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RECORD OF BISCUSSIONS
CBETWEEN THE JAPANESE IMPLEMENTATION SURVEY TEAM
g AND
THE AUTHORITIES CONCERNED OF THE GOVERNMENT OF
' MALAYSTA
o
JAPANESE TECHNICAL COOPERATION FOR
THE PROJEGT FOR RESEARGH AND DEVELOPHENT ON DIAGNOSIS
0F
SELECTED TROPICAL DISEASES

The Jabéngse Imﬁlementation Survey Tean (hereinafter referred to as
"the Team“).:organized by the Japan International Cooperation Agency
(hereinaftér referred to as "JICA") and headed by Dr.Shigekoto Kaihara,
profeSsor, féculty of medicine, the University of Tokyo. visited Mélayéia
_from June 17 to 24, 1892 for the purpose of working out the details of the
téchnical‘céoperation.ﬁrogram concerning the Project for research and
aevelopment on diagnosis of selected tropical diseases (hereinafter referred

to as "the Project"}.

During its stay in Malaysia. the Team held a series of discussions and
exchanged views with the Malaysian authorities concerned with respect to
:d631rable measures by both Governments for the successful 1mp1ementat10n of

the PrOJect
As a result.'both parties agreed to recommend to their respective

vaernmeﬁtsrthe matters stated in the document attached hereto.

Kvala Lumpur., June 22nd. 1992

rf Shlgekoto Kalhara Dato Dr. M. Jegathesan

Leader. _ Director,

Implementation Survej Team, : Institute for Medical Research.
Japan Internatxonal Cooperatlon Ministry of Health,

Agency MALAYSIA

JAPAN



ATTACHED DOCUMENT _

I . COOPERATION BETWEEN 'THE VO, GOVERNMENTS

The Government of Japan and the Govern
g the ProJect 1n accordance with the Master

fent of Malaysia will cooperate

with each other in lmplementln

Plan in Annex [ .

II . MEASURES TO BE TAKEN BY THE GOVERNMENT OF JAPAN
In accordance with the laws and 1egulat10ns in force in Japan
Government of Japan will: take the follow;ng measures through JICA, at its

accordlng to . normal procedures. under the Colombo Plan
-the_Colombn Plan

"the.

QWNn expense,
Technical Cooperation Scheme(hereinafter referred to as

Scheme") :
1. Dispatch of Jabénese experts

The Government of Japan will brovide the services of Japanese experts as

listed in Annex I\
2. Provision of machinery and equipment

1) The Government of Japan will provide such-maghinery; equipmeht; and
other materials {hereinafter referred to as "the Equipment”) as. listed in

Annex IIf.

2) The Eouxpment w111 become the property of the Government of Malay31a
vpon delivery C.I.F. to the Malay51an authorltles concerned at the: ports
and/or airports of dlsembarkatlon and will be utilized ehclu51vely for
1mplementat10n of the Project in consultatlon with the Japanese experts

referred to in AnnaxlIl.
3.Training of’Malaysian personnel .in Japan

The Government of Japan will host Malaysian personnel connected with the

Project for technical training in Japan.
‘MEASURES TO BE TAKEN BY THE.GOVERNMENT OF ﬁﬁLA?SIA
In accordance with the: laws and regulatlons in force in Malaysla the

Government: of Malaysia w111 take, at its own expense,. the followxng

measures thirough normal procedures’ under the Co‘ombo Plan Scheme

c )

=30—



1.Services of counterparts and administrative personnel

1) The Government of Malaysia will secure the services of suitably’
qualified Malaysian counterparts and administrative personnel as listed in

Annex Iv .

2) The Gevernment of Malaysia will ensure that the knowledge and
_experiencé acquired by the Malaysian counterpart personnel from technical
training in Japan will be ptilized effectively for successful

implementation of the Project.
2. Provision of buildings and incidental facilities.

The Government of Malaysia will provide buildings and incidental facilities

as listed in Annex V.
3. Supply and/or replacement of machinery and egquipment
The Government of Malaysia will supply -and/or replace machinery, eqﬁipment.

instruments. vehicles, tocls, spare paris and other materials necessary ior

impleﬁentation of the Project other than the Equipment referréd to in H .2

above.
4, Eitension of privileges, exemptions and benefits to the Japanese experts
The Government of Malaysia will extend the following:
1) Privileges. exemptions and benefits referred to in General Circular Neo.l
- of 1979 of the Government of Malaysia and the Amendment to the said Circular
to the Japanese experts and their families in Malaysia.
2) Transport@tion.faéiiities and travel allowance for official travel by
Japanese experts within Malaysia referred to in General Circular No.l of

1973 of the Government of Malaysia and the Amendment to the said Circular.

“3) Housing and other allowances referred to in General Circular No.t of
1979 of the Government of Malaysia and the Amendment to the said Circular.

pd



5. Fxpenses necessary for implementation of the Project.

nf of Malaysia will cbVer the following expenses:

The Governme
necessary for transportation of the Equipment within

i) Expenses .
operation and maintenance thereof,

Malaysia. as well as for installation,

2) Customs duties:

Equipment in Malaysia.

internal taxes and any other charges imposed on the

3) All running expenses necessary for implemgntation of the Project.

IV. ADMINISTRATION OF THE-PROJECT

1. The Ministry of Health will bear overall responsibility-for successful

implementation of the Preoject.

2. The Director of the Instituté.for_Medical Research (hercinafter referred
to as “IMR"). as Head of the Project, will be Tespensible for administrative

and managerial matters of the Project.

1. The Japanese chief advisor will provide necessary recommendations and
advice on technical and administrative matters concerning implementation

of the Project.

4. The Japanese experts will give necessary technical guidéncé_and advice
"to the Malaysian counterpart personnel on matters concerning implementation

of the Project.

5. For effective and successful_impieméntation.of_the“Prqject..a Joint
Coordinating Committee and a Technical Committee will be established with

the functions and composition as described in Annex VI.

wf
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V. CLAIMS AGAINST JAPANESE EXPERTS

The Government- of Malaysia shall undertake to bear claims, if any

" arise, against the Japanese experts engaged in the Project resulting from,
bpbdfring in the cQﬁrse of, or otherwise connected with the discharge of
“their'official functions in Malaysia, except for those arising from williful

' mlsc0nduct ar gresq negligence by the Japanese experts.
vl MUTUAL.CONSULTATION

The1e ‘will be mutual consultation betWeen the: two Governments on any

maaor issues arising from, or in connection with this Attached Document,
vI. TERM OF* COOPERATION

The duratlon of techn1cal CODperatlon for the Project under this
Attached Document will be three (3) years beginning from January l 1993,

VI . RESULTS OWNERSHIP.AND PUBLICATION

ﬁhéteyer results“accgmulated_through the Projecf {including patents,
‘products. and ‘publications), will be jointly owned'bﬁ'the participating
. ofgahizafions (JICA and IMR). VWhén reports or documentations concerning
this PoneCt are compiied. if is to be mentioned that the Project has been
imblemenféd by JICA and IMR as a Technical Cooperation Project between the

Governmernls of Japan and Malaysia.

f
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ANNEX Y . MASTER PLAN

1. Goal of the Project : . ,
f the Progect is ‘to contr;bute to the control of selected

dengue. and Japanese

The goal o
tropical diseases in. Malaysxa -malarla.

encepha11t1s(JE) by stpengthen;ng research act1v1tles in the field
of parasitoiog&) entomology and-virology at IMR, . thus enhancing the

health of the Malaysian people:

2. ObJECthQS of Technlcal Cooperat1on
The specific ObJect1V€$ of technical cooperatlon thh IMR w111 cover

the fDllOWlng act1V1tles _
1) Strennthenxng the use of blotechno‘ogy 1n the dlagnosxs and

mauagement of malarla
2) Strengthening the use of bloterhnoiogy in the dlagn031s and

management of dengue and Japanese encephalltxs(JE)

3. Implementation of Technlcal Cogperation = _ . . .
The Government of . Japan wxll cooperate with the Government of Malaysxa'
in carryxng out the PrOJect through dispatch of. Japanese experts
acceptance of Malayszan personnel for techn1cal tralnlng in Japann

and. pr0v131on of equxpment
ANNEX TL. JAPANESE EXPERTS
}. Experts in the fields of;
l)ﬂParasitolagy
2) Virology
3) Entomdlogy
4) Molecular biology - .
Hote: One of the experts shall be designated as Chief Advisor
2. Coordinétor
ANNEX NI. MACHINERY AND EQUIPMENT

t. Equipment and materials necessary for upgrading expertise at IMR.

2. Other machinery. equipment and.ﬁaterials mutually agreed upon as

AR



ANNEX IV. MALAYSIAN COUNTERPART AND ADMiNISTRAT]VE PERSONNEL ~

1. Head of the Project _
‘Director of the Institute for Medical Research

2. Coﬂntérpart personnel in the field of :
1} Parasitology '
2) Virology
3) Entomology
4) Molecular blology

'3..‘Adminjstrative personnel
1) Administrator
' _2) Other supporting staffs mutuvally agreed upon as necessary

4. Maintenance engineers
ANNEX V. BUILDINGS AND FAGILITIES

Bu1ld1ngs and f30111t188
1y Suff;cient space for Jmplementatlon of the ProJect
2} Offlce ‘for the Japanese Chief Advisor
3) Offlces and necessary ‘facilities for the Japanese experts-
4)5Faslllt1es such as those for supply of electricity. gas and water,
a sewerage system, telephones and furniture necessary for activities

.of-the Froject. S F
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ANNEX VI. FUNCTIONS AND GOM?OSITIONS'UF THE COMMITTEES
1. Joint Coordinating Committee

1) Terms of Reference : o _ | .
The Joint Coordinating Commlttee will meet at least once ayear and

whenever the necessity arises, and wdrk .

(1) To formulate the annual work plan of the Progect in llne with thé
~Tentative Schedule of Implementatlon formulated within the framework
of this Attacheu Document

(2} To review thé overall progress of ‘the Project-as”wgll as the
achievements of the above- mentloned annual work plan-; and o

(3) To review "and exchange views on ma;er issues arlslng from or in

CODﬂECthﬂ with the Project.
2} Composition

{1) Chairpersen . L

Dirécto}, Institute for Medical Researéh. finistry 0f Health
{2) Members : '

Malaysian side:

{a} Head, Division of Malaria and FllarlaSLS

{b} Head, Division of Entomology

(¢} Head, Division of Virology

Japanese side :

{a) Chief advisor

{b) Coordinator

{c) Japanese experts'

{d) Other personnel to "be dispatched by JICA

(e} ‘Resident Representatlve of JICA Malaysia Office
(S)Observers

{a) Representatlve(s) of the Embassy of Japan

{b) Representative{s) of the Ministry of Health

{c) Representative (s} of the Economic _Plannlng Unit

7



2. Technical Cdmmiﬁtée

l) Terms of Reference

The TGChnlCﬁl Commxttee will meet monthly or whenever necessary and
“work

(1) To a331st the J01nt Coordinating Committee in revxewxng and
recommendlng technical matters for the annual work plan of the

PrOJect.

" (2) To discuss any isSues concerning implementation of the Project.
2} Composition

(i) Chairperson : . . _
. Dlrector. Institute for Medical Research, Ministry of Héalth
(2) Members B
MalaySLan Slde
{a) Head, D1v151on cf Malaria and Pllar1a51s
{b) Head. Division of Entomology
_(c)'Heaﬂ; Division of Virology
(d) . Other Maléysian'counterparts
Japanese side :
{a) Chlef advisor
" {b) Ceordinater
(¢} Japanese ekperts
S {d) Other personnel to be dispatched by JICA

4“}&




TENTATIVE SCHEDULE OF IMPLEMENTATION
Cop |
THE PROJECT FOR RESEARCH AND DEVELOPMENT
o on
DIAGNOSIS OF SELECTED TROPICAL DISEASES

The Japanese Implementat;on Survey Team (herelnafter refcrred to as
“the Team') and the Malaysian authorltles concerned have JOlﬁtly
formulated the Tentative Schedule of Implemontatlon of" the PrOJect as

annexed hereto.

This Schedule has ceen formilated in line with the Attached'Docuhent_ofc
the'ﬁecord of DiSCLssions signed between the Team and thé-MalaySian
authollties concerned for the Project for Research anduDevelopment on
D;agn051s of Selected TrOplcal Blseascs on condition that the necessarj
budget be allocated for 1nplementat10n of - the PrOJect although it is
subject to change in the course of ‘implementation within the framework ot
the Attached Document cf the Record_of Discussions when the necessity

arises.

Kuala Lumpur. June 22nd, 1992

WA ol Db

.Dc. Shigekoto Kaihara Dato Dr. M. Jegathesan

~ Leader. . Director, |
Implementation Surﬁey Tean, .IﬂStltUtB for Medlcal Research.
Japan International Cooperation Ministry of Health,

hgency. | | MALAYSTA

JAPAN
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TENTATIVE SCHEDULE OF TMPLEMENTATION

llActivities-fnf the items.of technology transfer related to each objéctive
of - the Project
l)Strengthenxng the use of biotechnology in the diagnesis and management
of malar1a
a. development and use of DNA probes for malaria diagnosis
b, ideﬁfificatioﬁ'and characterization of protective epitopes of ﬁalaria
aﬁtigeﬁs
o aﬁalﬁsis of mitochondrial geres
d. better undérstanding of the vectorial status of malaria veclors at

ithe hblecurar leﬁel

2}Strengthening the ise of biotechnology in the diagnosis and management
of dengue and Japanese encephalitis{JE}
a. streng*henlng of diagnostic capability using molecular blology and
biotechnology
b. epidgmiological'and entomological studies on dengue and JE

¢. 'understanding of pathogenesis of dengue'hemorrhagic fever (DHF) at the
molecular level

+
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2. 0ut
1) 1st

a.

2) 2nd

a.

line of activities of the Project
year

Malaria .
development and use of DNﬂ'probes
gelection of prlmer and use: for PGR

study on relatlonshlp between severity of nalaria and HLA haplotypes

establishment of preparaticen techniques for mltochondrlal fraction of

Plasmodium and determination of nucleotide segquence of mltochondrlai

DA _
determination of nueleotide sequence of DNA isolated from susceptible/
refractory vector_mosﬁuitoes
Dengue and JE _ _
preparation of reagents for dengue Igh ELISA including antigens
_and.monoCIOnal antiﬁodies

virus isolation in tissue culturé and mqsquito inoculation

PCR detection of viral genomé

seroepideniology and entomological study on Dengue and JE
serodiagnosis on encephalitis |

year
Malaria

examination of DNA isolation method from patiénfs' blood samples
search for ppotéctive epitopes of malaria antigens '

analysis of gene expression of mitochondrial DNA at various
developmental stages of Plasmodium |

localization and analysis of susceptible genes of mosquito véctors
Dengue and JE

reutine method for serodiagnosis using the procedures establiéhed

in the lst year

- seroepidemiology of JE

- nugleotide sequence analysis of virus 1solates

- - year-round surveillance on the dctivity of Dengue and JE virus

_4{)“*



3)3rd year

ca. Malarla
—-comparatlve 1na1ysxs of new diagnosis methods to standard one
- geng cloning'of protect;ve antigens

- typing-dflmitochéndriél DNA of isolated strains of PlaSmodium

= prcductlon of refractory vector mosquitoes by p01nt mutation and
exploration of bloluglcal control of susceptlble vector mosqu1toes'

Dengue and JE . ' '

- comparatlve study on.specificity and sen31t1v1ty among detectlon
‘methods by virus 1solat10n. PCR of viral genome, serod1agn051s and
clinlcal d1agn031s'

. - 00mparat1ve sequence apalysis of viral 1solates to deduce pathogenlc
geqé seqhen;gs

-~ prevalence of Dengue and JE virus in MHalaysia

“

.
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and IMR on Implementation

he meéeting between JiCA
Minutes of the m g oject.

Survey Team 0On Tropical Diseases rResearch Pr

Tate : 18 Juns 1991
lace: Institute for Hedical Research.

Fresent

Datoc Dr. H. Jegathesan : Directoﬂ,lnstitutE'for Medical
Research. ( IMR )

Frof. Drr. Shigekoto Kaihara Director, Division of Internatio-
nal Health, :
Faculty of. Hed1c1n9,
University of Tokyo.

Frof. Dr. Hiroshi Tanaka Faculty of Medicine
Kyorin University.

Frof. Dr. Somel Koiima Institute of HMedical. qcxenca

, University of Tokyo.
Frof. Dr. fikira Igarashi Department of Virology

Institute for Tropical Medicine
Nagasaki University. :

Mr.. Ken Kato Unit Chief
Medical Education Division
Hinistry of Education, Science &

-Culture.
Mr. Hiromu Yoshida Staff _

Medical Cooperation Division

) Jica . :

Mr. Satoru Ecohiyama JICA Malaysia Office
Mr. E. Thillaindarajan Economic Flanning Unit
Fir. Lim Kar Heng Ministry of Health
Dr. Hak Joon Wah Institute for Medical Research
Dr. K.Inder Sinah Institute for Medical Research
Mr. Kamarol Zaman Ujang Institute for Medical Research’
Dr. Mangalam Sinniah Institute for Medical Research
Dr. Indra Yihilingam Institute for HMedical Research

{ Rapporteur )
1. Purpose of visit.

Dr. Shigekoto Kaihara gave a brief outline of the purpose of
their visit. Their main aim iz to sign the Record of Discussions
( R&D ) and the Tentative Schedule of Implementdtlon { TSI ) on
Biagnosis of Selected Tropical Diseases.

2. The committee went through the proposed draft and an  amend-—
ment was made on page 3 section VIII. The first line to be read”
as " Whatever results accumulated through the projects dincluding
patents. products, publications etc will be jointly owned by the
participating organisations ( JICA and IMR ).

. The Director of IMR agreed to give office space. to the Japa-
nese Chief Advisor and his Coordinator. The rest of the Japanese -



Scientists b ;t short term or long term will be housed in the
respective Divisiong of IMR where they will be working.

q, The Director of IMR also informed the commitiee that he will
provide all assistance to the Japanese counterparts after procur-
ing approval from the Central Agencies.

S. The Director of IMR also mentioned about senior authorship
and it was agreed by both parties concerned that the person who
gives the most input for.a particular project shall be the senior
author.

&.  Medical dectors coming from Japan to be involved in the
projects-will have to have temparary registration and thus they
must send inall their certificates translated in English at
least three months in advance before they commence work at the
MR, - S '

7 Prof. Tanékﬁ will be the Chief Adviser and he will have a Co-

P

ordinator. There will be three long term scieftists, one attached
to the Vius Division, one to the Farasitology Division and one to
the Entomblogy Division. Short term consultants will come and go,
however, the maximum number of Japanese scientists &t any cone
time will be 7 ( inclusive of the adviser ) and minimum will be

five. R

8. it was decided that all the pages of the draft documents be
numbered.

The meeting was adjourned at 10.30 am.’
Representatives from JICA and IMR met again. at .00 pm.
The agenda was as follows:
L. Equipment list
2. Training of local scientists in Japan

.

Any other matters

1.1 The squipment list has heen finalised ( see Annex 1 )

L2 It was decided that all big equipment will be centrélised
in the Biotechnology unit.

1.z IR will carry out a survey on the pricing of all eguip-—
ment.

1.4 CThe estimated budget for the three yvears is $2 million
ringgit., A certain percentage will be  kept aside for
reagents. 1f the price of equipment exceeds the budget



1.8
1.6
2.1

.1
The

Once the agreement has been.

then IMR will prlorltlse the list and’ ;end to JICQ % 1.3
millican ringgit te be 5poﬁt in 199% and % 0.5 million
r1nqq1t to be spent over the np\t two . years (1?94 g 1994 )

“IMR has to send the prlce llrt of the equlpment tm JICQ by,

the ZOth of July 1992. A feedback from JICA Japan should be
obtalned by the brd weeL of. August 199“ :

IFR will decmde on the make of thb'EQUmeent and quota~-_
will be obtained and sent to the JICA office -in - KL
for the purchaglno of ,. the equip-
by the

tions
who will be responsible
ment. The order for the equipment has to- placed
JICA office in KL by the end of September 1992.

_ signed the training budget. for.
1997 can be used. Two Hedical Laboratory Technologists
from IMR will be sent in August to Japan. They are Mr. Ng
Chong Seng from Rictech unit and Mr. Victor Chew Tong - Kong
from Virus Division. - ‘ '

From next yvear ie. April 199"'~ March 1994,.threé fe}iow—
ships are available for senior scientists for trainipa . in

CJapan.

Collaboration with other universities and ins tlfutlonc was

digscussed. It was decided that all equ1pment must- be
stationed at the IMR. However cdollaboration can. be ‘carried
out with the other Universities and Institutions . buti each .
proposal will be studied as an individual case. The final :
approval Tor each project will have to come from the Direc—
tor of IMR. ' B -

meeting snded at 4.03 pm.
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ANNEY, 1
EQUIPMENT LIST
Quantity

GO N DU B b e

Fume cabinet
Autoclave
Ultrafmltrwtlon sy%tem
Wlitra pure water productlon system
s Iee machlne
Deep freezer -0
Deep freszer —20
Chromatochamber
Eefrlgerated centrlruge microtube
10 Refrlgerated centrifuge big
11 Electronic balancp
iz Shaking incubator
- 13 CO2 incubator
i4 . Microplate reader
15 - Microplate reader UV
16 HPLC. )
17 DNA sequencer

t‘18 DNA_ synthesiser, _
19 -Safety cabinet class 2

20 Flpette aids

21 Clean bench

S22 CPCR- DA thermdl cycler
23 HRE-4

24 FF-20

25 MUFID - = :

26 flicroplate washer

Computer
- Speed. vac centrifuge :
'-hefrlgatﬂd micro centrlfuqe

13

) fd

T T ol o T e A O O p¢my.pr¢hjpruh5P~H = b)OERD-RD B3

29

0 Fressure tank T/C filter millipore
31 Filteration equip. for culture media
32 ¢ Vaccum. blotter '

I3 Hybridisation unit

%4 - Stirrer for homogenizer

=D Dot blot apparatus

b Vechile ( 4 wheel drive )

;47“
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PROJECT FOR RESEARCH ON

TROPICAL DISEASES

SUMMARY OF OBJECTIVES/ACTIUITIFS

VERIFIABLE'INDICATORS

contrlbute to the control of troplcal
diseases in Malaysia, particularly malaria,
dengue and Japanese encephalitis (JE)

IN MALAYSIA

92, 2,

MEARS OF VERIFICATION

-morbidity and mortality of the diseases

IMPORTANT ASSUMPTION

-health statistic report in Malaysié

MO TURET | CEO0

“upgrading the expertlse of molecular
biology and biotechnology for;
i.Malaria :
2. Dengue and Japanese encephalitis (JL)

1. Malaria
~improvement of the sen31t1v1ty and :

- specificity of diagnostic tests for malaria
publlcatlons of research results .

2 Dengue and Japanese encephalitis (Jh)
*true incidence rates and prevalence of
‘dengue and JE
strengthening of dlagnostlc capability at
the IMR

o L e=Ra =Ry Reel ]

l.Malaria

1} development and use Df DNA Drobes for
malaria diagnosis

2}identification and characterization of
protective epitopes of malaria antigens

3}analysis of mitochondrial genes

4)a better understanding of vectorial status
of malaria vectors at the molecular level

2.Dengue and Japanese encephalitis (JE)

1) strengthening of diagnostic capability
using molecular biology and biotechnology

2) epidemiological studies on dengue and JE

3)understanding of pathogenesis of dengue
hemorrhagic fever (DIF) at the molecular
level

radministrative and reportlng system
financial support

-annual report from Ministry of Health (MOH)
‘project activity report
IMR research report

-IMR continuously extends the results to

Tuture research projects

-implementation of new technology in

clinical fields where appropriate

‘close cooperation between IMR and Ministry

of liealth control programmes

1 Malaria
sensxthlty and ‘specificity of dlagnostlc
tests using DNA probes

< identification of protective epltopes

- characterization of mitochondrial genes

« identification of susceptzble/refractnry
genes of vector mGSqu1t0es

2.Dengue and Japanese encephalltls (JE)

-standard laboratory manual of diagnostic
methods on dengue and JE using molecular
bielogy and biotechnology

‘records of laboratory results

‘manual for specimen collection and shipment

‘record of epidemiological data

-comparatlve nucleotide sequences on various
virus strains isolated from

1) severe DHF and mild dengue fever cases
2)mosquitoes

-development of training programmes for
laboratory persunnels

— T

{Japanese side’ )

1.dispatch of Japanese experts

2. training of Malaysian counterparts in
Japan

3. supply of" equ1pments

4. other necessary supplles

{Malaysian side)

1. identification of appropriate local _
counterparts

2.establishment of maintenance / administra-
tive system

-project activity report by team leader

(quarterly)

reports of the Japanese experts

‘report of Malaysian trainees in Japan
-scientific publications

‘report of planning and consultlng team in

year 1

-report of advisory team in year 2
‘report of evaluation team in year 3
-results of tesls carried out

IMR continuously extends the results to

future research projects

-close cooperation between IMR and Ministry

of Health control programmes

rofficial clearance of molecular biology

experiments where appropriate

-close cooperation between IMR and JICA

project team

-support from universities in Japan
-assignment of counterparts and laboratory

technicians

{Japanese ‘side )
1. Japanesé experts
long term:%~~6 persons for 3 years
short term: less than 8 persons per year
2.counterpart trainees: 3 persons per year
3. equipments: ¥ 100,000,000 (M$ 2 million) .
. for .3 years '
( Malay31an side )
1.provide sufficient number of local staff
2.contribute to the local cost of
consumables

‘B/D (record of discussion)

-confirmation of dispatch of experts
-training of Malaysian counterparts in Japan
-supply of equipments

-JICA provides the appropriate allocation

in sufficient amounts at the de81gnated
time

-sufficient experts from Japan are prov1ded
-Malaysian side provides the necessary

support throughout the project

-sufficient Malaysian staff is available

throughout the project
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Field: 1. Halaria RESEARCH ON SELECTED TROPICAL DISEASES
Activity/year Ist year

"IN MALAYSIA

2nd- year 3rd year

Goal

Annual objectives

i)Development and use of DNA probes for 1)Selection of primer and use for | 1) Examination of DNA 1solat10n

malaria diagnosis PCR - method from patient blood l)gomparatlve ﬁn31y51s oy
2) Identification and charactell?atlon of | 2) Study on relationship between samples s o0 0;5%“0818 mEt ods to standard
protective epitopes of malaria severity of malaria and HLA | 2} Search for protﬂctlve epltopes 2) Gene Clonlng of protective
antigens’ haplotypes o of malaria antigens antigens
3) Analysis of witochondrial genes . 3) Establishment of preparatlon for 3)Analysis of gene expression of 3)Typing of mitochondrial DNA of
4} A better understanding of vectorial mitochondrial fraction of - mitochondrial DNA at various isolated strains of Plasmodium
status of malaria vectors at the Plasmodium and determination of developmental stages of Plasmodium 4) Production of refractory vector
molecular lavel nuclectide sequence of mltochond— ‘| 4)Localization and analysis of mosquitoes by point mutation and
rial -DNA - susceptible genes exploration of biological control

4)Determ1nat10n of nucleotide
sequence of DNA isolated from
susceptible/refractory vectnr

of susceptible vector mosquitoes

mosquitces

Objective indicator : Indicators
1)Sensitivity and specificity of| 1)Examination of use of probes as| 1)Examination of DNA isolation 1)Mastery of simplified fluorophoto-
diagnostic tests using DNA probes rimer, and mastery of PCR- methods by using different blood metry .
2} Identification of protective epitopes [2)Investigation of relations sampling . 2) Gene clonlng of protective
3)Characterization of mitochondrial | between HLA antigens and group| 2)Establishment of class I-MHC- antigens
genes of refractory patients in terms | linked T cell clones and determi- | 3}Comparison of mitochandrial DNA,
4) Identification of susceptible/| of severity ‘of malaria nation of their recognitlon pathogenesis, drug resistance,
refractory genes of vector mosquitoes 3)Mastery of the method to determlne epitopes . and geographical distribution

nucleotide sequence of m1tochond— | 3)Analysis of gene expression of | among Plasmodium isolates

rial DNA . mitochondrial DNA at various 4} Examination of feasibility for

4} Mastery of the method to analyze | developmenial stages of Plasmodium | establishment of refractory vector
nucleotide sequence of DNA 4)Smwchfopdeummhmntgemﬁtﬁ mosquitoes
isolated from. vector mosquitoes susceptibility of vector mosquitoes

Dispatch of experts Subjects of training : Support institution in Japan

l.Long term expert . Institute of Medical Science,
Entomology : the University of Tokyo
Parasitology

2.Short term expert
Parasitology

C/P staff training program Subjects of training ' _ _ C/P training in Japan

1.Division of malaria/filariasis 1.Molecular cloning ' Institute of Medical Science.
‘Patricia Lim Kim Chooi, Ph.D 2.Nucleotide sequence analysis the University of Tokyo
‘Stephen Ambu, Ph.D

‘Noor Rain bt.abdullah, Ph.D
2.Division of Medical Entomology
‘¥.Indra, Ph.D -G.L.Chiang, Ph.D

Fquipments supply program: -DNA sequencer
‘Gel~ Electrophore31s apparatus

1. Donation items

T T T e e e e e e e e e e e e e e ——— e e e e ————

2.1tems carried by experts Plastic wares., glass wares : -Same as left -Same as left
: *Medium and reagents -DNA sequerice and analysis soft ware




Field;: 1. Malaria

Output-Input/Year

RES EARCH ON SELECTED-TROPiCAL

Ist year B

DISEASES IN MALAYSIA

2nd year

_Brd'year

Field : goal -
1. Malarla '

l)Development and use of DNA probes
for malarla diagnosis

Z)Identxflcatlon and’ characterlzatxun
antigens .

3) Analysis of-mitochondrial geﬁeg'

4)A better understandlng of vectorial

molecular level

of protective epltopes of malarxa

status of malarla vectors at the |

+—Examination probes

(prev;ously reported pr1mer/m1toch0ndr1al DNA)
*ww-""““*""Examlnatlon of DNA isoclation method ———-—us |
from patlents blood samples :

h*Study on HLA of haplotype
patlents -

e-~Preparatmn for M1toch0ndr1al fractlon

+Determination of- nucleotlde ‘Sequente of ~ﬂ-—;———++1

mltochandrlal DNA

+¥Detefminatioﬁ 6finuclé6tide‘

‘sequence of DNA isolated—————+

from vector mosquitoes ' -

+~Ana1y31s of - gene EXDFBSSLOD -}

of mltuchondrlal DNA

«—cOmparison of nUcleotide4_-+—"~—-

sequence among vector mosquitces

«—Search for protectlve EDltOPES‘*.

~Comparative study of-———r—o—
diagrostic methods -

‘—Gene cloning of protéctive antiéen

* Typlng of mxtochondrlal DNA of
Plasmodium 1solates

_+—Pr0duct10n of refractory vector —
mosqu1toes

c“-'Biol(')gical control of —————
susceptible vector mosquitoes

% Attention to pathogenesis,
drug resistance, and
geographical distribution

Dispatch of the expert

1}Long term experts
-Chief Advisor
-Coordinator

¢mcmem ( under con81darart10n Jeme=

-Entomology
‘Parasitolaogy

2} Short term .experts
‘Parasitology
-Entomology
-others

Dr. Klta
e

tmeammem g fow persons e

Gmmese= g few persons eoemeaeseasd

Training of G/P in Japan
-Parasitclogy
‘Entomology
-molecular biology

Donation of Equipments

large equipment
DNA synth931zer etc ’

small equ1pment
medlum and reagents

Running cost in Malaysia

medium and reagents, etc.

same as left

_same as left




Field; 2.Dengue and Japanese ‘encephalitis (JE) o "RESEARCH ON. SELECTED TROPICAL DISEASES 1IN MALAYSIA

Activity/year st year: ond year | 3rd year
Goal . C _ Annual ObJectlves
Application of molecular biology and _1&ﬁparat10n of diagnostic reagents -Routlne method for serodiagnosis -Comparatlxua summarization of
biotechnology for the strengthening| and cut-off value for dengue ieM _-u31ng the procedures established | virus isolation, PCR detection of
of research and diagnosti¢ capability| ELISA : in the Ist year viral genome, serod1agnosxs and
on ‘dengue and Japanese encephalitis at| -Virus isolation: and. PCR detection -Nucleotlde sequence analysxs of | clinical diagnosis
IMR of viral genome " virus isolates -Comparative sequence analy31s of
-Sercepidemiclogy and entomologlcal -Year-round survelllance on the| viral isolates to deduce pathogenlc
- study on JE° activity of JE virus gene
-Smnmﬁmmsu;onemmMmlnns N “Prevalence of JE virus in
' ' Malaysia .
Objective Indicator - Indicators
Technical evaluation (Sensitivity, | -Serodiagnosis positivity -Sen31t1v1ty and speclf1c1ty of | -Accuracy of serodlagmxus
specificity, time and cost for a c AXB—[% serodlagnosm, cost and:.time for | -Curative effect by rapid diagnosis
specimen), Number of specimens tested, specificity ~a test specimen, response from| -Sequence 1nf0rmat10n of isclated
Epldemlologlcal record, Secientific ' N%—[1% customs : viral genome
evaluatlon (genome analy31s) ‘Virus 1soiat1en rate O% @ ‘Nucleotide sequence of various| -Epidemiological data of JE virus
o PCR detectlon of v1ral genome virus isolates
O% ‘Prevalence of JE virus in nature
-Anti JE antibody p051t1ve rate :
‘Vector density
Dispatch of experts Subjects of training ' : _ Support imstitution in Japan
1.Long team expert - ‘Preparation of IgM ELISA ' ' ' Institute of Tropical _
Virology - : antigen, and detecting antibody Medicine, Nagasaki University
Entomology ' -Comparative diagnosis by IgM ’
P i e — e — — ———————  ELISA and clinical diagnosis - @00 p——eee—— oo — o o |
2.Short team expert ' ‘Technical transfer of PCR detection
Virology of viral genome, virus isolation
Entomology by mosqguito cell culture, and
o seroepidemiology
G/P staff training program Subjects of training _ C/P training in Japan
1.Division of Virology 1.PCR detection and identification ' Institute of Tropical ;
‘Mangalam Sinniah, M.D _ .of viral genome : : : Medicine., Nagasakl University
-Vijayamalar Balasubramaniam, M.D | 2.Molecular cleoning
2.Division of Medical Fntomology : 3.Nucleotide sequence analysxs of
-K. Inder Singh. Ph.D viral genome
‘Lee Han Lim, Ph.D~ ' “d.virus. isolation by mosqulto cell
-G.L.Chiang, Ph.D . culture .
Equipments supply program -BiOhaZard-safety cabinet -DNA synthesizer
' : €0z — incubator. . - | -DNA sequencer
1.Donation items . . *PCR thermal cycler o +Computer
‘Trans - Alluminator - ' ;
+Speed vac .-Clean bench .
-ELISA reader and plate washer ~~ |- .
2. ltems carried by experts -Plaqtlc wares, glass wares ' o -Same as, left ‘ ' -Same as left
‘Medium ‘and reagents ' ' -DNA sequence and analySls soft ware
‘Standard sera, antigens, PCR| ‘Floppy diskettes
‘primers _ _ ' o




Field; 2.Dengue énd'Japanese encephalitis (JE)

‘Output - Input/Year

rlst year

IN MALAYSTA

RESEARCH ON SELECTED'TROPICAL-DLSEASES

¢nd year -

3rd year

Field : goal

2.Dengue, Japanese encephalitis

1})Strengthening of diagnostic
capability by application of
molecular blology/biotEChnology

Z}Epldemlologlcal survey on dengte
and JE

3)Analysis on the pathogenesis of
dengue haemorrliagic fever at a
molecular level .

« Preparation of reagents for—.
dengue IgM ELISA

 Cut-off value of dengue IgM—+
ELISA o :

— Virus 1solat10n and PCR—
detection of viral genome from
patient's sera and vector
mosqu1toeb

+—Ser0epldem1010gy on varmus-H
animals and healthy humans,
‘'serodiagnosis on encephalitis
patients

k F—Routlne methods for the 1tems -
con the left. :

P“Appllcaﬁ,mn of PCR to rapid—
dlagn031s

«—Year round survey on vectormr

mosquitoes and amplifier
vertebrates, serodiagnosis on
encephalitis patients -

¢~ Establishment of diagnostic—

system

FQQurativc effect of rapid—
dlagnosis'

«Establishment of . e
Epidemiological surveillance

+Nucleotide sequence analysis of
virus isolates

Dispatch. of the expert
1)Long term expert:under consideration

2) Short term experts
Virology
Molecular biology
Entomology

| &===Dr. Akira Igarashi

¢====[)r, Mariko Tanaka

tacamsdacn g few persons =wememesd

¢oemenenen g few persong  cocwomeme)

Training of G/P in Japan
-Virology
-Entomology
-others

Donation of Equipments

-Biohazard safety cabinet
-G02-incubator

-PCR thermal cycler

+Glean bhench

-Trans 1llum1nator

-3peed vac,

-ELISA reader, plate washer

-DNA synthesizer
-DNA sequencer .
*Computer

Running cost in Malaysia

-Plastic wares,. glass wares-
‘Medium, reagents o
-Standard sera, antigen PCR pr;mers

fSame as left -~
-DNA sequence analySLs soft wares
-Floppy dlSkettES

-Same as.left
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