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Abstract

This is a record of the International Meeting for Promotion of Global Clinical Development, held on January
13, 2007 in Beppu, Japan. Based on their individual practical experiences, more than ten investigators from
Japan, Korea, and China, and pharmaceutical staffs and regulatory authorities from Japan have given lectures
or lead discussion on global clinical drug development. They also discussed issues with regard to the conduct
of global collaborative studies. Their findings were : 1) Some of the Japanese investigators had extensive
experience in global studies, although the overall situation of Japan was critical ; 2) For participation in global
studies, communication skills and mutual understanding of the partners’ cultures and regulations were of
paramount importance, as well as shared standards of diagnostic criteria and measurements of evaluation ; 3)
Participation in global studies starting from their developmental phase was necessary to include the Japanese’
viewpoints in the protocol design of the succeeding phases ; 4) the Japanese style of conducting studies was
finely-crafted, focusing more on clinical pharmacology, compared with the Western style, which focused more
on finding hard endpoints.

The participants found key issues for the promotion of global development in Japan and agreed to continue
discussion based on further experience in the conduct of global studies.
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protocol Ty & By F 3L, Zhr 5 [Written
Informed Consent Form in one’s language] & >
5Z &k 9. 72, BKiZamendment S
TH5OT, BESFRIZETT. HERDBAEIZIZ,
7 b ILDFEEL D TRITHVT EnEnS Z
ET, IEBIZFRBL»2DE T, FONAIERSHE
DBEETIR VAL B WE T, working proto-
col ZfEB L WSEEIZHD T

ZLT, QC, QADHEMRHTZET. Zhi
—fEIC o - NLBBRETS LS L EIC, BF
FDZ LS miFRE T, BT 5IEE
UdD7=DICBAABE»LEVIFICED T,
SOP, B\ TWaAB0VI—-F, £ VT -4
FeaveytoTuvx, BEOBRE R1E, 7
L Tresponsibility listiZ % % & By %9 (Fig. 1).
QAIEAL TIFWAWALEEMTEE Y. Z
DNARD ETXFRICE>TRESN L EICS

ZiZLTwhEZdhiFEBuE 3. RS
oTEFLAEDOT, 2RI L 9 (Fig. 2,
Table 2) . .
Z fid execution T . study progression
report, data handling, transportation of samples,
quality control, SDVORD HF2ED L3Iz -
T P ENSBRBTOELANWTY (Fig. 3).
T—2IZBL Ti3HZ 5 < EDCIRUEADEDIC
BoTL 372465, BFHIczLs by oiy
D% Fvy7zdatahandling B BEIZE->TL 5725
S &BuEd (Fig. 4).
CHERRICEDE TN, IFRX V-V 30D
LWIRBEAE S 213, % 79i2 communication line
s ZezEeBuvE 4, £ L Tresponsible per-
son DBIRE WS 2225 DZFY. ZFhsrs, 7
ObhaANEESZUBENBDETH, VU-Ta Vi
Lo TNANAGEVAHTEET. ThEED

Table 1 Writing a study protocol and IC

One official protocol (in English)

stay, total amount of blood collection, etc.)

(depending on trials)

— Adjustment of differences in culture, regulation, medical practice, etc. (drug screen, overnight
— Making a matched protocol written in one’s own language (as a reference)
— Written Informed Consent Form in one’s own language

— No revised version of the whole protocol but amendment be added after IRB in each region

— Making a Working protocol reflecting the submitted version of the protocol and all amendments

Fig. 1 Quality Assurance (ICH-GCP)

Mutual acceptance of the quality of the site
between regions
— To provide essential documents
—SOPs (Standard Operating Procedures)
— Training records of study personnel
— Informed Consent process
— Handling and Storage conditions
— Responsibility list
— Others

AD—HREWHEEST
BEHETL(HFIEL
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Fig. 2 Other issues

e To get an approval of IRB (amendment,
etc)

o To prepare necessities for a trial (lab kit,
tubes, test medicine, etc)

¢ Trial Initiation Visit (or Meeting) by the
sponsor
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Table 2 Quality Assurance (ICH-GCP) cont’d

+ Items confirmed (ex.)

General - Handling of study medication
- volunteer panel/recruitment procedure - Review storage condition (freezers, tempera-
- SDV including content of subject medical ture logs, freezer maintenance, back-up
records freezers, warning)
- informed consent process + Signed protocol
+ GP contact - IEC approval letter, IEC composition and
- Study personnel - responsibility list constitution, IEC statement confirming ICH/
- Training of study personnel (GCP/SOP/ GCP compliant
study specific) - CV and training records of study team
— training records members '
- Ethics committee - Signature list of all study personnel
- Study files (including responsibilities)
- SOP - - Laboratory accreditation
- Study timelines (first subject in, last subject
out etc) Tour
+ AE/SAE recording and reporting : pharmacy
+ Medical cover, emergency procedures and 24 - Laboratory
hour contact - subject’s facilities
- Overnight stays - archives for documents
- Kit for drug screen and Urinalysis - etc

- Sample handling. Labeling, storage and transfer

Fig. 3 Execution of clinical trials

Seventy Five % of the whole work done by the start of this stage
(1) Study Progression Report
(2) Data Handling (ex. via internet into one data base)
(3) Transportation of samples
(4) Quality Control of Clinical Data
(5) Source Data Verification
(6) Others

Fig. 4 Study progression report, data handling

(1) Study Progression Report
Periodic reporting by e-mail (every Friday)
(2) Data Handling
EDC : Validated process
via internet into one data base
Authorized person only
dual entry
SDV by the sponsor
Revision
Audit-Final Check
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3127 o b arnoxzric Arktrs (Fig. 5).

FAYVATIH VW) T barsR-7»56H
ETERHTLKFEOEWS L Bhlh
BIETSHARLAENE VNI REBBTRID
4. F9FTBE, FTIBEBA-TEZTH,
FNESBEPELZDENPIZANRAAEPZHT
ELAVERTI VS ZERTEIEBVET.

FhroBBRTEIABMEDII = —V 3
v, BEBEBL NS Z LIt ETS, TOLE
LuBDRREVICHDH A FI74 Vv FA2TT,
HBEOZDIZESTOETHE, Z5058D%

FHEIZLTHEEVWDAI = -V 3y, HEHE
BAED ET T WS ZENEETE AV,
EBWET,

4. HEAREARORRODEEM

ICH-E5 @ Q&A M 2004 FE-i & 2006 FhR 431 T
WwWE A, E5EK, o — SLBERBOEEN %98
FOBRETHEDTHET (Table3)., 7V vy TV
FDEETHE, ZOTOOREEANHTEET
(Table4). 5 LTHREIZZ O — /XL TERET S

Fig. 5 Points to consider for multi-national study

)

— SOPs in detail

To make a good conditions for collaboration study
1. Establishment of a communication line and selection of a responsible person
\(}‘ (window person & coordinating investigator)
‘, 2. Writing a protocol corresponding to a difference among regions ‘ ‘
3. Making a reliable relationship among people concerned
— Communication, Common language (interpreter)
— Understanding of ICH-GCP

Table 3 Global Trial or BS ?

ICHES D QA7 u—NLBEAROEESE4#ZD TS

HRGFETORRO—EE U ERER 2#ED 20 TiRA S SRS THE LR
RRB T — # ONEARBICED D Z L1k 0 MBREICEL S 2E22FM 5 2 &4
WHETH, »OEARTHSLBDLIS.

Fl g, B OIS TER X h B ERRRRIC, FibEr 5 @Y s BROHRESHMAAN
5h3He, REKT - FNFHIRIC LU TRIBZNEI»EHLLIZT 20, &
BB L LA-HEBRELPIIREEDEEEMITAIILRTHTHI LEDNS.

ICH-E5 : Q&A Answerl

Table4 7V v IV FRBOHLE

HMELERTHE T3 EMEE amEicd
BERRBREROBFREIR MR TEBL TEE LY
T 3HFRVWAOB RN ALY bu—L
XROME (WRAKEER)

EiEE (BRE) oE SHEAEERER)

EHEEE (B - Z2/M8) o2 GHEEER)
FTBOKD 377 L HEEOBROMHE
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ZEBMBEIrENWS L, BEEHIINAKER
(intrinsic factor) DR EHFRETH H & 15 Z
BeHDET. BREFRBRTRONDIEDELT
BARBEOERMNIEEIZKE W, HEBOER
(extrinsic factor) {23 v b O — L A[EETCT. TF
A5, B HAZintrinsic factor 2 E L TH W T, X
HOZu— L 7a b aLOTREROITIZT
3ZkLyTEZ¥. &L global development 3%
L T i, domestic development iZFEhIF i &
WHZETT, BREERBWVWES REROREIL
SrntBuiy. —7%, SEEERIZ, Sot
INEMESTHETEEYT. TIH26, HHOD
BE, RO —, EiEFH, LRSS 4,
Fu b a0l EREFIET R
BbALBDAATEP TRV ENnEWVRS T
EREEBOWET,

su-NLEREERHA,GTILEIZE, R
BDFBEDRFATEIZL THL ZEBNEET
BarusrtBuixd., EEMAETLED T, BR
DFFANRRT IIZED2EADETL, H50
R H V2 X F 3 VETEAI LTS 37 LR
WEJ,
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5. B EHBREXROEEN

ERIZS o - S LRARBEBOB@EIZA > T
9. bhibhBA-=DFHBHFINETTS, £
thT7005EH], BATIZ60MIE SEDbhTnE L7z,
A% 5 3 4 A TR TIZ 3006, 50% LT
T2, BERIZSOEMA > T T, BEMIZE
TOREFIB_EIZ 2 5> TWE T2, ZOERBNIfA» &
wH L HYUEMEBIEOREIRIIRE L
BuwE¥ (Table5). '

[EEODOREE] (Table 6) 2D\ TIE, FTEF
HADOBATT, bEARIZEEDGE6 DD CTC
(clinical trial center) TiX, 1 D2DF — 4 X— 2
BEDbDhTHET. Thh» o TBIEEDOEH M,
BERERBR DB & A, IRB, HYEMOHKE - &
BEEKEETERsVWALBbhE T, 03 2
LT, RoTALETINEHE LI LN, EAEARD
FLED, &S LI FTA, BEELEDIZ
investigatorR D3 H, H 5 WVZZHIBETO A
R - EREFEE VWS L TR EVWrEELF
7.

Table 5 Global FIRIZBHCEHDREIZA->TWVWS

fl. BIHEERAREBEESUOHR 17, ETERE K, B
F & fE B £ #7004
B A& TOREFE 6051 (KL)

R (%A 534 R)
HEEE #9300 5EF
H Z 50 KEM

—E0HR  BEEHRUHHEOP IR

AE-FEEBEHIEN

Table 6 Global Study EiEDHE

BFHEOHEA (EDC) - REL, Ea X ML
FTRUREOZRS - EEKERBSR RS
EERABROB G E AR UMIN-CTR

IRB DAL - ZROERE - MiGHF - HERERE
HYREOHE - B (DIA) - Hor
EHHERIZH T ZAMOFTR AT

BEIBTIDZ VAT LHELE LVEFE

NS AW
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TRTE BERaRoRLRE

Lk

BEEMD SIS S (1)

From view of an investigator (1)

=g BEE
Shigeatsu Endo
EFEHAZEZERIER

Department of Critical Care Medicine, Iwate Medical University

[ 5]

EEBMOESIZE 22 b 5 THRIEDCIFECRIZEBAR L LTE O, KEIZEWTIEZBEIOTAL LOE
FEBUMIAE A FAE L , ZDH40%HFETEL T 5, BMGE 4 AHF T % & ABRBOER R L < DEHRFDfE
FIZE3RBFHHELAZ V., ZOBR, BMEIZ X 2BEFREO-DOBREREREIZIIIAEITEKX
BEBRM DR TE -,

R DOBIMIERREIZ, BPEOBME, BELFHE L EHZNXE, BULHERE» R > TE L. W
MEIC X 3BHEEER, ACICEI2BEOBRRLHHARICOEE A BHANHTIHBILESLTERLZ
LIk, BEOMERREHEGEEOBEIDICEEMNTERL, WID30FEDFHLE L HiX, BRIMEDRE
BFEOS L BHECHEEENE RT3 BEOARLARERIGIIL L 0D 6DTH 5. BilEKR
B\, ZOBEDREURIGEFIIRT B3 ESI2F9 4 Y EN-EINEFLELHRERL, EHOE
FREATOINTER, LErL, BIWRRTALONS &5 ANAEEOERLHRMERARER TLEHE
EhinDr, TOEHITWELZHETED,

INAZ T o /0T —NREITES UBEN30EMIIC, BIERBOFH /- LERL -7 v P 2RETS
728, 17,000 ALI LS, B+ HOREFHGREOHR AR T5EN, IHARICEH I, ThiiC
W, KEaLFaZFuAF, TUF MRV VIIHTIHME, RENEBEA T 1 T — 2 — 23FROICH
EFTREHICTFTHA YV ENAEREENEETA TS, 22 TR, BAEIZH T 3B EDRIERD % ER
LI DBEERRBLAENL, WS O»DBERICOVWTERTELLEBIZSHOBEIZONTEN
VAR
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1. SIRSEANLREZYy b FMUTA

HBEVWOBRIBTID0FE<HMOHATEE
L7, ¥a v 72 RBMMEICR T 3RERIZIONTE
FLEIBTWEANT, BEAERICZHERO
R REEBVWET. bhbhEE, 50
ICUNBRBIZWF T &, BREENEREIZZHD
¥ 9. EIEDRIMAE 2K E T ERIZ 70 AT
%, BEATRAODEAY» S THIZIZITES TT
2, ZOHFABPEBRCS LD, ERICTH
NTVAIREBINERTH 720, y-rury
v, EMtTer A CTho=D LET. #EH
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W DBEBIZKBETTN, 23R, TVB0AEE
BEET->T%7 (Fig. 1).
ZhidbhbhD b ZAIZL KIEEDILE
HEE . FRIS0OFIIE T D FTH, 20D &
IBBELABMBTRELET (Fig.2). 257
3L, MIKERDYA b HIA4 Y, dBWNIFTVF
P Us, REOEIZIE L TEE LB %2R
LET(Fig.3). TN & > LR EAHT 5,4
FasE b Eh T AN A ERERTBEL S h
F3. 2624 -7y b LT, ZOE+E, W
A2NnALETIES LOWERMEEEIATZEE LA
(Fig. 4).

KENZ BV TIZ S, EREOBIMAE D BINE

Fig. 1 BIMEDFHEERR FEHEDRK

% ! Detamonitor #£&¥ (2003 ££)

USA 68 A*
T30 EU 705 A #A 2155 A
B 31FA *E
ICUAER SIRS N sepsis Severe L 73 my
. 1,00% 6'58% 33% sepsis 7%
nENE i3 (4
y-7a7vu JaF4C

SIRS | £ SERERISEGR
Sepsis | B RE L > TEZ 38IRS

Severe sepsis : sepsisiCIRIMIEERE, BRTE, MEET2EH

EEE

KETOBPEICEL B ARICL ) ERB 4,500 BALLEOARBEREFI BEL, ROEERE—A
Wf- ) %9 200 HE CGRE), 200-1,000 58 (AX) OBREBIFIPEESh 3,
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AODOEMEIDEREVWEEDATVET
(Fig. 5). HEOBIMEIZXY L TidWA 3 X
RAERINTEXELEN, ZhZZO—HTT
(Table 1). ZDIMEEEDEANIZZD30FEL S
WORIZ50 ~ 60 FEERAREh T E LR, —
DEBRVWTETRTRHTL.., BRTHERENY
FHATLL.

72T, 191 FIC IR BE S LEPIERES
N34V bI=F4 2T, TS50 HMED
kO BIREEDBRDOLY Y -0 54F YT &L
T, SIRS (systematic inflammatory response
syndrome) T4 b5, [2GURERICEZRR] &
VWOBMEEMED Z L2 ZHIZ1992F12/857 ) v
VaZdhTHE T,

Fig. 3 BEEI A ALY, 2V FFRIVOEL

septic

shock died
bum MODS
shoc sepsis
@ SRS 218.9
509.9 141.9 -
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Fig. 4 Bck v & La44ometR
— E{btE
1 2V=3THhi
;% — R =/ Sru0TLE%
I :;:fﬁ EHENL
E B -~ SRS
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