01 in the
environment 
 in Bangladesh, and Vibrlonaceae (other than Y.ChgPl rL 01) 
isolated from cases and controls. Short summaries of
these reviews are 
enclosed as Appendix A. One of the protocols
wan innovative and applied modern techniques of biotechnology to
 answer critical and relevant questions. However, in general, a

disappointing pattern was evident. While it is clear 
that many
techniques of modern biotechnology are available and are being
used at 1CLI,1, (.such 
as plasnid analysis, polyacrylamide gel
electrophoresis of proteins in the presence of sodium 
dodecyl

sulfate, Western blotting), the scientific questions to which
these techniques 
are being applied are lacking in originality,

innovativene.s or relevance. 

Ther. appedr to he an insufticient "critical mass" ofexperienced, internationil level investigators to create theenvironment where such research can flourish. The reviewerregards thi.n a!; one of the glaringmost deficiencies of theICDDW,11 at thatpresent, prevents it from realizing its fullpotential. lhere it; little doubt in this reviewer'si mind that ifsuch a "critical ra:;s" of invet igators could be recruited toDhaka a.Ig it clo.e t.scientific collaborationsn could be maintained
with a tew i ;tit ut ions; el;e, hore that are carrying out state-of
the-art :,.;a,rch in rl at ed field.n, the quality of laboratoryresearch at IC!)D14, D could be notably i rproved, expanded andenhanctd. A tiae(cific exa ple of such collaboration that can becited its tht! r,,l1ntion.hip bI0Ctweon tihe Univertsity of Gothenherg andthe ICDli1,Ii. ir. rn Ann-MarlJan Hlol-r(, and .;vennerholm carried011t rany coIl aiboz at iv t research proj ctt with t he I CD1)D1, B,intrcj,wed rntvrl irn.unoloflic techoIques , provided rea.entn that
are st ill 
 in utset, trainved technical and professional staff.
cOl labor'at lve rsi,a rch that they 

The 
tot-terod has toled thepublication in irt-ornat ton) peor-roviewod journals of severalmanucritts on ir: .unoloqic cirpecto choleraof and enterotoxlgonic

~~i'~r~cli~c.
cJIiftionti. 

V. !O-! Gt a |e ilit o("ljse In 

In intvrviewri, soveral expatriate 
investigatora pointed to
administtrativo 
proceduzs that they believe are Inhibitory
realieation of rraximal 
to

poduct ivlty. In the ti.rea ot poocurement
of nupl llea nod pnrrionnal, in particular, theme investigators havethe pa rcept ion lnf4ra at1that the t I tf the ICOD)J4,I) isinadequnte, unguliportlv, and, In coun I ntancoa, lean than fullyComptent. The reviewor cannot commont on the ofvalidity those 
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complaints made by several scientists, other than to pass them on
 
in this report.
 

A major and severe morale problem has been created among both
the 	 expatriate and Bangladeshi scientific staff by the recentdecision by the Board of Trustees 
that the ICDDR,B cannot
simultaneously contract both husband and wife, eve;. though eachrepresents a credible and productive scientist or physician. Inrecent years some of the most productive scientists at the ICDDR,Bhave 	been husband and wife teams. 
 These have include the Mollas,
Roger Glass and 
Barbara Stoll, John Clemens and Bonita Stanton,

and Jeffrey Harris and 
Judith Wasserheit. The AID mission 
In
Dhaka considers this decision by the Technical Advisory Committeeto be counter-productive. This consultant alro believes that the
Board of Trustee; s;hould reconsider their decision. 

Dr. ]Poger Leckels, the new Director, is doing an excellent
job. lie is diligent, devoted to the ICDDR,B, a good manager, andan excellent pediatrician. His leadership should be supported byAID 	 Wa--hi ngton an well ari by all other relevant donors and 
part i es. 

VI. 	 Sone ujqestion, to Incre.ise the Quality and Quantity

Scientitic Productivity at the ICDD,I) 

of
 

This con-;ultiant heliew.-v that the quality of laboratoryresearch conducted at the IC[))i,l can be increas;ed it a few matureconsultant.n 
each 

c.an 1w identified to comre to Dhaka approximately twice year fo- at lea.t two yearn to provide stimulation and
guidance. '1h,:ese col! 11t ,int -; would tserve at vi itinq profetsors.
They .would: |ovid( imverna 1ectures and i,'iiinar adv i o I CDm) ,1renvirach,,rn on pl)! ool deniIn ad execution: review nuncripta:teach tv.ohrni (oe :;. If thO Col..u'Ltant,sCan UOIrvO for at lennt oneand prefe.rnbly two yearrt, a cntsid,rnible dIree of (:ontinlity 
should bl. |provitle . 

- ' .;o-.!t ient i Ic i titit lin)sional1 ihould be contsidered ats 
an add it i o1a I MVt h,0 of prov i (I i n nclentitic nppolot andPttio 1ati on ant to din:ninh the perception by ICOD4,11 acionti tof b,,(1 i oInt ed aId out of t hl scient tic "r intrvalm". 

The, N tr.e ()z, t or t ructural h.he1.11 s w re carried out onthe ubco:,I floor of th ICOdNI1 1(hjuld 1b" initiated on tho third
floor to ulquigad, at, rodet cot t, the HtIocheom nitry 	 and rolatod 
I1) ora,-' t: o~r ".4a ('1nm idet at ion ml iht al1 o b)0 Ji vo 1 to r-o i nrqofticvi (t 1t tillthe oorl I e 1y 11114 r to nnothar' bit,.	 

t he 

high ity 

maur, etAMst .ili sd gc I blit Ii , 


Var 1 pr lot 01(,uld bh, iv el to th,, rac uit mnt of 
as 	 well 144 proi a IngIao- tnII ciont Ibbtihd 	 r(om the indumbtria Ird co ntrioa(part icu larly the3 U..* A.) t o t oud cOne or more 	 thoyoarl at 

to
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ICDDR,B. This is necessary in order to establish the "criticil 
scientific mass" that is a prerequisite for productive research 
units. Means should be explored to accomplish this. Among the 
impediments are career fears by the Individual, with respect to 
assuring th,.t they will have a position in their parent

institution upon their return and the fact that salaries at the 
ICDDR,IB represent a pay-cut for most established U.S.
investigators. One possible solution to this problem might be 
to

establish All senior fellowships wtereby scientists from U.S. 
universities or other research 
institutions would be fuLnded to
 
spend one to three years at the ICDDR,B while being paid by their
 
own institution at their regular salary. To accomplish this, AID 
would paty the parent institution to continue the scientist's
salary and other benefits, while he/she is working in Bangladesh.
Innovat ve rethod: r u-;t be found to attract r.ature, established 
scienti..t.; to the ICDDR,li, while preserving their positions in
their parent int itutions. It enough such scientists can be 
recruited, the experience at, ICDDR,B could become very attractive 
and ra,'d i nq. The extraordinary availability of clinical,
bacteriologic and ir.:.unoloqic mater ial at the ICODRIYli will always 
serve an a 1%;ilc ittr Action for scientist, and the r.Aterial is 
virtually without peer ulsewhere in the world. 
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APPENDIX A
 

REVIEW OF SELECTED RESEARCH PROTOCOLS
 

Protocol - PR 85-17 "Mortality Following Shlellosls In Matlab.,,

Dr. N. fluda, Dr. J. Harris, et al.
 

Although all retrospective studies 
are subject to potential

biases, this is an excellent protocol of its type. 
 It addresses
 
two cogent specific questions:


1) 
 Is the mortality following -1g1el1[a dyntri
greater than that following other 1hjji!1 scrotypes?

2) 	 Is the mortality 
following 1'ljct..1 greater than that 
following diarrhea of other etiologies? 

It IhluJclli is:; a';.sociated with increased mortality comparedwith other et ioloie:n, d search tor rik t actor.- will beundertak:n. 'lihe di.-;(CO,;ion ot how to identify rink facto-; and to assess what risk. .act-or, miqht lead to improved s-urvival is alittle waIk. !;urprisingly, the excellent retrospective review ofM. Gurwith ot al wa. not cited from the experience of neverity ofdiarrhe.i in relaticn to etiology in hospitallized children inManitoba. in J~rrn1 .oI
that 	 nt1tuDD ses study fhlel~la was 	 idnt itie ats the tt i ology causing the osit nevere il lness

(maInly ) udqt(d by do rat ion oft ho-p i tal stay). 

111t 8.- 14Alid "Pa.1:)i" 	 s of ;,iqt-llosis by Co-Agqlut ination
Technique(I" y Ct hgC Ant iqmit3, -t-I 	 la: 	 0 in ;tool of ohil lois
P-at ienT .	 Yah.as,
e: ' 	 " ?t. F. Aran, et nl. 

'141 1G)xoj i t ( - thet entl r tva! at :;t naphy O CoCcusCo-A(IqJ tit iit ion TwchAmique with Gi (juu. h;peci tic 	 An ern'h-Jjj1d1q iti
Sa thol ot di ffteltint Inq ". dyL.eI1ttrin from i. lzxmrl

Infect iona . ThIpi ia a Worthy pro je't, npproprintely performed at 
!CID44,1, 01"I'" thoeze Is much j £1'lxnrli an wall ylna t~~X.
infect ion. )Iowovor, the connultant cannot readily agree that therattimal- for dittele.ntiantinj botween the zerogroups of 1-jjJ!UtrIn to Larvb aa A qoid, to antIbiotit: thorapy. Antibioticresittanic ot %1AjhU!1ja is notorious for itu' rapidity of change.Thus, by th tIre tIt tstudy Isi corjleted, the p.%ttern ofoeanit ivlty or :. 11_mm-1 may v,-ry likely ahow n much hiqher
Pl'bV. 1etice, of r:o i tt. rn:ne to I r I Me t hoPrI i/ 1 	 fItntt hoxao o.14ther, 1h1 cnmultrint t1:thnks this n;s.ty0 it it wo:'ks, will Aorve
two 51tlZporieclh 

1) 	 To, : a.i dly Idintiry :;Ihti q dysentery pntiiati, th ,yor
alest la; c lin*iana thata ths p.t i itm are n ig h sish 
ofr torpil Iat lons. 

;i) To rapidly identify ;hiqm dytentary pntiantei so that
thoy can bo antorad into t:ratr-.-.nt interventlon atudlos
 

I 
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(e.g. a double-blind study of the effect of steroids 
on
tne role of complications and fatality of Shiga
 
dysentery).
 

The introduction is rambling, verbose, and poorly referenced
 
(too many book chapters are cited where original reports are more
appropriate it a reference is 
at all required). The investigators

propose plunging right Into testing of the clinical samples. 11o 
description is 
given whether they intend to standardize the assay

first hy roconstruction experiments. such
In experiments known
inocula of 1ysonteij 1I. and . j e j would be inoculated 
alone or together into feces shown by culture to lack thesepathogen,;. Mixtures containing 104, 6, 10'4 and 10101()ljU]& 
per gin feces, should be tried. In this way the Investigators
could ihave a preliminary determination of the value of the
with re;pect to its sensitivity 

test 
and specificity and could work out 

any untores;een technical problems that might arise. 

The invest igator. propoe, to evali ate 50) :4uspected cases of
Shigel los is. 'Ihey don't explaii how the Sar.)le Si :e wa, derived. 

"As:;:.:i.t of Ant itoxic 1inunity Conferred by the Oral Whole 
Cell 'uIunit Cho11,1A Va(c 1ne acain.st fNon-01 Vibrionaceac." Dr. 
Brad Yay et 11. 

1his; is has xically a very good proposal and it I- laudable and
appropriat e for it to It:- an "of f-thoot" study of the large cholera 
VaCci fle t ilm . 

1h,,I inve i(J.Itor I AlrQ n_ ciest d,,lcl iz' ,peciia!ti 'tirOAaS
fbig,_lv .at;11. if it weZe (2loarly eVtab) .ihod and inarguable thattsvt1ts organ I srv entoric pathoeori:n.. In fact, this iu a hotly
dcha te.d suh) e :t. ! i lioeve that a qualifying sontence or two

ihou1 ld 1e a7 eId |,rot uco pOillt
be a siqllific ant differwlk in the irolntion ratet 4f At-rc3-qwaf andV' ji:-fti~f l L,,e efi. vacIl itn',. nr,. colitrolu , thit., mlr ht add sOre 
ovid cr I( co it t t i al ti C 

t o J to this out. W€re thero to 

tIbt r loll(1 t he irded a t hof~of115 

(tonv0i'ntt;1 

on p. 9 it ot-.i i 71 t h r t hoijo t hat ni.apI'4 t t t 'ai nu w I1 b 
grown atp.7 it t 10'C

ay4 
in ti}'nrta, ,,tsihat at rainn 

oth aid naeratecd
will 1-. g(own during Iicubation.

in cither tsynemaso On 
or 

CAtai l1n acid yevat vxt: ar't. The co! tur" cond i t i ona hero 
. a10d tlhkilej Oi rest in0) naa riot idienteIed. Nor ilti it 

wr itt n Wlioh tiylIoa~ andu whon CAYt: will be utsed * ! Ince theCiu1tulie0 conl I i, opt i o.ar tforxin poudt iol nr JlOPot kno0il, it
would tivvvi p :titldt, at la4it initially, to (wa hoths red ia And both 
roet ing nii I hakeri culturats. On p.II, under propnrat ion of
Antinara, t he ir.r .nil rist 111 tchahdi)l ui I rnq wholo col 1 will favor
antibttodle to 1.1,: ovor prot In ant 1'jens. Why In choler toxin 
9ivoll IV'? 
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The methods and purpose of the Y-1 adrenal 
and Gml-ELISA
 
techniques are clear. The 
rationale, objectives anu methods of

the crossed immunoelectrophoresis (XIE) are not dt all 
clear to
 
this reviewer.
 

It would seem that the highest priority of this protocol, and 
its starting point, should be a dutermination of - the rate of
isolation of non-01 Vibrionaceae from vaccineos versus controls.
 
(This refiewer presumes that this is possible since the code was

brokert to determine 01 isolations in the three groups.) Then a
samplo of r-trains from vaccinees and controls should be examined 
for CT and other toxins.
 

Since there is some relatedness among the Vibrionacea, it is
theoretically pos;sible that partial protection could be conveyed
by the vaccine against non-01 organisms on the basis of non-toxoid
 
components of the vaccine (i.e. bacterial cell antigens). The XIE
could certainly help decipher this s;ut it would probably be worth
the effort only if n uch cross -prot ecti oni were inde:ed shown. 

Protocol Ilk 116-04 ";t udy of the Ant igetnic Coupo!;ition of Outer
Mebrane Coinpone nt.; of geyJI#pr d tenti. I type 1 Strains In
Relation to their PlIsa'id Profile." Drn. K. laider and Ivan 
Ciznar. 

'1he principal invest. jntor han "obtained 6 strains of S. 
dyiit,j'ttu,_" I with altere(: plasrmid make-up, 1y using different
chemica:la iphys i (i t r.1 tnment. ." ".he proposes to analyze the

i popol y:,a(cchi r id.* 0 ant i gem and outer rmwbrane protoint of the 
stra in: to n;! A.V!s titi! r piat hog'nici t y (by guinea pig

Irton )Orb: t lvi t l S te,.t and lIeI. cellI nV.('i011.ne s ) and to 
relate tihi to th,, pl1a srid profile. 'hi.; lprotoco 1hcwt; no 
i nnovat i vers -; or ig ina I it y. It rpop,4,se. t o rep'ent the
experimentn of lllJe et al tha.lt t1how that tho 140 IA pl, .imld ot

V1*ct
Phl'l l ,.s - t . ut .r e vane prot *-!ill, the. expre-1-. ion

of Which I coo; lr.+It td With InV a ion, Alsdt the lx+-rt.-rnts of

Watan.b,1, ,t t.howed! a rial.1IWho that 6 pl asmid in ivv:itary for 
exprvt:raion of t ht o nitiqen ot 1. 

P'rot ocol i100j " Sso Iati1011 f I ~e~tU ~ ~ sItI V .11it 4ft ofShicelln i 1ysnt Evalt tion ofej nil! thoir Coloni.*In and 
Protect l ote.tt in Adult Dr.bJ~1Zi cl., Iin It".* Or. n Ah 

Tie h t 91IO 1J([porlet !p1 ur -s
) t~ (l0E11el i~t I IV*MLtAntsa ofor L. Itetijt it-- l he'J I t 1 e va lo at ed1I adolt ralitmodal of *,i'll, lfect l aI Cl at the , 'Jck nn1~v ly 

CO-WoZ kv 110111 htt 1a) :rIg" tflS. I "con ciIfj* ru iItb would ~vin-tsid 
would careny 

.In ttst irs. Pat hoqnl itcity Ih a1d ay tczt. 110 
Mont lo Is rada or I IIv , tidva - A :i t, : 1 otit aI :rr,|) A i a 
prot|ln. No d i ist tIJIt IVaI I a t3 to the tal ablea 
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characteristics of 
a vaccine strain. For example, should it have
the property of epithelial cell invasiveness?
 

Protocol 85-040 "Isolation of Attenuated Strains of Shigella
Dysenteriae 1 Susceptible 
to Bacteriolysis as a Consequence of
Induced Genetic Block and Evaluation of their Potential in a

Rabbit Model". Dr. Zia Ahmed.
 

The investigator proposes 
to induce the genetic lesions by
mutagenesis with nitrosoguanidine. This represents the use of
unsatisfactory out-dated 
 technology that has been superceded by
recombinant DNA 
 technology and transposon mutagenesis.
Nitrosoguanidine 
 mutagenesis is unsatisfactory for two main
 reasons 
in preparing strains either for use as vaccine candidates
 or 
 for studying pathogenesis. First, it introduces point
mutations which are notoriously subject to reversion. 
Second, it
non-specifically induces multiple genetic lesions 
in the genome,
in addition to the mutation that is 
sought. Thus, although one
selects for a particular mutation after treatment of the bacteria
with nitrosoguanidine, if one carefully evaluates the daughter
Lacteria, one almost always 
finds additional undesired mutations.

Unfortunately, not the
all inadvertent mutations 
are readily
identifiable. 
Thus one cannot draw conclusions about pathogenesis
using nitrosoguanidine-mutagenized 
 strains. Transposon
mutagenesis and recombinant 
DNA techniques overcome
have these
drawbacks. 
 For example, the genes encoding specific virulence
properties (e.g. toxins 
or fimbriae) 
can be cloned and expressed

in 1. _QII to assess their effect in isolation. Alternatively, bytransposon inactivation or slte-directed mutagenesls, genesencoding specific 
 virulence properties can be specifically
inactivated or fromdeletea bacteria and the effect of this

deletion on pathogenicity assessed. 

Protocol 84-033. 
 "mmunochemical 
 Analysis of Y. gh_£ra(1 Antigens
with Emphasis on Phenotypic Variations 
in Carbohydrate Antigens:

Implications for Vaccine Development". Dr. Ivan Cisnar.
 

This protocol uses crosoed immunoolctrophorenin (XIE) toexamine the patterns observed when pont-vaccination nera fro. persons immunized with the 11subunit/whole cell cholera vaccine or
sora from convalescent cholera patients are reacted against
lysates of Y. ChQl&Q freshly-Isolated from patients or against alysate prepared from the vaccine. Thin is a very critical study
that addresses an important topic in cholera research.

Innovative aspect of the study involves 

The
 
the use of XIE, in
addition to Western blotting. Several 
other groups are carrying
out similar studies using Wostern blotting. flowever, thc une of
XIE allows the 
detection and characterization of intact 
proteins
and carbohydrate nntigonn. In contrast, Western blotting Jnvolvms
antibody directed against denatured protein. Thin protocol could
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provide important information about the number 
and character of
antigens present in the inactivated vaccine vibrios versus 
fresh
clinical isolates and of the immunologic response to the various
antigens. This protocol is an example of 
modern biotechnology

being employed as a tool to answer cogent scientific questions.
 

56
 



Appendix MI
 

Summary T x 
 unch 	i Dr. Kunstadtar 

Following is brief summary of 
ICDDR,B evaluation by Black Keusch
and Kunstadter. Information 
not available from Levine 
or eloiby.
Please forward as appropriate to USAID.
 

1. 	 ICDDR,B serves essential role in advancing USAID Health
 
stratecy and should rocolve 
 continued direct support.ICDDR,B is unique institution with relevant mandate andactivities at laboratory, individual patient, pilot
field test and scalelarge implementation level in welldocumented urban and rural populations with hiqh
mortality and fertility. 

2. 	 Current t;cientific and implementation activities of
variable quality ith some clear ex~ellence.
Lim i tat ions i nclude number and in som u casesqualifications of personnel and institutional 
administrative con-;traints. Management of current
fiscal crisis 	 rapidprecluden reorganization. USAID caaplay critical role in providing continued support, butmultiplicity of donor dtmd: regdardifng topics
intere!t and p[-rs.otne 1 dvc is ionM 

of 
is a compl icAt ing

factor. 

3. 	 l're:u t-nt #.(*ope or n.ct vit iv-; tor broad for- effectivev work
in no.-: areas and too n.irr owly conceived in others,~ecor"p'enid reti 	 ofict ion t raining act ivit ieo topractical clinical, field and laboratory nki I Is for!hang I adeshi and 	 htai I thforeign 	 workors. DidactictrainIng it; provided by WHO. 5'ub I icat ions from ICDV;A,11
except for 	 are notbibl lographic seriets of sufficient
quality to continue and repreisont diversion of effort. 

4. 	 High pranirse for Urban Volunt u rt. l5'vograrome as nuccesffk1 
exaple of field rena:ch with rapid generation andtest Ing of hypothe.ates leading to qtoi: 1Iy eva Iuatod
Intorvt'nt iorn and 
has 

wi de.-vuad I.)l eOent at Ion. P'rogrammo
devc loped, t,,nt ud and introduced new Interventions 

with I portant health irpact in leos than one yoa.
Similar uSSj of thin other H aretaand ,IeildfCtp, fhold
ba fuicoutrngd and suitpported by W'.A ID. 

5. 	 Given additiont l r. atura creative ent1ficand 	 4sc Input,ICMDI,I1 can develop and Imleaont c-ohsive and critical
resoarch program. Currant probl)lam exacerbated byconflict int influence of varioun donor ageicy Interests.
UAID can help 	by targeting reasoulrcef for development of1C)DDH,11 program In collaboration with other donors, andwith attention to the needs for Institutional planning 



and development which 
should attend to problems of

overall scientific direction, and appropriate plans

identification of priority research 

for
 
areas and personnel


recruitment.
 

6. In addition to evaluation teams, support for academicinstitutionail linkages will provide needed 
high level

scientists by secondment, and incidentally will provide

much rneeded informal 
 training and constructive
 
scientific ronitorlng of ICDDR,Ii programs.
 

7. 
 USAID should assist donor consortium to act collectively

within the pcrspectivo ot overall 
remearch priorities 
set by lCt)5RlI scientists. 

8. U.oA!1 should work with other donors to insure support
for essitential -ervicetunctions tor research, patient
care and preventive health services and extension,includinq Yi)aa HIotpital , Matlab Treatnent Centre,

corpkt e r, de oj raph 3C ourve i 1 lance and arple
ret i*.-t z - t ii t: , l olo oiri , I ibrary , tc. 

9. We 1ell eve [I- !e'v ~c-,e 1 needjs AnA deic rVes fulliUp;A:ort or U: Alt) In iIdrcttilnoi l"ob1eti of ii.Teiu can tnly ba roteolvel I y a aitrono director with 
authority And i: QuircV to act. I'riant bituAtion ha 
too :.. a vi t; nd t- - in:ancvts.al1et%) t 

10. o'epoiun |,eIflu ai: .tl of tvaluat on will be sent 
stepa.: a ; elj ky It V3itl .a 1 r. L.r4-ezi. 

Kleu~ci/ tn t~uItla r 

'S
 


