Multinational Trial made a comparison between
Japan and Other Countries easy

* The issue is;

“Resource” used for “speed and quality”
- # sites per CRA
- US: 15-20
- Japan: 3-10
« # patient visits per CRA
- US: 650
- Japan: 230
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Multinational Trial made a comparison between Japan and
Other Countries easy

Patient number

Committed 24 32 20

Randomized 25 39 19

Screen failure(%) 17 24 : 21
Monitoring visit (MV)

# of site 6 8 5
WMVlpatent . 34 . s g0
Quality

# of patient with
protocol deviation (%) 14(56) 33(85) 19(100)

Days from LPLV to 2 44 &
query resolution ;
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CRAs site visit freq.
ca. 300 visits for 450 sites/800 patients

900 [
800
700
600
500
400
300
200
100

0

Jun Jul Aug Sep Qct Nov

~e—# On-going Patients —a— # Sites
- # CRA Visit (for Selection) —— # CRA Visit (for Initiation)
—%— # CRA Visit (for Monitoring)
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Why Japanese clinical trials are so resource
intensive?

= J-GCP issues?

= Operational issues?
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GCP related (operational) issues at study sites data from
newly opened 206 site protocols in 2009

+ Preparation of Clinical Trial Application (from Investigator to Hospital):
in 72 sites done by CRA

« Modification of ICF: 81

» Preparation of Principal Investigator's CV: 24

+ Attendance at initial IRB: 77

» Attendance at after initial IRB: 37

* Drafting of IRB minutes: 2 (1 site)

+ Preparation of IRB related documents released by IRB/Hospital: 25
* Preparation of Interim/annual Report to IRBGAERD IR DBE): 67

« Preparation of CRF-Source Document Inconsistency Clarification
Report (F/&sRBHECER): 21

» Preparation of Study Completion Report: 44

» Study drug direct dispatch: 20 sites do not accept
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Other GCP related issues

» Sponsors’ players list and site/investigators list as a part of study
protocol
» CRF (blank form) for agreement w/ Pl and IRB
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Non GCP related issues at study sites

= Productivity
+ Coordination of Start-up meeting: in 42 sites CRA has to do it
» Modification of Drug Accounting Form: 29
« Modification of concomitant / prohibited medication list: 36
» Management of Investigators Folder: 37
+ PI's comments on Safety (SAE) info: 66

= Others
» Sponsor’s intellectual property is not fully protected: XX
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For more productive clinical trials in Japan
Changes in 3 key players

+ GCP
- Simplification of J-GCP
+ Site
- Autonomy in study sites
- Changes in clinical trial processes in study sites

+ Sponsor

- Changes in CRA’s mindset / skill sets: Baby sitter = Data checker > Site
manager

- Changes in the mode of monitoring e.g., remote monitoring/sampling SDV
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1) [J-GCP DYWERE | D= dDFIE
() THEORMNH D] LEXDI-GCP LOBHIEM (J-GCP DEE) ot
(BRI T —R 1N DAR—] R [Z RT3 —R 1 A "—OFiB24IC BT
HMOIERERIETE ) WHEEEZ2B U TERL W SHEZINE L,
() fhH U7z [J-GCP DRERE) 12-oWTC, Ve — AV RBReEICEMT A E - ko 738
FRE) RO EHZERE] ORE
(3) fhE - hHUEOFERL RICESL, -GCP DHERS ORET

2) (7 a— VAR UEFEE~OFEEFHORER] ODOFIE
(1) 1J-GCP TIEHERINTWARWE 7 a— ULERBRICBMT 5 L CREMICERT 5 LEN

»HHHEIA| ORI
Q) M L7z (7o — A BBRICENT 5 ECEENICERT A LENDH HEIH) ORIME 72
LM OFRE

260



RER TF-1 B2 (20104 1 B 21 BER)

2.2 TRREORMANHZ EEZDBIE] OHHER
(MEORNHH L EZ HAEE) OMB&KEELUTOEBVIRE L,
1) TYEORMMNH D &E X HHEE] ORMBFEEL I-GCP LOMFHNICIRE L7z, Flzix, R
BRI BB 2 3H ThoTh TAREHIE] < TR OMEY RMEHIE ] Thht
OFFSNE Lz,
2) BEiC NRBROBH Y HEEZHRIE] CRENOEEICER > T-FIHT, [SEORMLED
5HrEZAEE|] ORMBEESE L,

2.3 #hE (fhthkl) OREAZE
2.3.1 AEXRE (i)
EXR LT AME (i) 2LUTOE (R) &L,
¥E, yFHF, A=A RFUT, BN, FE, &E, &%, U R—

AREMNEE MiR) & LT, TERLEBTHRREERT S ENE (EL D THAD)
E (HR) ) 28AT,
£EH (M) BOBEESIL, UTOBY THD,
) ICH BME (k) & LT, XKE, &M, vFF (FT7HF——)
2) B%EL B THAH [TUTHERRAR 2BELT, TVTHEDS L,
- BAR L BIEIIGENTH S 5 (SHFEEROBENZ V) KT VTHEL LT, FH,
WE, 55
- T u— S VRBROBRERNEL <, Global BBR~DOBELHEL CWAEE LT, #E, &
B, U HR—-
3) APEC Z2MEOH TH 7o — VRBROBRALZVEE LT, A—RA 7 V7T

2.3.2 HRKROREE
£E () OBEIRROREL, TRICRTESERMZGRE L

B (i) L -~ EAELULHEN - RHERA
KE LTOR1IDERY —
Food and Drug Regulations (DIVISION 5 DRUGS | 2009 £ 6 A 2 B
FOR CLINICAL TRIALS INVOLVING
aFE HUMAN SUBJECTS)
Guidance for Records Related to Clinical Trials 200645 A 23 B
(GUIDE-0068)
Note for Guidance on Good Clinical Practice | 2000 # 7 H
(CPMP/ICH/135/95)
The Australian Clinical Trial Handbook 2006 4E 3 A
#—A h5 Y7 | National Statement on Ethical Conduct in Human | 5407 F£3 A
Research
Human Research Ethics Committees and the
Therapeutic Goods Legislation 2001 6 A
B ES CEEMGEA INSHA CLTo
B F20LB0) _
BRI 2 B S+ BUSKERPY EudraLex # Volumel0 {2
ks
P E =3 SRR B B A (C-GCP) 200348 A6 H
FFEEMRITHRA 20084E 12 A 1 8
5BE Guideline for Korean Good Clinical Practice | 2008 £ 6 H 27 H
(K-GCP)
=25 SN B BLREPRAB R (T-GCP) 20054 1 A6 R
. Singapore Guidance for Good Clinical Practice | 1999 4£ 10 A 1 B
VYHBR—V | (SG-GCP)
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* . ERNGESIC I AECE, I GREI - #54%) £4HEHESICRE, BUEHOEA 2 BE,

BHRESREZPITT D HE
®1
The Code of Federal Regulations Title 21 - Food and Drugs .
Part 11 - Electronic Records; Electronic Signatures 2004.12.9
Part 50 - Protection of Human Subjects 2006.6.7
Part 54 - Financial Disclosure by Clinical Investigators 1999.1.5
Part 56 - Institutional Review Boards 2009.1.15
Part 312 - Investigational New Drug Application 2009.3.26
Part 314 - Applications for FDA Approval to Market a New Drug 2009.3.26
*® 2
Chapter 1 :Application and Application Form ,
General information 2006.7

Detailed guidance for the request for authorisation of a clinical frial on a medicinal
product for human use to the competent authorities, notification of substantial | 2005.10
amendments and declaration of the end of the trial (revision 2)

Detailed guidance on the application format and documentation to be submitted in an
application for an Ethics Committee opinion on the clinical trial on medicinal products | 2006.2
for human use (revision 1)

Chapter II :Monitoring and Pharmacovigilance :
Detailed gmdance on the collection, verification and presentation of adverse reactlon
reports arising from clinical trials on medicinal products for human use (revision 2)
Detailed guidance on the European database of Suspected Unexpected Serious Adverse
Reactions (Eudravigilance ~Clinical Trial Module) (revision 1)

Chapter I1I : Quality of the Investigational Medicinal Product -
Good manufacturing practices for manufacture of investigational medicinal products 2003.7
Community basic format for manufacturing authorisation /Community basic format for
manufacturers / importers Guideline on the requirements to the chemical and
pharmaceutical quality documentation concerning investigational medicinal products in
clinical trials

Guidance on Investigational Medicinal Products (IMPs) and other medicinal products
used in Clinical Trials

Chapter 1V : Inspections s , s , .
Guidance for the preparation of GCP inspections 2008.5
Recommendation on inspection procedures for the verification of good clinical practice 2006.7
compliance )
Guidance for the conduct of GCP inspections 2008.5
Guidance for coordination of GCP inspections and co-operation between GCP
inspectors, the reference and concerned Member States and CMD(h) , in the context of

2006.4

2004.4

the evaluation of the GCP compliance of marketing authorization applications for 2009.6
mutual recognition and decentralized procedures

Guidance for exchange of GCP Inspection Reports according to Article 15(2) of 2009.5
Directive 2001/20/EC :
Guidance for the communication on GCP inspections and findings 2008.5
Procedure for standardisation of GCP inspection entries in EudraCT 2008.11
Guidance for the preparation of Good Clinical Practice inspection reports 2008.5
Recommendations on the qualifications of inspectors verifying compliance in clinical 2006.7
trials with the provisions of Good Chmcal Practlce ’
Chapter V : Additional Information. .~ - o L
Guidelines on good clinical practlce (ICH E6 Good Chmcal Practlce Consohdated 1996
guideline, CPMP/ICH/135/95)

Recommendation on the content of the trial master file and archiving 2006.7
"Questions & Answers" Document - Version 3 2009.6
Ethical considerations for clinical trials on medicinal products conducted with the 2008
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paediatric population

Guideline 2008/C168/02 on the data fields from the European clinical trials database
(EudraCT) that may be included in the European database on Medicinal Products

List of fields contained in the 'EudraCT" clinical trials database to be made public, in
accordance with Article 57(2) of Regulation (EC) No 726/2004 and its implementing | 2009.2
guideline 2008/C168/02

Guideline 2009/C28/01 on the information concerning paediatric clinical frials to be
entered into the EU Database on Clinical Trials (EudraCT) and on the information to be
made public by the European Medicines Agency (EMEA), in accordance with Article
4] of Regulation (EC) No 1901/2006

List of fields to be made public from EudraCT for Paediatric Clinical Trials in
accordance with Article 41 of Regulation (EC) No 1901/2006 and its implementing | 2009.2
guideline 2009/C28/01
Chapter VI : Eegislation

2008.7

2009.2

Directive 2001/20/EC T 20014
Commission Directive 2005/28/EC 20054
Commission Directive 2003/94/EC 2003.8
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