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The mechanism of endocannabinoids against stress
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North-South issue and ethics of international clinical research:
A Discussion focusing on these topics with University of the Philippines
-Manila Research Review Committee Members
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Summary

The authors visited the Philippines in October
2010 and discussed with research review committee
members of the University of the Philippines on
North-South issues and ethics of international
collaborative clinical research. Declaration of Helsinki
states that clinical research project is initiated by
industrialized countries and hosted in developing
countries should respond to the health needs of the
host community and also should include planning
of post research provision of affordability for the
community of the beneficial therapeutic method
demonstrated as the research outcome. The CIOMS
guidelines for Biomedical Research state the same
things and also state additional norms that even if the
research project cannot provide direct affordability
of the beneficial therapy, it may be allowable if
the research leads to capacity development in the
host community. Through the discussion with the
Philippine research review members, we found the
importance of this CIOMS additional norm. Here we
introduce the background situation in the Philippines
and the valuable discussion with them.

What we learn here shold be reflected
not only when we conduct clinical research

collaborating with developing countries, but also
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when we introduce new therapeutic/diagnostic
methods to them which are still in the research

stage.

1. Introduction

Bioethicists in the United States (US) and
Europe have long debated on the North and South
issues and ethics of international collaborative clinical
research. An especially hot topic had been the ethical
justifiability of placebo-controlled clinical trials of
preventing HIV/AIDS transmission, sponsored by US
and European countries and hosted by African and
Asian countries, carried out in carried out in 1990’
s. At that time, HIV/AIDS therapy or prevention
had become already affordable in industrialized
countries but not in developing countries. Opinions
to support the trials state that such trials are
necessary for establishment of therapy affordable
for host communities, where intrinsic or extrinsic
factors to affect therapeutic effects are different
from industrialized countries. Objections are that it
is unethical human experimentation not to provide
the placebo group the therapy established in
industrialized countries. This debate seems to be
somewhat settled with the revision in 2002 of CIOMS
(Council for International Organizations of Medical
Sciences) guidelines and also with the revisions of the
World Medical Association Declaration of Helsinki in
2000 and 2008 .

Japanese researchers and industries have
not been sufficiently involved in this debate. On
the other hand, they have been committed to
international research and clinical development in
Asian countries.

The authors visited several research
institutes in Republic of the Philippines (Philippines)
from 25 to 28 of October, 2010. Among them, on
October 26 we had an especially valuable and
interesting discussion with the researchers engaged
in ethical and technical review at the University of
the Philippines, Manila (UP or UPM) (Photo 1) on
the North-South issue and ethics of international
collaborative research. We report the findings here.

Photo 1:The University of the Philippines, Manila-College of Medicine
BEE1:74VECREYZIREFS
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2. Ethics committees and research
governance framework® (Fig. 1)

In the Philippines, ethical reviews of clinical
researches have been the responsibility of the “National
Ethics Committee (NEC)”, which was established in
1984 by the “Philippines Council for Health Research
and Development (PCHRD)”, under the Department
of Science and Technology (DOST). Effective July 1,
2010, the ethical review function of the NEC ceased
and has been mandated to “Institutional Ethics
Review Committees (IERCs)”, which have been
established in each research institute. The NEC
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74 ¥ TR BRRATZE o i B AL R
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(Philippines Council for Health Research and
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7o TEZRMHZH %] (National Ethics Committee :
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2010 4E7 H 1 HIS# T L &WIZE gt 25kl b h
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Department of Science and Technology (DOST)

Department of Health (DOH)

BEEME REEH
' | '

Philippine Council for Health Research .

and Development (PCHRD) g%dégrg%mthomy (FDA)

T1VECREFRERERS FHER SRR

; PCHRD established NEC in 1984 1984ICFFK HEEERERT

DOST'and DOH National Ethics Committee (NEC) NEC issued guidelines in 1985, and revised in 1996, 2000
established

PNHRS in 2003
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*The duty of the NEC has been mandated to the registered Institutional Ethics Committees
and the NEC is to be closed by the end of 2010.
(DOST special Order No. 383 Series of 2010 effective July 1, 2010)
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PNHRS constitutes TWG as one of 6 groups
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Philippine National Health Research System (PNHRS)
Mandated for evidence-based healthcare policy
T1AVEVERRBHRS AT L

IETIRCE I REHFLFEHS

PNHRS established PHREB in 2006
T1VECRETI A HEER S 2006 FRE
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TWG on Ethics proposed to Establish PHREB
REIC DV TDEMTEFIHAIE 7 1V ENRBEHE R EZE R DREEIEE

A Technical Working Group (TWG)
on Ethics

Philippine Health Research Ethics Board (PHREB)
Functions:
®Formulate/Update guidelines

®Proposals to PNHRS and other entities (including FDA),
regarding policies of research ethics.

TV REFRRRERESR
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®FEstablishment, standardization, monitoring, evaluation of ethics committees

®Provide information, discussion, networking, concerning ethical issues

07 1YL EFRKRRITA X TLEDMDES (RRERRB4E) DI K GEHFDIEFR

Regional Health Research Development
Consortia (RHRDCs)

RHRDs are part of the PNHRS

S RENRERES
Z1YEEFRBHF > XTLD—EE

CERCs are established under RHRDCs

HEREH T FHFEEDEEIC
IS RERBRRIL

‘ PHREB constitutes RREB ‘ PHREB manages IERCs

Cluster Ethics Review Committees (CERCs)

Regional Research Ethics Boards
Regional policy making and titution, a
management of ethics review each institution engaged in

research shall establish

Institutional Ethics Review Committees (IERCs)
An institutional committee which

HEREEAS i
I EISFARBRETE | | WEHEEAL:
REEEOFE-FH 1 OFEER BRI REL LI AL E5EL

A common committee formed by several
institutions, based on mutual agreement, when
not feasible for forming their own committees

7729 RERER
BEHRICERREFFOCEPRHELREI LY
B IERBEDGEELESERE

Fig. 1 Ethics review and research governance system in Philippines

M1 T4UEL BT BEEE MEEEVAT LA
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is to be disbanded by the end of 2010. The NEC
issued in 1985 the first guidelines for the conduct of
biomedical research in the country. The guidelines
cover not only drug trials or biomedical research but
also social or behavioral research. These categories
of research need to be reviewed by an ethics
committee. The guidelines were revised in 1996, in
2000, and in 2006”. Now the guidelines are under
subsequent revision, in which four of the members
whom we met are involved (Vios, Olivar-Santos, Sia,
Bravo, see the note of Photo 2).

In 2003, “the Department of Science and
Technology (DOST)” and “the Department of Health
(DOH)” established “the Philippines National Health
Research System (PNHRS)”, to create evidence-
based health policies and actions. Under the PNHRS,”
a Technical Working Group (TWG) on Ethics” was
constituted as one of the 6 groups. According to
the proposal of this TWG, “the Philippines Health
Research Ethics Board (PHREB)”, was established in
2006. This PHREB is the highest policy-making body
for health research ethics. It is engaged in ethics

policy making including revision of the guidelines

ENZ B 2 AW EEFIEDOER I OVTOH A FF4
VERIBITLE L. TOHA K4 VIZEES AR
HEWEFIZEIC IR S 3, #E% - ITEI R AIFZE D Wi
L. IO OMBRMGHFELEONTRE 2> TV,
AA KT A 21E 1996 4F, 2000 4F, 2006 412 LLET S 1,
ZOHDUGRMER IR TV T T, SHEIMTHis L
725 % DB A NDPERHOLENER D> T ET
(Vios, Olivar-Santos, Sia, Bravo. G-H. 2 £,),
2003 4E1CiE, BHAEah A E B[ 74 ) E Y
FIREWFSE > 2 5 4] (Philippines National Health
Research System : PNHRS) # i, TE 5 2|2
HEOLCRRBEO VR L EE R QT L [74 Y
YV EREIIZE S A T & | IZE 2T 6 D O E
MO B D120 [B DT O H & M5
%2:] (Technical Working Group (TWG) on Ethics)
BhHY, TOHEMBEIORFIHE-ST, [74VEY
PRI fm P ZE H 4 | (Philippines Health Research
Ethics Board : PHREB) %% 2006 4 125% . S E L7,
FZEE &I mE O RS EEIGERBETH O . #F%E
B A N T4 ¥ OUGET & & L G BEBOR O LR
HEHROBEY AT LOWREIIH/TzoTET,
[7 4 ¥ RENIIEREZE H 2 113 [ s 7 fa B
ZH% | (Regional Research Ethics Board) % #%\7.

Photo 2 Members to attend the meeting at the UP-NIH. Sitting, right to left: Lulu Bravo (UPM Vice Chancellor, Director of NIH); Ramon Arcadio
(UPM Chancellor); Chieko Kurihara & Yoshiko Fukushima (NIRS); Kimio Yoneda (President, Ina Research Philippines, inc..INARP); Standing, right
to left: Isidro Sia (Director, National Graduate Office for Health Professions); Marilou G. Nicolas (Deputy Director, NIH); Cynthia Valencia (Professor,
UPCM) ; Maria Salome N. Vios (RIDO-UPCM Chair); Rosana A. Generalao & Cherrie C. Rustria (INARP); Other participants not in the photo:
Patricia Kuh (medical panel board); Evangeline Olivar-Santos (ERB Chair); Eva Maria Cutingco-dala Paz (coordinator, NIH technical review board)

BEH2 J74VECAKZYZIRNHTOSADHEEE, #i 5l AH»5Lulu Bravo (UPM Vice Chancellor, Director of NIH), Ramon Arcadio (UPM
Chancellor). Chieko Kurihara & Yoshiko Fukushima (NIRS). Kimio Yoneda (President, Ina Research Philippines, inc.:INARP). #5ll&AA*51sidro Sia
(Director, National Graduate Office for Health Professions). Marilou G. Nicolas (Deputy Director, NIH), Cynthia Valencia (Professor, UPCM). Maria
Salome N. Vios (RIDO-UPCM Chair). Rosana A. Generalao & Cherrie C. Rustria (INARP). BEE (&M H & # 13 Patricia Kuh (medical panel
board). Evangeline Olivar-Santos (ERB Chair). Eva Maria Cutingco-dala Paz (coordinator, NIH technical review board)
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as well as developing a system of accreditation and
recognition of ethics committees.

PHREB constitutes “the Regional Research
Ethics Board” which is engaged in regional policy
making and management of ethics review. There are
also “Cluster Ethics Review Committees (CERCs)”,
each of which is a common committee formed by
several institutions, based on mutual agreement,
when not feasible for forming their own committee.
CERCs are under the Regional Health Research
Development Consortia (RHRDCs) which are part of
the PNHRS.

3. Pharmaceutical regulations and
compliance status

In the Philippines, a drug can be given
marketing authorization, if the drug is already
authorized in other predefined countries like the US,
Japan, Australia, Canada, EU and other European
countries, even without the results of a domestic
clinical trial. But in some cases, the Philippines
regulatory body may still require to conduct a
domestic clinical trial. Clinical trials in the Philippines
have to be conducted according to the Administrative
Order issued by the Department of Health-Bureau
of Food and Drugs (DOH-BFAD), dated August
30, 2001" |, which requires adherence to the ICH-
GCP (International Conference on Harmonisation
of Technical Requirements for Registration of
Pharmaceuticals for Human Use-Good Clinical
Practice) ¥, the global standards of ethics and quality
assurance of clinical trials. In the Philippines, all
clinical trials of drugs or medical devices have to be
conducted under this GCP and also under the quality
assurance system of the product manufacturing (GMP:
good clinical practice) and of the product laboratory
test under the Good Laboratory Practice (GLP). The
clinical trials in the Philippines are more broadly
covered by law than in Japan, where only the clinical
trials of drugs and devices aimed at marketing
authorization are covered by law (Fig. 2).

At this moment the Philippines has not yet
been highly recognized as the field of clinical trials by
global drug companies like the other Asian countries

as China, India, Korea, Hong Kong, Singapore and
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HIFIZ BT W2 m B ECR LA & 4~ DB R H &
DEBERRTNET, T2, [7 9 X5 —MMHBEH
431 (Cluster Ethics Review Committees : CERCs)
. AiiICEEE2HOZ LWL E D LT
TN IS SO MBER R RHOBA TS, 2
WE 749 ¥V ERRENEY AT 5] 0—HTH
5 MR 22 B 384 (Regional Health Research
Development Consortia : RHRDCs) O&FETIZH D
9,

S.EEBRHNEATIAT7 2 A KH

74V E Y TIE FEDE A, $2bEKRE, HA,
F—ANFUT, AF+¥, EUREHEB LoD
DI =1y SOETRIKE SN T B EHEMIZD
WTIZEINOERIR AR T — 7 05 S TH AR TEE T
A B DEN TOBRREBROER % KO 255650 H
DI, 714 ¥ TORERBRREL, 2001 4
8 H 30 HAf CHREEE AMER MR L ) A S 7147
BV I o TEBLZTNIER Y /A, ZOFT
BUR X ERR SAB Ofm B & R RAED EIBE L HETH 5
ICH-GCP (H >k EU Bl FRFEFEZ B 512 & % Good
Clinical Practice 7’4 K4 ») Y IZ#lAHL72b DT
Fo FHRRRERTH W 2 855 0 W B ARFEIE GMP (good
manufacturing practice) (2ft9 Z & . BHIDIEEIR
o R R EE X GLP (good laboratory practice)
WP S EAROOENT T, HATIHEREM - [RIFEHE
frORBEH G Z Hiy & U 72 BiRER O A A3 TR
ENFTA. 74V TR E ) EHEPHIC, RIS -
P2 B o D R R BRI 3 R T B O § & 2 5 T
WET (K2),

HEDLZAT 1), mEL 4 v F, EE
T, YUAR—NV, AEREOT VT REEE RS
Eru— VBB REORRAEBRO 7 4 — LV FE LT
THRBEINDIZESTVERAD, 74 ¥ O
e HIE. Fu— N VEERRSED)T 1) ¥V EN TR
KRB A T35 L 912725 2 & FRICHBIERIR B %S
AFHCTELILEMIEATOET Y,

ERMHEZRZOZVIELL 74 ) E TR
1979 4E 1 [ Wk 8 1 B B %6 22 H 22 ] (Committee on
Research Ethics and Development : CRED) 287 «
) ¥ K& E AR ZEFT (National Institute of

SI9QUIBJA 981IWIWIO0Y MBIASY Yoieasay ejiue\— sauiddi|iyd 8yl Jo ANSIaAIUN Yim so1d0) 8sayl U BUISND0) UOISSNISI( Y :Y2Jeasal |eOIUljO [BUOIIRUISIUI JO SOIYIS puUB anss| Yinosg-yuoN : poday doysyiopn

25



B

RBH

N
t

N ESHNT O T RERRT

BB MBS I TS AN S

26

Taiwan. Philippines researchers have a strong desire
to attract global companies to conduct clinical trials
in Philippines, especially the conduct of early phase
clinical trials® .

Before the establishment of the National
Ethics Committee, in 1979 the “Committee on
Research Ethics and Development (CRED)” was
established at the National Institute of Health (NIH)
of the University of the Philippines. This was the
first committee to be established in the Philippines
for the review of research ethics. This committee
evaluated and managed the research conducted
in the Philippines funded by the "China Medical
Board” in US. This board was organized by Chinese
Americans and sponsored by the Rockefeller
Foundation and funding was given internationally.
It was the era of President Marcos, under the strong
influence of the US. In 1984, CRED was split into the
Technical Review Board (TRB) and Ethics Review
Board (ERB). This leads the tradition of research

Scientific research involving human subjects
(Behavioral, social science)
AEHRETHME (HSZ ITEREHRLED)

A

Biomedical research involving
human subjects
ANeWRETIENEZFER
(BERTAR) A

Health : NIH) IZ3V.3NF L7z, THIET7 4V EY
TR FEED 72O SN2 REATL
720 TOZRBETKRENO[HEESF#2 ] (China
Medical Board) {2 X 2B&IC k> T74 )T
EMSNAWMIEEZHFEELERLTCVE L. 2O
BRI ESRRENICE DRk S hay 7 725 —
WMHZ&EERE LTWE Lz, KREORWEETIC
ol N IAARKEOKERD Z & T, 1984 412
WM R R 2L [P AL H %] (Technical
Review Board : TRB) & [P ##fZE %] (Ethics
Review Board : ERB) I/ L7ze THELR7 «
) E Y TIGHEAZREXIVME T F avofs s
PR BT % A3 B B\ AT CH 2 B 2250k
ZEDORHAHIE 2 AT 5 & v ) FIEAMER & 7 > T
WEd,

WAEZ 72 o T B A A 7 413 WHO (World
Health Organization : i PR AR B ) S MGk
5 MmEEEB LT V7 - WRKTFHEBIKO
72 @7 % — 7 A ] (Forum for Ethical Review

Committee and the Asia and Western Pacific

Clinical trial of Clinical
drugs/devices aimed
EER EEESROD :
ER PR AR BR

A

US law; several European Declaration of EU GCP Directive; Japanese GCP under
countries’ law Helsinki; EURREREBRIES Pharmaceutical
XKE BMOEBHOEDES AN XEE Asian (including AffairiLayv .
Philippines’ national Japanese guideline Philippines)/African EI_\ZK.;;-é%;f(._E’J(
guidelines of clinical research law of GCP e
T74VEY BRHINZA> ERERTF RIS (AA) TITTIUh

GCP:xiHl

Fig. 2 Comparison of ranges of coverage of law of GCP (good clinical practice) standard between Japan and
Philippines and other countries
2 AR, 74VE>  ZOMOE < ICH 1T BER R ER - BR R 52O RR §l 003 F &6 B
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review in the Philippines in which the technical
board reviews science of the research protocol
simultaneously with its parent board to review both
the science and ethics of the research.

Recently the Ethical review system has
been also improved in collaboration with the
initiative, organized by the Forum for Ethical
Review Committee and the Asia and Western
Pacific Region (FERCAP),a part of WHO (World
Health Organization). The Research Implementation
and Development Office (RIDO) of the University
of Philippines-College of Medicine (UPCM) keeps
Standard Operating Procedures (SOPs) for the
conduct of research; the records of research; minutes
of ethics committee meetings; and through their web-
site introduces the international ethical guidelines
and domestic regulations. They also provide a
training system for clinical researchers, including
those outside of the university. Since 2002, RIDO is
under the accreditation of the US Office of Human
Research Protection (OHRP), which allows research
in the UP-College of Medicine and Philippine General
Hospital (PGH) with US federal funding.

The Philippines is not only conforming with
the clinical research governance frameworks but also
the compliance system of animal experimentation has
been constructed according to the laws for animal

protection”.

4. International ethical norm and
conquest of tropical diseases

The above mentioned “National Ethical
Guidelines for Health Research” covers a variety
of clinical research and has well-designed,
extensive contents (Table 1). It quotes well known
international guidelines such as the Declaration of
Helsinki?, and CIOMS guidelines?. It also has the
following characteristics:

(1) The guidelines focus on some categories
of research which need special considerations,
not only genome or embryo research, which are
intensively discussed in industrialized countries,
but also social behavioral research; research on
traumatized populations because of war or natural

disaster; HIV/AIDS research; and herbal/alternative
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Region : FERCAP) & DB AAFHIC &L > TS HIZHD
fEAEPONTHET, 74 ¥ RFREFATO
[WFZeHE B 38 H % )5 ] (Research Implementation
and Development Office : RIDO) T &, #ff 38 &
Jiti ® 7z 6 O B #E 3 # FEE (Standard Operating
Procedures : SOPs) Z$&flt L. WFZEilsk =Bl % 5
LHFBERE L, A— 2=V TEBEN R GHT A
R4 Y RENBENCET 2 EREZEELTVWET,
RIDO I ERIRIIZE %2 EMis 2 H IS P L —=2 7%
RELTBY, FHoOWEEDZ#HTE T3, 2002
1213 RIDO 1R E#e5 fr# 5 (Office of Human
Research Protection : OHRP) OFFED 2T THD,
DT 4 ) Y RERFERB LT 714V EVRE
FBETIORENT X 2 @B & % 52 Tl e & JE 05
HTENWTEET,

74 V¥ TIE, BRIEOEBAR 2L L T
7272 TIE R, BiERS ., B IREDEFIES
P2av 74T v ARHITEBISATET Y,

4 ERFMRRIERECRTRROE

FERO [HREHFED 720 DERMGIH K A4 ¥4 >
SRR UL TBY ., FhLEETH Y
NP D72 B NEE o TWET (F 1), ANV T >
FEHF Y CIOMS AWIE#Msedast U 2 L oIk A
LNBERAA FIA4 v 25[HHLTWE A, LITIC
R L) B E R T E T,

(D AER AR BRI 2 29 2 R EWFFREAL & LT,
0 LRI 7 &R TR ISR LT & 220
FEDR BT, A - ATEFHEITZE, AR HRSK
LD N T TIT AH%E, HIV/AIDS 12T %
WF7E, SRR REPE O & L ETITb
FTLHESMICER SN T I Do WFRERIZOW
THFH I Tw5,

(2) EB LI B 2 T E LR E ] & ke
PRI D W TERSE R STV b0 2 O HUIE,
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medicine research, which is not always sufficiently
discussed in industrialized countries.

(2) The guidelines provide important
standards concerning the “North-South” research
collaboration and ethical considerations, which means
fair distributive balance and share of risk and benefit
of research among the industrialized and developing
countries.

As for point (1), we introduced in Table 1
the topics for which special ethical considerations
are provided in the guidelines. As for point (2), we
summarized in Table 2 the related norms defined in
the Declaration of Helsinki and the CIOMS guidelines.

Through the 2000 and 2008 revisions of the
Declaration of Helsinki, as the consequence of the
above mentioned debate on HIV/AIDS transmission
prevention trial, the following international norm was
established: (i) placebo or no treatment control can
be allowed only when there is no any risk of serious
or irreversible harm; (ii) research should be planned
and conducted responding to the health care needs
of the host community, and that the result should be
made affordable for the benefit of the community.
The latter policy prevents the conduct of early phase
or relatively high-risk categories of drug trials hosted
by developing countries sponsored by industrialized
countries, without further provision of access or

development of the drug towards the marketing

SeAEEl & f SR LEORFEFZEICBIT 5 1) A7 XA
T4y OB DINT Y AZBIT A REWEORETH 5,

(1) IZ2oWTIEAA FI 4 7 CHR R ifgesEml & L
THFEENTWSE MYy 7% Table 1 IZRLFE L7z
(2) 12OV TIZME S B ALY ¥ FH S KU CIOMS
R GRS HC R SN 2 Ml 2 Table 212 F &
OF L7,

ANV Y Y FEF O 2000 4E K U 2008 R TR
Lk HIV/AIDS &4 7 Bl S iR ik 2 o < % G e
DOFERE LT RO &9 R ERR M PLBLH . L
L7ze (1) 792 RF 723G 2 xR & 3 2 i
ZNC L > THEETZIREARZEN L3NS
ZEDNBVBRYFELD b (i) MFFRIEFEHI O R
it b= — X\ 6hs LRIl SN FER S . ZOfR
W FERHIBICARICHHATEL X HITTRETH S,
BEOHENE, EHEHOFWIRERL N A ) A 7 7 ik
RIGHEEDE L TR EETTWADS S, & EEICE
WTKRRBIZE S T TORFEE M L 2\ & v 72474
EELTCVWET, L2Lad s, CIOMS AWK A0
RIRFHIAN Y VEFEEIIH L TEMW 2L K54
YERRELTWE T, FFRETIE. EEDEIR O
NIRRT R T 5 2 L &, EEWIZZO
EFERICBW TR RZFHTREE TERWE LT,
FHELTWET, ZO5ME. LEEICSH L Tlf%Eo
Fhti, FH, MHEEAL EORITBEBICOLNTD L)
BRYEETH, LI ETT, 74 ¥ YOEF M
AL FIA4 VI OREBRMLTNE T, SRED
5, I, #BEHEORE, WAl AMEZSTFL200

Table 1 The cover of the “National Ethical Guidelines for Health Research” and the topics especially discussed in it
F1 [REWEOLOOERGEHINIM2 |ORKSLVFTLSN21%51EE

KEZWMR

e i

E FR 2 R 72

@ Clinical Trials on Drugs, Devices, and Diagnostics
EE M. EEESRE. ZRIC DOV TORKR
@ Herbal Research

@ Complementary and Alternative Medicine Research
REHTERMRE
@ Epidemiologic Research

@ Social and Behavioral Research
HE% - TEHHERE

@ Conduct of Research on Populations Traumatized in Emergencies and Disasters
B BLUKERICHBIIBNSYVICET AR

@HIV/AIDS Research
HIV/AIDS#f %2

@ Research on Assisted Reproductive Technology
AETEREBN AN ICRI T AR

@ Genetic Research with a Section on Stem Cell Research
BEFHRESLUSHMERMR

@ International Collaborative Research
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in the host countries. However, CIOMS provides
additional guidelines to the Declaration of Helsinki. It
allows industrialized countries to conduct research
in resource-limited communities, even if they cannot
provide direct affordability of the research results for
the communities, on condition that they can assist the
capacity development of the community to conduct,
manage or review their research. The National
Ethical Guidelines emphasize this point. Of course,
these are the additional conditions to the standard
guidelines to protect the safety, welfare and human

rights of the research subjects.

5. Discussion with the member of
UP-Manila Committee members whoto 3):
Desire and challenge towards development
During the discussion with the ethics and
technical committee members of UP-NIH, UPCM-
RIDO and some officers of the UP College of

B R A FIA4 JTRT ABIMNREGEE NS 2
bl ol = S S

Photo 3:Discussion on ethics of international clinical
research with the UP-Manila Research Review Committee
members
BEEIJ/VELREYZIRMREEZELDOERFEHEREERAED
RIEEDC IR

574V KEMRBERE LDHER !
RN DEAFEHbE

7 4 ) ¥ RFENLBUERFSERT (UP-NIH) . [R5
e %S % m (UPCM-RIDO) OB L O
B HEERBAOZRRS L o#m Tk, HYE AL,
[ ORI 7 1 ) € ¥ TR B R ik

Table 2 Obligation of the researcher in collaboration with resource-limited community

xK2 BEORSH-EEOHRFRRICHTIMEENDEH

Declaration of Helsinki N\JLY > X EEF

Placebo or no treatment control 77t RE/- (5 AR
32. Placebo or no treatment control may be acceptable
when it will not be subject to any risk of serious or
irreversible harm

32. TR EABRBOEE ICEEL/-IIAETE
BOWEEDUVRINELEWGEICEHERLIS,

CIOMS CIOMS#&#t

Placebo or no treatment control 7 Z&RE/I$HEEEXTR
11. Placebo or no treatment control may be acceptable
when it would not add any risk of serious or irreversible
harm to the subjects.

1. 7R EABMBIMRMNREICEEEE
BEREELEVDBEBIEDYRXTHINAL WG EICEFRLI S,

Health needs FRELND=—X

17. Research involving a disadvantaged or vulnerable
community is only justified if the research is responsive
to the health needs of this community.

17, AFE BT EA2ERRETIMRIEARD ZD
EFADOREE=—-XICBZZHDTHZHEICBRIIELHIELIS,

Health needs FELOHD=—X

10. The Research in communities with limited
resources should be responsive to the health needs of
the community.

10. ERORSN - FEHRTOREIL. ZDHERFETD
RELED=—XIHICTIHDTHEINETHD,

Post study access MIRETHEDT &R

14. The protocol should describe arrangements for
post-study access by study subjects to interventions
identified as beneficial.

33. At the conclusion of the study, patient participants
are entitled to be informed about the outcome of the
study and to share any benefits that result from it.

145 EE I ZOMREDFRTHEB THEERESNI:
BERTAICHTIRRECHREDNT 7 LXCETS
WRODEEESNBINETH D,

BBMER TR . SIL-EBE G MEEREMBHEF
MEFERPOBONBFIRERT TIHEMNEF T2,

Post study access MIRETHDT IR
10. Any intervention or product developed will be made
reasonably available for the benefit of that community.

10. FARIN2, 565050 ATEERRMIE.
HEEDNXT1ybD/HICERICFIATEELIICT B,

Capacity development BEFIBI%E

20. The research projects should contribute effectively
to national or local capacity to design and conduct
biomedical research, and to provide scientific and
ethical review and monitoring of such research.

20. MM RETENE, EIEEE/E MR I BV TR EETE - EMEL.
FEHGHENICER-EET 2800 LICKHREIC
BERMINETH,
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Medicine, we asked a straightforward question: “Do
you welcome the drug trials of external sponsors
even if only early phase/relatively high-risk studies
are conducted and no further development is carried
out, on the condition that they assist you for capacity
development?” All the members said “welcome”
with condition that other standard ethical guidelines
are also adhered to. It was impressive that they
strongly desire research capacity development as the
CIOMS guidelines indicate. Additionally, the issue
of the sharing of intellectual property rights is also
mentioned. This topic is discussed in relation to the
Convention on Biological Diversity (CBD).

A few years ago the authors were engaged
in a discussion in a regional community in Japan
which was very reluctant to accept the conduct
of phase 1 studies on healthy volunteers at their
regional public institute. Specialists of ethics in
the Philippines in a public institute first start the
discussion saying “welcome” for early phase drug
trials of an external sponsor and then show their
desire for capacity development. This contrast is
obvious. Japanese discussion on research ethics
tend to be very sensitive to the conduct of high-
risk research in their immediate presence but tend
to neglect outsourcing of high-risk research which
is outside of their scope. The strong desire for
capacity development in resource limited countries
may indicate their “vulnerability”. It is unethical to
utilize such vulnerable people as research subjects
when some kind of research is difficult to conduct in
industrialized counties. However, based upon deep
consideration of the Declaration of Helsinki and
CIOMS guidelines, “capacity development” policy
may support ethical justifiability. Additionally, such
capacity development and technology transfer
should result in fair balance of benefit sharing of the
community. It should not result in benefit only for

the wealthy people of the resource limited countries.

6. Asian Clinical Trial Update in Okinawa
After the visit to the Philippines, we participated

in the meeting “Asian Clinical Trial Update from

Okinawa to Asia 2010 - From ethnic difference to

similarity -, held in Okinawa, November 20, 21. The

Y A7 DERERDO A Z TV, T ORORIKRRIE %
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guest lecturers were from China, Korea, Malaysia
and the Philippines and they discussed the promotion
of multinational clinical trials in Asian countries, and
focused especially on the importance of promotion of
early phases of drug development. They introduced
the infrastructure development of clinical facilities
for early phase clinical trials and also findings from
their research. Importance of early participation of
Asian people in clinical trials is because the results
in early phases considering regional intrinsic factors
(dose response; efficacy and safety information) and
extrinsic factors (clinical and social settings) will
reflect on the late phases' protocol design, and finally,
the authorized description of usage of the drug.

The ten countries in ASEAN (Association
of South East Asian Nations: Brunei, Cambodia,
Indonesia, Lao PDR, Malaysia, Myanmar, Philippines,
Singapore, Thailand, Viet Nam)are going to establish
one regulatory board of drug authorization by 2015,
introducing the system already established in EU.
Drug approval in one ASEAN country will come
to mean approval in other ASEAN countries. This
will give global companies the incentive to conduct
clinical trials aiming toward a very large market.
They will be able to design a regulatory policy to

promote drug development which will meet the
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Photo 4 Panel discussion at the Asian Clinical Trial Update in Okinawa and the
lecture of Jaime C. Montoya, Professor, Infectious Disease at the University of the
Philippines College of Medicine and the Executive Director of the Philippine Council
for Health Research and Development, Department of Science and Technology
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health needs of Asian people. Prof. Jaime C. Montoya
from the Philippines emphasized the fact that “only
10 % of the global resources for health research
are focused on 90 % of the world's diseases that are
mostly in the developing world” ®. This ratio may be
reversed as the result of the effort and enterprise
of ASEAN people taking a risk of providing their
populations for early phase drug development by

global companies.

7. Conclusions: Toward the
sustainable partnership

We have learned from the Asian people
that “resource-limited countries” mentioned in
CIOMS guidelines have made efforts to resolve their
health problems, and have developed their own
research ethics governance systems and clinical trial
infrastructures. We should respect, appreciate such
efforts. Japanese industries and researchers could
contribute to such countries’ activities of capacity
development, without exploitation of their vulnerable
populations, assuring their safety, welfare and human
rights, through international research collaboration.

What we learn here should be reflected
not only when we conduct clinical research
collaborating with developing countries, but also
when we introduce new therapeutic/diagnostic
methods to them which are still in the research
stage.

This contribution not only leads to research
conduct or management capacity enforcement but
also leads to provision of the chance of employment.
We visited several other research institutes and
also found that research staff were hired from the
community who are working adhering to international
standards of research governance, introduced in each
institute. They will soon develop beyond just being
our collaborators, to becoming potent competitors.

Additionally, traditional ethics has
considered it not ethically justifiable to regard
the research subjects as workers. This is because
research subjects should not be monetarily induced
to participate in research as workers. However, there

is a situation in which resource-limited community
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people are taking part in low-risk research strictly
controlled to assure their safety and human dignity,
and the research participation fee supports their life.

We should deeply consider the North-South
issues which have been discussed in the area of
ethics of international collaborative clinical research,
and then promote sustainable partnership with Asian
countries to contribute to their capacity development

through fair-balanced technology transfer.
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