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1. Introduction of JPMA @
JPMA

( Japan Pharmaceutical Manufacturers Association )

@® The JPMA was founded in 1968 with the motto of “realizing patient-
oriented medical care.” Since then, it has been contributing to global
medical care through the development of revolutionary new
pharmaceuticals intended for prescription drugs. Presently, the JPMA
has 67 members (as of Jan. 2011), and these pharmaceutical
companies focus on research and development.

@® JPMA is an official members for ICH cooperating with PhRMA and
EFPIA.

PhRMA: Pharmaceutical Research and Manufacturers of America

EFPIA : European Federation of Pharmaceutical Industries’ Association

ICH :International Conference on Harmonization of Technical
Requirements for Registration of Pharmaceuticals for Human Use

@ Also a member of IFPMA

IFPMA: International Federation of Pharmaceutical Manufacturers Associations




1. Introduction of JPMA )
- Relationship with Authorities -  jpua

MHLW

(Ministry of Health, Labor and Welfare)

PMDA - | IcH

(Pharmaceutical and Medical Devices
Agency)

I I

[ sPvA .. —
(Quality =za (GMP Sub-Committee)

Committee)

Focusing on international
Focusing on domestic issues
issues




1.Introduction of JPMA @

- Positioning of JPMA in J. Pharmaceutical Associations jpmA

The JPMA is a member of FPMAJ which consists of the above regional

and industrial bodies.
Quality Standing Committee in FPMAJ : JPMA: 5/ 23 members

*FPMAJ: The Federation of Pharmaceutical

*FPMAJ E3t Manufacturers’ Association
| of Japan
| |
< Industrial Bodies (14)> < Regional Bodies(19)>
1 3k ®PMAT ( Pharmaceutical
®JPMA i%ﬁ;’ Manufacturers’ Association of
®JGA (Japan Generic Medicines Tokyo)
Association) Pz x1)vH HEEED TEES
®JDSPA (Japan Direct-Selling ®OPMA (Osaka Pharmaceutical
Pharmaceutical Manufactures Manufacturers Association)
Association) ERRAMH—HES KREXE G
®JSMI (Japan Self- Medication
Industry) OTCEE&iRE etc.

etc.
6



1. Introduction of JPMA \)

- Organization of JPMA -

President

General Assembly

Board of Directors

BER

Committees(12)

EJES

--------------------------------------------------

-

MA

Promotion Code soz—sava—r
Marketing s#asEEi

Drug Evaluation =x&:=

Quality & Technology =% -
Biopharmaceutical /<r+zxs
Intellectual Property stz

R&D wmxms

International Trade =
International Affairs «~s—+carnr—r

Environment, Health & Safety ms%z2
Consumer Consultation Service Study

Public Affairs s CHyiask

Center for Pharm Publication s+ 45—

7



1. Introduction of JPMA \9’

- Organization of JPMA Quality & Technology

Committee (as of Jan. 2011) - FEHFEESME PMA
Chairperson GMP Sub- Committee (21)

‘ Astellas, Daiichi-Sankyo, Eisai,

Mitsubishi-Tanabe, Takeda, Chugai,
General Assembly Banyu, Dainippon-Sumitomo, GSK,

(67) Kaken, Kissei, Kowa, Meiji Seika,

Nippon Shinyaku, Mochida, Nippon Bl,
Novartis, Otsuka, Pfizer, Sanofi-Aventis,

Shionogi

Board Meeting (15)

Pharmaceutical Research
Sub-Committee (13) =xmmm

Quality Group: ICH-Q




2. Activities

- Active Projects by the JPMA GMP sub-committee J
(21 staff members) empEMEETrY =2

Q)

PMA

Current ongoing projects

GMP Case Study Workshop/ Seminars

GMP News /collecting overseas
information

GMP Informal Discussion Meetings
Mutual Recognition Agreement /PIC/S

International Guidance Watcher
(WHO/FDA Watcher)

Support for the ICH/EWG and other
working groups

Support for the Q11 working group

JICWELS GMP training programs =pgms: %M
Consideration of the introduction of CSV

GDP/Counterfeit

Relationship with Asian Countries

Comparison of EU/USA GMP requirements for
biologics

Collaboration with the FPMAJ

Gap analysis Working Group (with PMDA) ...
PIC/S GMP vs. Domestic GMP



2.

Activities @

- GMP History of Japan & - JPMA/JGMP Guideline - JPMA

YVVYVVVVVYYYY

Y

1962
1963
1964
1969
1970
1971
1972
1973
1974
1976
1980

1994

2005

FDA (Enforcement of GMP)

FDA (Enactment of c-GMP )

FDA (Enforcement of c-GMP)
WHO (Adoption)

EU EFTA (Enactment of c-GMP )
UK (GMP Guideline)

JPMA (Investigation of GMPs) -
JPMA (Enactment of JPMA-GMP ) R, GMP B &%
MHLW (Publication)

MHLW (Enforcement of J-GMP; Notification of Director)
MHLW (Legislation of J-GMP; Ministerial Ordinances

- Recommendation)

MHLW(Revision of J-GMP ; Ministerial Ordinances

- Requirement)

MHLW (Revision of J-PAL;GQP/GMP )

10




2. Activities @

JPMA
- Meetings & Publications -

< Regular Conference & Activities >
1. GMP News GMP==—x

2. GMP Informal Discussion Meetings GMP##%

3. GMP Case Study Workshop Seminars GMPE 5%
4. Drug Quality Forum 287 +—5 A

VOL.84 NO. 2camo1m)
| TARMTREAIRTAS

GMP News

The first edition July.1,197
The 95th edition Oct.31,2010

< Publications >

®EE . FEnEE
GMPRMEAERARES

Comparison Record of Study of MRA GMP Gl Guidelines

with US-GMP, GMP Case ossary  (Proposal)

EU-GMP and Study forDGMP of
J-GMP Workshop PrO(l;Tl%tS

Seminars



2. Activities 9)

- Meetings & Publications - JPMA

< GMP Meetings>
< GMP Case Study Workshop Seminars >

<GMP Informal Discussion Meetings >

Theme (host cities: Tokyo/Osaka)

GMP
Ordinance 1. Methods of testing 1 . Year i
1980 (Software 2. Usage of protocols -
and 3. Efficient use of test:
hardware) | 1999 - Improvement in reliability of the quality of
1974 GMP (notification) (26th) pharmaceutical products
1981 Sal? Outline of the “GMP ex| '
explanations 2000 - Improvement in reliability of the quality of
.- . . th i
o “Compilation of GMP C: 1975 GMF_’ admln!stratlve (27th) pharmaceutical products
1982 (ionIVFI)I:’Ia(;Ion GMP seminars (FPMAJ) instructions 2001 Q7 Reliability assurance in the quality of pharmaceutical
o ase th - y A
Studies How the “Compilation ¢ (28t) products in relation to globalization
and the explanation of t 1976 GMP explanations 2002 - Latest news surrounding GMP
_ Injection drugs, solid ol (29th) (International mu!ual recognition of p.har.maceutical
products, electronic records and electronic signatures)
1983 GMP Matters relating to quali 1977 . | 5 5 .
explanations  detecting outliers ( 2003 - Quality systems in the 21st century - future perspective
(30th) of GMP in Japan - (ICH GMP special symposium)
1984 - Analysis and testing co
Compilation - 1978 GMP(;’;I?::::;'O"S : 20(:: PIS/S, CSV  Establishment of quality systems for pharmaceutical
1985 of GMP Case . p RIog g <. i (31th) prod_ucts toward the 21s_t century _ )
Studies product items (Revised Pharmaceutical Affairs Law, quality
| engineering, Part 11, PAT, etc.)
1986 - Abnormal processing (
. 2005 - Responses to new regulations and the establishment of
1987 PVF(I;)lee Understanding how quz Revised (32th) quality assurance systems
( ) Pharmaceutical .
1988 GMPfor g control (O A Law G ifacturers, ncluding  overseas  manufacturing
1990 active anu att:_urlng control ( (October) | e el d" t' 9:) . g
substances preparations) (Legislating GMP) | plants (including active substances)
i 2007 ICH Q10 “Collaboration” between marketing businesses and
(34th) (invite manufacturing businesses
opinions) - Each company’s actions for change control and

deviation processing, etc. - 12



2. Activities Q)

- ICH Activities - JPMA

@ Striving to understand GMP trends in various countries, especially
in the U.S. and Europe, as well as WHO GMP, and taking appropriate
actions and making suggestions for the international harmonization,
such as ICH, etc. 3# - WHO » #17 LGMP D #iit & ICHDHEHE Q

e Promoting implementation of ICH topics through Q-IWG activities,
and responding to the new topic, Q11
e Continuously participating in Q-IWG Considering additional Q&As
e Q-trio (Q8;Sep.2006, Q8(R2);Jun.2010, Q9;Sep.2006, Q10;Feb.2010)
Considering to have a training/workshop on the 3 main GMPs
(USA-GMP, J-GMP, EU-GMP) at Q-IWG
¢ Discussing with the MHLW to consider the training/ workshop as
part of the activities for Q-IWG

< Project >

13



2. Activities @

- PIC/S and MRA - JPMA

Discussing with related organizations about mutual recognition of international

GMPs (MRA, PIC/S) and contributing to their progress.
Providing cooperation with the MHLW regarding joining PIC/S.

(1) Having arranged an opportunity for the chairperson of PIC/S to explain the current
status of PIC/S to MHLW and PMDA (June 2006)

(2) Gave a lecture on the importance of MRA as well as joining PIC/S
(Pharmaceutical Affairs Experts Training Program in 2007)

(3) Held a joint study meeting about PIC/S (Oct.14, 2008&Nov.6.2009)
MHLW, PMDA, JPMA (International sub-committee, GMP sub-committee)

(4) Created a new reference, a comparison of the 3 major GMPs, “USA-GMP, J-GMP, and
EU-GMP” (December 2008)

(5) Formulated the Japanese version of the GDP Guidelines
(Reference: WHO and EU Recommendation/Guidelines)
(6) Gave a lecture on the importance of joining PIC/S
(Pharmaceutical Affairs Experts Training Program in 2009)
(7) Kick-off Meeting of Working Group of ‘GAP Analysis between PIC/S GMP/Annex’
(MHLW, PMDA, NIHS, FPMAJ; July 29, 2010)

14



OBSERVERS TO PIC/S

PIC/S (Jan.2011) @
39 AUTHORITIES __JPWA
A e,

'A N 1



2. Activities
= Recent Submission of PIC/S -

" Applicants being assessed for membership from:
Taiwan, Thailand, Indonesia, Slovenia ,Iran, United Kingdom / Vet,
New Zealand, Philippines
(9 countries)

- Authorities/Agencies showing interest in joining PIC/S. from:

China/ Hong Kong, Saudi Arabia, Japan, South Korea, Russia, Turkey
(6 countries)

« Adoption of PIC/S - Example: Taiwan -

Year 1976 2004 2009-

Adoption — CGMP PIC/S

Manufactures 825 161 150 (Prospect)




1.

3. Future Activities o)
- Major Tasks and Projects - TPMA

ICH Q Trio: atvroer LEwiy

Responding to and making suggestions about various issues in relation to
ICH international harmonization

(1) Dissemination of Q-trio
(2) Activities for Q-trio

What will happen to the approval application and reviewing systems if they
are to reflect ICH Q-trio?

MRA - PIC/S: mra:PiCIsoiEs

Discussing with related organizations about mutual recognition of

international GMPs (MRA - PIC/S) and contributing to their progress.

(1) Comparison of J-GMP, EU-GMP, and USA- GMP for
biopharmaceuticals 1&g oM@tk

(2) Providing cooperation to MHLW for Japan'’s joining PIC/S to
promoting Japan’s participation in PIC/S

(3) Expanding the application of MRA



3. Future Activities @

- Major Tasks and Projects - JPMA

3. Corporation with other Organizations:

Implementing international cooperation projects that relate to GMP and
responding to various related issues
(1) Providing cooperation to GMP training programs by JICWELS
(2) Providing support for the Asian sub-committee in the International
Committee, JPMA
(3) Communication between Japan and Indonesia, Japan and Korea,
Japan and Thailand, and Japan and Taiwan, and the introduction of
Taiwan PIC/S
(4) Corporation with EFPIA & PhRMA
- Accelerated Drug Approval Program
- Decrease of No. of Inspections
- Deregulations
Efficient use of limited resources for quality assurance of Pharm Industry.
Classification of GMP inspections by a risk-base approach.

( From the manufacturing facilities that produce drug products with lower risks to those with higher risks.) 18




3. Future Activities @

- Major Tasks and Projects - PMA

Global harmonization
stage

Development stage

Implementation

& establishment

stage
Introductory

stafe 4
L/

1972-1974  1975-1985 1986-2001 2002-




@
Thank you for your PvA
attention.
BHTEVRBI H 1k, BHEIRE !
CERAYHSISLVEL,







2. Activities (past to present) Q

- Introduction of Quality & Technology Committee J\FM A
- GMP Committee (sub-committee) cmp=rim4

@® In 1969, in response to the WHO recommendation to
member countries to adopt GMP, the special committee of
the JPMA has created “J-GMP.”

® I|n 1973, the GMP Committee (present
GMP sub-committee) began its
activities. The committee has

now been conducting various
activities for 38 years.

BB GMP B EE 7%

22



1. GMP News
(GMP study for only JPMA member)
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The first edition July.1,1976

The 95th edition Oct.31,2010




Published matter by Quality U
& Technology Committee "4

Text of GMP Informal
Discussion Meetings

GMP News B -
b
By, Vi,
| tonny
e “ﬁ:ﬁ'%
Mg, ‘%’*l.h.
U m;h\,?;“ﬁ;mp’ Record of GMP Case
Study Workshop

;,;.:'IT: ' Seminars



O)

Published matter PMA

GMP Glossary Study of MRA

Guideline (Proposal) for GMP
of Drug Products



2. Activities

- PIC/S and MRA -

1. Joint meeting EFPIA/PhRMA/ JPMA
(At JPMA Jun.2009)
Theme : The Global GMP Inspection Landscape

2. Joint meeting EFPIA/JPMA
(At JPMA July 1, 2010
& Nov. 12, 2010)




2. GMP (Regional) Informal Discussion )

Meetings

GMPJii LR — GMPHLH S JPMA

Before GMP regulations/ordinances were established

1974

1975

1976

1977

1978

1979

GMP (notification)

GMP administrative
instructions

GMP explanations

GMP explanations
(revision)

Revised Pharmaceutical
Affairs Law (October)
(Legislating GMP)

GMP Case Study Workshop Seminars
(JPMA)

Issues that relate to laws
(Tokyo, Nagoya, Osaka)

Manufacturing and quality control
(Tokyo, Nagoya, Osaka)

Manufacturing control
(Tokyo, Nagoya, Osaka)

1. Issues on the records of corrected

charge-in

2. Issues on guidance in prefectures

3. Various issues on subdivided packaging
processes 27



After GMP regulations/ordinances were established cmrii T#%-GMPFiBA

Theme (host cities: Tokyo/Osaka)

GMP Ordinance

1980

1981

1982

1983

1984

1985

1986
1987

1988-1990

(Software and
hardware)

GMP
explanations

Compilation of
GMP Case
Studies

GMP
explanations

Compilation of
GMP Case
Studies

PV Guide (FDA)

GMP for active
substances

1. Methods of testing foreign particulate matters
2. Usage of protocols
3. Efficient use of tests

Outline of the “GMP explanations”

“Compilation of GMP Case Studies” and future actions
GMP seminars (FPMAJ)

How the “Compilation of GMP Case Studies (Vol.2)” has been
received and the explanation of the contents

Injection drugs, solid oral preparations

Matters relating to quality tests and methods of retesting in cases of
detecting outliers

Analysis and testing control systems using computers

1. Reprocessing 2. Cleaning confirmation at the time of changing
product items

Abnormal processing

Understanding how quality control is conducted by material suppliers

Manufacturing control (focusing on process validation of solid oral
preparations)



Full revision of the Pharmaceutical @
Affairs Law (2005) sspurs nms JPMA

Year Revision of laws

2003
(31%)

2004
(32")

2005
(33")

2006
(34")

2007
(35")

2008
(36")

Theme (host cities: Tokyo/Osaka)

Compilation of GMP Commissioning manufacture in Japan and

Case Studies

GMP/GQP
ordinances

Enforcement of the
Revised
Pharmaceutical
Affairs Law

Compilation of
GMP/GQP Case
Studies

technology transfer

- Current situations and future actions -

Future actions for change control and quality
assurance

Quality assurance systems for pharmaceutical
products after the enforcement of the revised
Pharmaceutical Affairs Law

Management of overseas manufacturing
plants (including active substances)

Collaboration between marketing businesses and
manufacturing businesses
- Focusing on change control and deviation control-

Deviation control and preventive actions

29



Revised GMP/validations seovme v 57—+ 2o ama

Theme (host cities: Tokyo/Osaka) \9

1991-1992 Responses to the “Drug GMP Monitoring Guid JPMA

1993 Revised GMP Guidelines for adequate computer-operated
manufacturing plants of pharmaceutical products

1994 - Responses to the revised GMP

1995 o Responses to GMP/validations

1996 :fal Ind daat:,zrsl Manui_‘acturir_mg s_upport system (air/water)
Cleaning validation

1997 - Prevention of deficiencies and control systems

1998 - Self-inspections and internal audits

1999 GMPI Validation, education and training

2000 - Actual change control at manufacturing plants

2001 - Deviation control at manufacturing plants

2002 Revised Computerized operation control in GMP and future

Pharmaceutical actions
Affairs Law



Full revision of the Pharmaceutical @
Affairs Law (2005) ssuurs nms JPMA

Year Revision of laws

2009
(37")

2010
(38")

Theme (host cities: Tokyo/Osaka)

Activities pertaining to corrective actions and
preventive actions - the concept of CAPA and
issues on the use of CAPA-

Review, after 5 years from the enforcement of
the revised Pharmaceutical Affairs Law

GMP Informal Discussion Meeting (s) ; is not a meeting in order to make

conclusions, but is the one to help companies improve quality assurance through
candid gathering among members.

31



3. GMP Case Study Workshop Seminars \_)

GMPEHEHI#F3EE

JPMA

1999 -
(26)

2000 -
(27t)
2001 Q7
(28%)

2002 -
(29%)

2003 -
(30)

2004 PIS/S, CSV
(31%)

2005 -
(32)

2006 ICH @8, Q9
(33%)

2007 ICH Q10
(34th) (invite opinions)

Improvement in reliability of the quality of pharmaceutical products
Improvement in reliability of the quality of pharmaceutical products

Reliability assurance in the quality of pharmaceutical products in relation to
globalization

Latest news surrounding GMP
(International mutual recognition of pharmaceutical products, electronic records
and electronic signatures)

Quality systems in the 21st century - future perspective of GMP in Japan - (ICH
GMP special symposium)

Establishment of quality systems for pharmaceutical products toward the 21st
century
(Revised Pharmaceutical Affairs Law, quality engineering, Part 11, PAT, etc.)

Responses to new regulations and the establishment of quality assurance
systems

Establishment of the management systems for manufacturers, including
overseas manufacturing plants (including active substances)

“Collaboration” between marketing businesses and manufacturing businesses
- Each company’s actions for change control and deviation processing, etc. -

32



3. GMP Case Study Workshop Seminars \9)

GMPEHIMF 5T

JPMA

Year Trends in ICH,
etc.

2008 -
(35%)

2009 -
(36*)

2010 -
(37)

Conduct application case studies on ICH Q-trio and promote
studies for further implementation of GMP

Examples of activities by the companies pertaining to
corrective actions and preventive actions in GMP

Approaches to international GMP requirements

33



