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Asia-Pacific
Economic Cooperation:

J-GCP (revised)

Histories of ICH-GCP Implementation, Clinical Trial
Notification, and Clinical Trial Consultation in Japan

FY1997 FY2003

£inda

FY2004

[ICH-GCP concept]

ICH-GCP “E6 (R1)” was globally introduced in 1996.

Clinical Trial
Notification (revised)

Clinical Trial
Consultation

In East Asia, the ICH GCP was
adopted in Japanin 1997, in
Korea in 2001, in Taiwan in
2002, and in China in 2003
respectively.

PMDA-ATC MRCT Seminar 2018 (APEC Center of Excellence Workshop)

Handled by

Pharmaceuticals and Medical
Devices Evaluation Center
(PMDEC)

Handled by

Organization for
Pharmaceutical Safety and
Research (OPSR or “KIKO”)

Handled by

Pharmaceuticals and
Medical Devices Agency
(PMDA)

Handled by

Pharmaceuticals and
Medical Devices Agency
(PMDA)

Tetsuomi Takano, Covance Japan (Tokyo, 17/Jan/2018)
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0Global clinical trial applications of small molecular products
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*2005-2010.12 total applications of small molecular products on oncology
were 152. 123 of them were approved.

Yang Zhimin, CDE, SFDA, China (APEC MRCT Tokyo Workshop, 02/Nov/2011)
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				新药		补充申请		进口				仿制		复审

										进口再注册

		2005		367		118		50		3		395		0

		2006		181		113		77		1		351		0

		2007		71		93		95		12		71		0

		2008		113		58		96		17		46		12

		2009		89		149		121		12		43		10

		2010		33		46		55		3		28		0
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RDPAC Member List

. Abbott - Eli Lilly

+ AbbVie « Ethypharm

. Allergan - Fresenius Kabi
« Amgen - Gedeon Richter
. Astellas - Gilead

- AstraZeneca - GSK

- Baxter « Helsinn

- Bayer HealthCare . [psen

. Boehringer Ingelheim

« Kyowa Kirin

- Bristol Myers Squibb

« LEO Pharma China

. Celgene « Lundbeck

+ Chiesi - Menarini

- Chugal - Merck Serono
+ Eisal « MSD

- Mundipharma
« Novartis

» Novo Nordisk
. Pfizer

- Roche

. Sanofi

. Servier

« Shire

« SuMmitomo

- Takeda

- UCB
. Xjlan-Janssen
. Zambon

At et Coar o Ar 217
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Under the China Association of Enterprises with Foreign Investment (CAEFI), the R&D-based
Pharmaceutical Association Committee (RDPAC) is a non-profit organization made up of 40

member companies with pharmaceutical R&D capability.

RDPAC is member of International Federation of Pharmaceutical Manufacturers &

Associations (IFPMA).
| EBRINAFERMAES VR L | 50ct 2018

(Source: RDPAC website)



Outline of the Opinions of the State Council on Reforming the Evaluation
and Approval System for Drugs and Medical Devices (State Council Doc
2015 No.44, 18/Aug/2015) and the China Regulatory Reform

Chinese government website: http://www.gov.cn/zhengce/content/2015-08/18/content _10101.htm
Japanese translation by CCFDIE: http://www.cjpi.org.cn/zryyxxwip/zxdt/webinfo/2017/01/1485778118968067.htm
http://www.cjpi.org.cn/zryyxxwjp/scxx/zhxx/webinfo/2015/08/1485778130567129.htm

3-year reform plan initiated by China’s State Council to reform the evaluation
and approval system for drugs and medical devices since August 2015

Key Objectives Key Objectives

Major Tasks

Improve the quality of review and approval

Resolve the backlog of registration applications . EKB?%E
. . I eqlan
Improve the quality of generic drugs (01/Ju|/295§_)

Encourage research and innovation
Increase review and approval transparency

vvyyvyyvyy

Safeguard
Measures

2015 2016 2017 2018 W

I
¢

|
1
5 new registration categories for chemical drugs were defined in Mar 2016. !
[ J

Faster and more improved & transparent processes
for innovative drugs

Still updating; still partially under discussion and unclear;
need close observation and discussion COVA’@
10 | EBEAAHERHKE L VRI DL | 50ct2018 .
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http://www.gov.cn/zhengce/content/2015-08/18/content_10101.htm
http://www.cjpi.org.cn/zryyxxwjp/zxdt/webinfo/2017/01/1485778118968067.htm
http://www.cjpi.org.cn/zryyxxwjp/scxx/zhxx/webinfo/2015/08/1485778130567129.htm
https://ja.wikipedia.org/wiki/%E3%83%95%E3%82%A1%E3%82%A4%E3%83%AB:Li_Keqiang_(cropped).jpg

F12R5H F5HE(2011-2015)

20114E, PEBFIZE12R5HEETE(2011-2015) TN A EXEREZZEROER
EEICAERTHIEHRK

o [ BT 75 it
O SEEERNDONMATERRERZERL. PEEOKREFEREZEDD
Q #HROIighs, HADOTHE, HEOBHEEED DA
Q AMER (RF-EKEZRESE . BFLCAMDER - B O AMIEEE)
Q FLLEG-BITORAREEEA (RMHBEENSHINMEDSY H it ~nif)

B EEOZEBE
O NMAEEFEREEDFICAS. 2020FFTNNA(AEEREEZBIET
Q NAFEEREMERISHLURFR AT ERS0%RH. TEH15%ETTITD)
Q F+ RS FEE (2011-155) AR N\AFHEDOFAFEICA00ETEEZIXATE
[HE:FHAS, FEICBSTAERHERELERITH (KRR, 2012/7/10)]

B 13X5H F5HE(2016-2020)

NMAEEGEER., LERFERCTHIERFOERAXIEZZITTARE
> 2010F~2014FEDNAAEEREEICE TAEEXNDFTLEDEFHREEIL23% L L
> 2020F(CIXHREDNAAEERTGIEKEIZRNTHREFE2REA

12 | EBEANAFHERKE L VRI DL | 50ct2018



Founded in 1988, China Pharmaceutical Innovation and Research Development
Association (PhIRDA) is registered as a non-profit organization by the Ministry of Civil
Affairs of China at the first national level.

13

PhIRDA will exert great effort on “academia-industry collaboration”, which centers on the
principle of “innovation, industrialization, internationalization”, persists in innovation to
achieve unmet clinical requirements.

At current stage, PhIRDA has 142 members, mainly consist of five major categories: First,
start-up and R&D enterprises focusing on innovation of pharmaceutical products; Second,
domestic first-class universities, colleges and research institutions conducting
pharmaceutical research and development; Third clinical institutions featuring high skills in
applicable research on new drugs, especially those undertake “major new drug innovation”
technological platform for good clinical practice; Fourth, investment institutions committing to
pharmaceutical innovation; Fifth, national pharmaceutical enterprises excelling at innovation.
PhIRDA is also a member of International Federation of Pharmaceutical Manufacturers &
Associations (IFPMA) to continuously broaden channels of international collaboration.

| SE8EAAHERFEL 2RI L | 50ct2018 (Source: PhIRDA website)
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China BioMed Innovation and Investment Conference (CBIIC) was established on
November 14, 2016 by China Pharmaceutical Innovation and Research
Development Association (PhIRDA), China Association for Medical Devices
Industry (CAMDI) and Hong Kong Exchange and Clearing Limited (HKEX).
Aiming to build an authorized platform of collaboration and integration for
pharmaceutical innovative enterprises, investors and capital at home and abroad,
CBIIC has drawn more than 3500 participants, over 700 pharmaceutical industries
and 500 financial institutions, including government officials, senior executives and
experts in pharmaceutical industry and representatives from media.

Source: http://2018cbiic.phirda.com/

17 | ESEMIPAFHERKE L VRIDL | 50ct2018
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Announcement on Pilot Program of Drug MAH (Marketing
Authorization Holder) System

The MAH pilot program in China has been started since 06/Jun/2016.
JP Pharmas should also need to consider the next step.

[Extract from EN Translation for the announcement from the General Office of the State Council

No. [2016] 41 (Released on 06/Jun/2016)]
http://www.gov.cn/zhengce/content/2016-06/06/content 5079954.htm
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Pilot Scope
- Districts: 10 provinces or municipalities including Beijing 3t =, Tianjin X;£, Hebei A/ dt, Shanghai L i,
Jiangsu ;L#%, Zhejiang #iL, Fujian 8%, Shandong ILIE, Guangdong 5 E, and Sichuan 4]
- Pharmaceutical Products:
It covers chemical drugs, biological products, traditional Chinese medicines and natural drugs.
@ New drugs: According to current DRR chemical drugs registration category 1-4, part of category 5; biological
products registration category 1, 7 and biosimilar; new registration category of chemical drugs 1-2
@ Generic drugs approved based on the new standard of quality and efficacy consistent evaluation with original
drugs: New registration category of chemical drugs 3-4
@ Marketed pharmaceutical products: Have passed the consistency evaluation; manufacturing site change.
Pharmaceutical research and development institution or researcher in the Districts can be a MAH.
Submission documents: Qualification certificates, drug qualify and safety responsibility commitment
Obligations and responsibilities of MAH and contracted manufacturer
Application of MAH
- Newly registered products: Simultaneous application for being MAH with NDA
- Marketed products: Supplemental application for being MAH and contracted manufacturing
Implementation period is from Jun. 6, 2016 to Nov. 4, 2018.
Drug manufacturers in the Districts can implement by referring to the requirements on MAH in the pilot program.

Tetsuomi Takano, 91t JPMA Asia Committee Meeting (Tokyo, 15/Jul/2016)
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http://www.gov.cn/zhengce/content/2016-06/06/content_5079954.htm
http://www.gov.cn/zhengce/content/2016-06/06/content_5079954.htm
http://www.gov.cn/zhengce/content/2016-06/06/content_5079954.htm
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E-Journal on Requirements of Clinical Part Documents
for FIH Clinical Trial Application of Oncology New Drugs
(by Chen Xiaoyuan, CDE; Released by CDE on 08 Feb 2018)

» Background: Oncology new drugs are hot spots for global innovation drug research,
accounting for approximately 40% of current innovation drug clinical trial applications.
However, at the present stage of the FIH application for oncology drugs, the submitted
clinical trial programs had some problems such as uneven levels, lack of important
content, and poor program operability. In order to encourage innovation and practical
implementation of the "Opinions" of the two offices, the Chemical Clinical | Department of
CDE has discussed the preparations for the application of clinical data for the first-in-
human clinical trials of oncology new drugs.

» General Requirements:
1. Overall R&D Plan
2. Clinical Study Protocol (2.1 — 2.18)
3. Clinical Study Protocol Supporting Documents
(3.1 Overall Clinical Summary, 3.2 Independent Risk Management Plan, 3.3 IB,
3.4 ICF, 3.5 EC status, 3.6 Others)

CDE website: http://www.cde.org.cn/dzkw.do?method=largePage&id=314311

(Supported by RDPAC for English translation)
COVANCE.

19 EgE AN A T L URY L | 50ct 2018
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http://www.cde.org.cn/dzkw.do?method=largePage&id=314311
http://www.sfda.gov.cn/WS01/CL0778/166981.html

E-Journal on General Requirements of NDA/BLA
Dossier for Anti PD-1/PD-L1 Monoclonal Antibody
(by Zhang Hong, CDE; Released by CDE on 08 Feb 2018)

» Including the 5 anti-PD-1/PD-L1 monoclonal antibodies marketed worldwide [Keytruda
(Pembrolizumab), Opdivo (Nivolumab) / Tecentriq (Atezolizumab), Bavenci (Avelumab)
and Imfinzi (Durvalumab)], there have been 16 similar products in China to obtain clinical
approval, and carry out clinical trials in different tumor types. However, as of now, no anti-
PD-1 or PD-L1 monoclonal antibody has been approved in China.

» CDE held a symposium on relevant product application information requirements in Beijing
on 12 Jan 2018. To meet urgent unmet medical needs of advanced cancer patients,
shorten NDA/BLA review periods, and accelerate market access of anti-PD-1/PD-L1
monoclonal antibodies in China, CDE would newly initiate accelerate approval with
surrogate endpoint of Objective Response Rate (ORR) and rolling submission system at
NDA/BLA review stage for the first time in China. Actual procedures for each NDA/BLA
product of anti-PD-1/PD-L1 monoclonal antibodies will be discussed at Pre-NDA meeting
between CDE and sponsor/applicant.

» Detailed Requirements for Rolling Submission Dossiers at (1) Initial submission, (I1) During
the NDA review, and (lll) Final submission before NDA approval were also disclosed on the
CDE website.

CDE website: http://imww.cde.org.cn/dzkw.do?method=largePage&id=314347

(Supported by RDPAC for English translation)
COVANCE.

20 | EEAAGEERSL VKIS L | 50ct 2018
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http://www.cde.org.cn/dzkw.do?method=largePage&id=314347
http://www.sfda.gov.cn/WS01/CL0778/166981.html

“CAR-T" and “recruiting or not yet recruiting” at
ClinicalTrials.gov (as of 12 Sep 2018)

Country/ # of Country/ # of Country/ # of
Region studies Reglon studies Reglon studies

Japan
China 156 France 12 Canada 18
Hong Kong 0 Germany 4 Brazil 4
Taiwan 1 Swiss 2 South Africa 3
Korea 0 Italy 6
Singapore 1 Spain 8
Australia 2 Sweden 1
RusSia 1 (Source: ClinicalTrials.gov)
22 | HBEMAFERKEL LRI Y A | 50ct 2018 COVA/N/C-E\
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Preliminary List of Expert Advisory Committee for Drug Registration

Review (Chemical and Biological Drugs No. 38-35: Oncology Experts)
(Draft; Released by CDE on 29 Dec 2017 for Public Comment till 09 Jan 2018)

was proposed.

» The establishment of 38 expert advisory committees with each number of experts

» The preliminary list of 630 experts was announced (Attachment 2).
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CDE website: http://www.cde.org.cn/news.do?method=viewlinfoCommon&id=314275

23 | FEBEMNAFERFEL VRI I L | 50ct2018
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http://www.cde.org.cn/news.do?method=viewInfoCommon&id=314275

“FEMZEE" and “#E17h” at CDE website (as of 12 Sep 2018)
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CDE website: http://www.cde.org.cn/news.do?method=viewIinfoCommon&id=314275
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http://www.cde.org.cn/news.do?method=viewInfoCommon&id=314275

2018/8/8. CDEILiEN LTHFEMN ODFETHELEREA-_—XDH S
HEE) X FASEBE)D/NT O A #BAEE (8/18F T)

Place of First approval .
Therapeutic

Product Name Company Name ) , ,
. ) First date in EU, US Therapeutic target
(Active ingredient) (MAH) Area
Approval or Japan

P
©

Alectinib

_ Chugai Japan 2014/7/4 Tumor ALK, RET
Hydrochloride

Pembrolizumab MSD us 2014/9/4 Tumor PD-1

Olaparib AstraZeneca EU 2014/12/16 Tumor PARP-1, PARP-2, PARP-3

[EEN

1 Denosumab Amgen Europe EU 2010/5/26 Tumor RANKL

EPH receptor, FGFR, Src,
VEGFR, Kit, FLT-3,

4 Ponatinib Ariad Pharma us 2012/12/14 Tumor
PDGFR, VEGFR, TIE2,
RET
18 Palbociclib Pfizerinc usS 2015/2/3 Tumor CDK4; CDK6
/Ml Enasidenib mesylate Celgene us 2017/8/1 Tumor IDH2
23 Vismodegib Genentech U 2012/1/30 Tumor SMO
33 Dinutuximab United Therapeutics us 2015/3/10 Tumor GD2
34 Sonidegib Novartis uUsS 2015/7/24 Tumor SMO
35 Olaratumab Lilly us 2016/10/19 Tumor -
38 Dinutuximab Beta EUSA Pharma (UK) EU 2017/5/8 Tumor GD2
CDE website: http://www.cde.org.cn/news.do?method=viewInfoCommon&id=314651 c 0 v m E N

26 FEQEAMAFHE SR L | 50ct2018
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http://www.cde.org.cn/news.do?method=viewInfoCommon&id=314651

FHHEBMHETES)

H

2B ITHMDAFIFRAEIREDEE

-2003 SDAZ%3I(1998); & AZEDP3 MRCTHEZEE(2002/12/1); X E#A#ERZSDA->SFDA(2003/4); HEIZTICH-
GCPHE1T(2003/9/1)

2006 Icotinib P1 INDZKER

2007 BRITEEREBHZREIEFEASFDARTE285)iETT(10/1)

2011 FDRRSHEFHE(BFEEDN\AFERESEFEBHXIE 2011-2015); IcotinibZKFR(11M)

2012  Pre-INDXSPre-NDA% & 4 CDE communication meetingZE A (7/16)

2013 HSHEMRZESFDA>CFDA(3/22); BN FHIAZETP(1-)2 MRCTEE(SHLE); WMAED=RF=AZH
FE 8 A B gR(12/23)

2015  CFDA MRCT Guidelinei1T: ElEZEDMRCTEEZ N\ (3/1); EE[TFE4455(8/18): M EZESERH| £ R 1A

2016 FI3RSHEHE(BFAEED/N\AFEEMREEXEBMZIE2016-2020); MM AFIEFZDELEEET
EBRIR(2/26); #HMEDMBEEZE - LFEEMFHDLEMEIT(3/4); MAH Pilot ProgramBa1&(6/6)

2017  OsimertinibZ&FR(3H, 7M); FEICHAY(6/1); THOFLHEHNEBREZEHAZEZODMRCTZPINLAREE BAZ
D == RKZHIEEE1E(10/10)

2018 HEHEMNZECFDA>CNDA(3/17); ETHEAIMMDAFIDEIFRERRG/1);, FTEICHEEEZEESAY
(6/7); NivolumabZ&i2(6H,7M); PembrolizumabZ&:2(7H, 5M); E5EREREER T —2 52 T AL D i
HARSA%EHIE(7/10); INDBEERIELFRBREFRIEIZEE(7/27); BN LEHENOFETHRLER
Z—XDHIHFE) A48T E)D /T OA(8/8-18); URDEFZBLZAFANMPAIZZEE(9/1); FEIZT
ICH-E171&4TF E(128)
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FEICEITHAMNAFTIFRREOS (F&£H)

FEDONDTHOERD IR VI REIE, BRFLEITTLEANSAFEZERIFIITS
HBEA—HD—IZEBL TS, BELGEENEZERICAMORDBARINAS TS(4 0%
TEIHETLS,

FEIZIE, AM. \mHBAFINAL TS5 4 (IS F+Immuno-oncology+a) 2 E (25,
FNOEHBEREDSER. ZLOAVDPLI~PIRERZTE - KE - Y O—/\LT—
FIZI—RICHLEDDLICLEDTELEENERI DNAATRFY—DNELHFET D,

PEBFIE, FEZ/ M FEEEE, HAOHREEADPIDICT EHEIRL, WM FEE
MEXNDERXEZTO TS,

hEHBAIE. BEROEEREXEFREMNY TH . HRRFHAEOELEmD#MAIN
ABIDHETORBRERELZSVICHE~AD LT EZEEL TS,
PEIFKEICRCHAF2MDODEERTZZE TS, DRV YV DORERKALELT
EWEON., SERNAFIOZILWEEAELRAEFNATINS,
CMOZRAWEMAHHIEEA, FEEERICX I HSMRCTHE., BMIAZREIIXI SHP1
stageh > DMRCTEZ, RERBEFIEEAICKL AINDEEHROBIMNER. BAEEH
EEAZIZLOINDAZEHIRIDBEIMERLE EELADORFEMICKLY . dERNSORE
TF - NAARVFv—I2E>T, PETORMNARIEFE - EhOEERITAER L
HFLTWLWS,
FETEREKEKRT D& 5 %HKOLs, key investigators(Z (X, ERNH SiInA AFLEERA
BHLEE., DOTHEWVEEDARBRHRERRELGL > TLVS,
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THANK YOU

Covance Inc., headquartered in Princeton, NJ, USA, is
the drug development business of Laboratory
Corporation of America Holdings (LabCorp). COVANCE
Is a registered trademark and the marketing name for
Covance Inc. and its subsidiaries around the world.
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