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MHLW regulatory science study group
on inspection system

-Inspector Performance
-Quality System
-Gap analysis on GMP guideline

Yukio Hiyama, Visiting Scientist
National Institute of Health Sciences
MHLW, JAPAN

The study group’ s goal is improvement of quality
system(s) of Japanese GMP inspectorates

* Tasks in 2009;

Evaluation of WHO, PIC/S, EMA quality systems by
document survey and interviewing by visit

Industry Survey on differences in Inspection conducted by
various inspectorates (EU, FDA, Others Foreign, PMDA,
Pref.Gov.) in Japan

 Tasks in 2010;

*Survey on Japanese Inspectorate Quality Systems
(47prefectures and PMDA)

- Gap Analysis on GMP requirements (Japan vs PIC/S)
% Study group proposal

—Cooperation system among inspection authorities

1
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Industry Survey on Inspections Conducted in
Japan

Survey was performed under MHLW regulatory science study on
Inspectorate Quality System (Y.Kino, S.Sakurai, Y.Hiyama)

» Collaboration with JPMA and JBPMA(API)
e Japanese Sites inspected by EU or by US FDA after April 2006

» [tems surveyed : Resources, Coverage of [6 subsystems,
Validation, Water, HVAC, Pest Control, Sterile Assurance, Tech
Transfer, Development Report, Risk Assessment] during
inspection, Compliance with regulation for Biological Starting
Material, Consistency with MA, Follow up of inspection findings

e 39 Sterile Products, 13 non—Sterile DPs and 43 non—Sterile
APIs were included in the inspections by 5 groups (FDA, EU,
Others; Australia, Brazil, Taiwan, Korea, etc, PMDA and
Prefectural Governments)

Comparison of depth of inspection on various
element of GMP inspection for sterile
products, among the inspectorates

Depth of inspection for each site was scored as follows, and averaged for each
inspectorates.
Thoroughly checked: 2points, Checked: 1 point, Not checked: 0 point

Pharmaceutical

144

Application file — 77"
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Bioderived / : 0.4 Y
I .3 Pest control e EU
Material | | T
Vo L = Others
\ /X o PMDA
1 :,{ - S Y :, R " I e Prefecture
risk X \ / >/ Tec. Transfer
management \\ = /7~ (Manufacturing)
NN
Development/._._.__.______\Tec. Transfer

Report (Analysis)




A AR 1

Survey on Japanese Inspectorates Quality
Systems

 PMDA and 47 prefectural inspectorates
responded

* [tems surveyed : status of establishment of quality system
in each inspectorate, number of inspectors and their
experience, status of training, contents of inspection (items
inspected, spent time for each site) . number of sites to be
inspected, number of inspections done during the survey
period

Number of sites in each prefecture
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Gap analysis on GMP requirement

* Gap analysis has been carried out by PMDA in cooperation with
industries.(Japanese guidelines such as GMP Ordinance, GMP
notification, Japanese Pharmacopeia and MHLW Science Study
Report,etc.)

Findings,

(1) No major gap has been admitted, yet, there is a need to
systematize current guidelines for better understandings.

(2)Since medicinal gases and some of plant origin products are
not included in GMP by current regulations, necessary
measures need to be taken for this matter.

Cooperation system among inspection
authorities

Following proposals from MHLW Study Group are currently under consideration.

(1)combine 47 prefectural inspectorates into 7 blocks or so to
facilitate mutual cooperation

(2) Set up a “Trainer team ” in each block to share knowledge and
technical skills of experts

(3) Establish an “Coordination Party” with representatives from
PMDA and each block to makes proposals to MHLW




RATER 1
Roles of “the Coordination Party”(draft)

(1) Standardization of quality system of domestic inspection
authorities (Revision of SOP, implementation of internal
audit, etc. )

(2) Consistent update on GMP guidelines
(3) Draft of routine training, provision of training materials

(4) Collection of information on international harmonization
and provision of the information to each inspection authority

(5) Holding of general meetings, etc.

Immediate tasks :
(1) Follow up on findings from gap analysis of guidelines
(2) Preparation of application documents for PIC/s

Cooperation scheme of Japanese GMP
inspectorates (draft)

Coordination Party Proposal

{provisional name)
(Representatives
from each bloc)

Harmonization
Committee

Information provision
and support

Coordination should
Instruction be basically managed

within each bloc:

Role:
1 Prov

the technical as|
inspection

2Com

International Standard
3 Acquisition of
overseas information
4 Internal audit,
training support, etc

training, internal
audit, inspection
support, etc.

ide suppart for

pliance of

Experts,
external experts,
experienced inspectors
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Situation qf Japanese GMP
inspection

GMP/QMS Inspection Office
Pharmaceuticals and Medical Devices Agency.
April 14,2011

GMP Inspection Authorities in Japan

Ministry of Health Labour and Welfare (MHLW )

\d

| Prefectural Governments
( 47 Prefectures )

Pharmaceuticals and Medical Devices Agency (PMDA)
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Number of inspectors

PMDA 29 including Office Head and Director
Prefecture Total 532 in 47 prefectures
o 37 /532 are full time GMP inspector
others have concurrent responsibilities : .

with device inspection, etc.

Assignment of inspection
Ti'ébé'ruéé” ”fs”i'ié' :
; manufacturing :




