Quality Control about APIs
(Japan)

Kenichi Mikami
Director, Office of Manufacturing Quality for Drugs, PMDA

July 10th 2024

H I 7th India-Japan Medical Products Regulatory Symposium




Recent Topics about Japanese Pharmaceutical Quality Control System

® Stats of PMDA On-site Inspections in FY2023.

® All generic drug manufacturers inspect their factories from this April to
October and submit reports of such inspections to the MHLW and
Prefectural governments, as well as make them publicly accessible.

® Product Category-based Inspection System, including that the certificate
will be issued to the manufacturer that meets the inspection, which
started on 2021 based on the partial amendment of the act*.

*The Act on Securing Quality, Efficacy and Safete of Pharmaceuticals, Medical Devices, Regenerative
and Cellular Therapy Products, Gene Therapy Products, and Cosmetics (Law No. 145, 1960)

£inda 1




Recent Topics about Japanese Pharmaceutical Quality Control System

® Stats of PMDA On-site Inspections in FY2023.
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Regulatory System Related to GMP in Japan

Law Pharmaceutical and Medical Device Act

: Order for Enforcement of the Act on Securing Quality, Efficacy and Safety of Products Including
Cabinet Order . . .
Pharmaceuticals and Medical Devices

Regulation for Enforcement of the Act on Securing Quality, Efficacy and Safety of Products Including
Pharmaceuticals and Medical Devices

o Regulation for the Structure and Equipment ot f R
'Zj/'.'”'Ste”aL Pharmacies and Others * Japanese Pharmacopoeia
ordinance etc. «  Minimum Requirements for Biological Products
* Standards for Radiopharmaceutical Products
= . : . «  Standards for Biological Ingredient
GMP Ministerial Ordinance ancares for Sloloplcal precients etc.
Notification NOt'f'cat.lo.n of .pUbhc?t'on of GMP ICH Guidelines
Ministerial Ordinance
] |[  Examplesof GMP | Guidance on the Manufacture of
Adm'\'lfgtsitcr:t"’e PIC/S Ministerial Ordinance Sterile Pharmaceutical Products by
GMP guidelines Implementation Aseptic Processing
l (Version 2022) Il etc. |
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Types of GMP Inspections

Purpose of inspection: Inspect the status of compliance with GMP Ministerial Ordinance.

* Inspection by new application

Pre-approval inspections

* Inspection by partial change approval application

* Periodic inspection
: : : : Started in
Post-approval inspections Product Category-based inspection August 2021

 PACMP* GMP inspection

* For-cause inspection
Unannounced inspections
* Surveillance inspection

 GMP Inspection of Pharmaceuticals for Export
Others

* GMP Inspection of Investigational Products

* PACMP = Post-Approval Change Management Protocol
M 4
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Scope of GMP Compliance Inspection by PMDA

» Overseas manufacturing site : PMDA
« Japanese manufacturing site : PMDA (limiting to the following) and prefectural government

Scope for GMP inspections

Japanese

Overseas

manufacturing site | manufacturing site

based products

Mainly new drugs PMDA PMDA
Drugs
Mainly generic Prefectural PMDA
drugs governments
gene, cellular and tissue- PMDA PMDA

A) GMP inspection of manufacturing site where a new
drug is manufactured pre-approval
B ) GMP inspection of manufacturing sites where the
following drugs are manufactured pre-approval
/ Drugs using genetical recombination technology
including antibody products
/ Drugs designed by MHLW as requiring special
attention among drugs manufactured using human
or other living organism as raw materials such as a
blood transfusion preparations
/ Radiopharmaceuticals including contrast media

C ) Periodic GMP inspection performed every time of period (5 years) specified by a cabinet order, which is not than 3 years after approval

of a drug, have elapsed (hereinafter referred to as “periodic inspection”)
/ The periodic inspection of drugs shown in B) is performed by the PMDA

/ For periodic inspection of drugs other than those shown in B), the first inspection is conducted by the PMDA, and the second and
subsequent inspections are conducted by the prefectural government (the prefecture where the manufacturing site is located)
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Current GMP/GCTP Inspection method

On-site inspection: Takes place in manufacturing sites

Desktop inspection: Takes place in PMDA using pre-submitted documents

Type of
Inspection

Advantages Challenges

« Able to check the state of the
manufacturing site on site,

On-site * Able to have immediate access to
necessary facilities and materials,

« Able to discuss directly with the
personnel at the manufacturing site, etc.

» Inspectors and the personnel at the
manufacturing site need to spend longer
hours for the inspection, etc.

 Itis difficult for the inspectors to understand
the actual status of the manufacturing site,
etc.
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DeSktOp » Able to spend as many hours as
necessary for reviewing documents, etc.




Risk-based Decision-making Cycle

Risk assessment:

* Product characteristics
* Process characteristics

* Dosage form
* Inspection history by PMDA/other authorities
* Inspection report from PIC/S members

Update:

Internal database

* Recall history
= Rating of manufacturing site: S, A, B, Cand D

etc.
Decision: Inspection:
On-site inspection Rating based on assessment of 6 sub-systems:RankS, A, B, Cand D
or Desktop inspection 1) Quality systems

2) Facilities & equipment
3) Materials control

4) Production control

5) Packaging & labelling
6) Quality control
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Types of GMP Compliance Inspections - Timing of Implementation

Development

ohase Clinical study

Marketing Marketing Product
approval review approval distribution

Manufacturing of investigational product

Manufacturing of pharmaceutical product

GMP Inspection of Pre-approval inspections
Investigational Products (new / partial change)

£inda

* Periodic inspection

* Product Category-based inspection

* PACMP GMP inspection

* GMP Inspection of Pharmaceuticals for Export
* For-cause inspection

e Surveillance inspection
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GMP/GCTP on-site inspections by PMDA (ry2023)

Overseas

Taiwan

23 13
Vietnam Macao
2 1
Thailand || Singapore
1 5

South Africa

%
1 e l

- FY2023: from April 2023 to March 2024 - Including facility investigations and investigational new drug
. . . : GMP inspections

Inspections of India resumed in May 2022. - GCTP : Good Gene, Cellular, and Tissue-based Products
- Desktop inspections ca. 2,000 in FY2023 Manufacturing Practice
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GMP Compliance on-site inspections by PMDA

China . India|: other Asia | |Africa | |North America . Mid&South America | |Europe . Japan

% - Rati
No. of inspection % : Ration of Asea Area

200
150
25
1
100 42
35
0
61% o1
50
27%
0 0% 0%
2018 2019 2020 2021 2022 2023 FY
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GMP/GCTP Annual Report

PMDA summarizes the Business accomplishment related to GMP inspection, regulatory system, international activities,
current issues, future vision, etc., to issue a GMP/GCTP Annual Report.

Topics

» PMDA's philosophy and Overviews of the organization and operations

» Achievements (No. of Applications, Inspection results)

» Analysis of Deficiencies (Ranking, Trends, Case Studies)

» QOutline of new projects (GMP roundtable meeting, ORANGE Letter,
GMP education support)

» Other activities (Consultation services, International activities)

» English version
Website - https://www.pmda.go.jp/english/review-services/gmp-gms-gctp/0007.html

> Japanese version
Website - https://www.pmda.go.jp/review-services/gmp-gms-gctp/gmp/0011.html
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https://www.pmda.go.jp/english/review-services/gmp-qms-gctp/0007.html
https://www.pmda.go.jp/review-services/gmp-qms-gctp/gmp/0011.html

O RAN G E Lette I (Observed Regulatory Attention/Notification of GMP Elements)

As of June 2024 Rapid announcement of
| Observed Regulatory Attention / Notification of GMP Flements (Orange Letters) Inspectional observations

Rapid announcement o; nspectional observations

 No.2 Risks associated with handling substances with unknown pharmacological activities and toxicities[185.26KB] @ < ORANGE” Lefler > @s

e No.1 Failure to confirm adequacy of raw materials[118.71KB] (April, 2022)

Pharmaceuticals and Medical Devices Agency

(May7 2022) * Obsarved Regulatory ttention/ Noriication of GMP Elemants B
[ Handling of stability monitoring results ]
e No0.3 Overlooked risks to the qualitv OTr Df'OdUC[S due to insufficient C’-\P/-\lll[-76KB} (JU'y, 2022) << Related GMP Ministerial Ordinance" Clause: Article 11, Paragraph (2) and Aticle 21, Paragraph (2) >>
P— ‘ Observati i o . ;
» No.4 Importance of thorough management of outsourced activities[170.49KB] (September, 2022) r[ servaton | Advrs endsof by monfoing vere veookod,and 10 acon was aken |

< Background >
4 The GMP Ministerial Ordinance stipulates the following requirements regarding stability monitoring

{- (1) Select the lot and th_e package form of the drug tq be placed in the stability monitoring, based on the results of the
e No.5 Improper recording[230.78KB], (December, 2022) assessment ofdentfed risks o the product aualty.

(2) Select stability test items among the product specifications related to the characteristics of the product vulnerability
during storage, or characteristics considered to have an impact on efficacy or safety of the product in the event of

out of specification tes} results . . i
e No.6 Improper modification of records to align with instructions[262.68KB] (December, 2022) ke incluing ncifcation and supplying mformation neceasan for product recall 1 e marketng suthorzation

holder of the product.

4 The manufacturer placed the "reprocessed" lot of the drug substance with a retest period of 5 years into the stability

. . . . =3 m_onilonng, . o o
e No.7 Mislabeling of the products caused by the violation of procedures[159.01KB] (March, 2023) #,lroun e vl subsiance ) ofmpurynds ez it fom e besoig
4+  The test result of related substance A reached near the upper limit of upper |

the specification at 48 months. Unlike the usual trend, there was a speenesen

 No.8 Environmental monitoring in aseptic processing areas[127.64KB] (June, 2023) @ The manufacurer neiher condutied cause mvesigahon. 1k

i,
communication with the marketing authorization holder, nor other actions, changss (s
Telatod sunanca A

because the test results were within the specification e REpTOGESSED IOt

Nomal ot

§ [ T 1 2 s r o DM 3M - 12N 24M 38M 48M 60N
° 1 t lity nitor S ( ) < Possible problem and risk >
N09 Ha nd ll r 'E OT S"aoi‘lt - MOonitor ”-]g resu [tS llz?gKBJ )‘Q JU ly’ 2023 + There is a potential risk that the drug substance does not conform to the specification throughout the assigned re-test
period because deterioration of the quality due to the factors besides the temporal change could not be denied.
4 There is a risk that the drug products containing out of specification drug substance might be distributed and used by the

. . . . patients if no actions are taken until 0OS events occur.
e N0.10 English version is under preparation. (October, 2023) \ {observa a freign crug substance matacuringse) )
A

i Ir \ i i rey i O Does the procedure specify not only confirming test results but also evaluating and examining any adverse trends?

® NOll Engllsn VErsion Is UI’]der prepa““tlon (OCtOber’ 2023) O Is cause investigation conducted when a potential future OOS result is obtained?
O When adverse trend is detected, is there a system in place to manage it and to promptly notify it to the marketing
authorization holder?

ich i i - 1] R izing signs of I ch will help protect patients!!

® NOlz Emglls‘w verS|On |S u nde[ p repa r(-‘tl On (Ja n Ua ry’ 2024) ¥ Recently, there have been several product recalls due to the deviation of the test results from specifications

before the expiration date or retest period.
v Ifan adverse trend is observed in a stability monitoring lot, it is necessary to evaluate it's impact on the

A i 5 N ~ N : quality not only of the lot but also of other relevant lots, such as those manufactured at the same time
L N O _].3 E n gl | S h Ve rS | O n | S U n d e l p ! e pa f atl O n . ( M a rC h s 2024) period and those manufactured by the same process. Additionally, it is important ta address such situations

proactively, that may include checking trends ahead of the planned time schedule of the next test, before an

‘00S occurs!
¥ Such activities contribute to a stable supply of the product to the market by identifying the products which
may be affected by the above situation

https://www.pmda.go.jp/review—services/gmp—gms—gctp/gmp/0011.html
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Recent Topics about Japanese Pharmaceutical Quality Control System

® All generic drug manufacturers inspect their factories from this April to
October and submit reports of such inspections to the MHLW and
Prefectural governments, as well as make them publicly accessible.
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The MHLW Panel’s final report

The MHLW Panel on Industrial Structure for Realization of Stable Supply of Generic Drugs

May 22 2024

@® What the Generic Drug Industry Should be

To ensure a stable supply of quality-assured pharmaceutical products, we aim to (1) secure manufacturing
and quality control systems, (2) ensure stable supply capacity, and (3) achieve a sustainable industrial
structure.
Establish an intensive reform period of about five years, starting promptly with those items that can be
realized, while steadily implementing measures to quickly eliminate supply instability and prevent its
recurrence.

@ Direction of measures

(1) secure manufacturing and quality control systems
O Conducting thorough self-inspections

Simultaneous self-inspection of all companies, including non-JGA members(April to October 2024)
Recommend the use of outside agencies. Conduct written inspections and hearings with employees,
publish inspection results, and report to the government.

O Strengthening Governance

Foster a quality culture in each company and develop human resources based on this culture.
Provide external training and sharing of best practices, particularly with industry associations.

Promote the transfer of knowledge and skills during business-to-business collaboration.
O Improved pharmaceutical inspection

Finda X




Recent Topics about Japanese Pharmaceutical Quality Control System

® Product Category-based Inspection System, including that the certificate
will be issued to the manufacturer that meets the inspection, which
started on 2021 based on the partial amendment of the act*.

*The Act on Securing Quality, Efficacy and Safete of Pharmaceuticals, Medical Devices, Regenerative
and Cellular Therapy Products, Gene Therapy Products, and Cosmetics (Law No. 145, 1960)
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Product Category-based Inspection System

Past system

O Based on applications from marketing authorization holders, GMP/GCTP inspections were to be conducted for the manufacturing sites at the time
of new approval of products, at the time of partial changes, and every 5 years after approval of the products.

O In many manufacturing sites, products of multiple marketing authorization holders have been manufactured, and the date of approval differs for
each product. Thus, during 5 years, frequent inspections were required for one manufacturing site.

Current system (enforced in August 2021)
~

O While maintaining the inspections at the time of new approval of products and at the time of partial changes based on applications from
marketing authorization holders, a system has been introduced from the viewpoint of international consistency, which enables selection of
GMP/GCTP inspections (Product Category-based Inspection) for each manufacturing site based on applications from manufacturers, instead of
the periodic inspections at every 5 years after approval of products by marketing authorization holders [Article 14-2, Paragraph 1 of the

Act/Article 23-25, Paragraph 2 of the Act]

O Specifically, based on optional applications from manufacturers, GMP inspections are conducted for each category of the manufacturing process
classified taking into account the technical characteristics, etc. of the process, and a “Certificate 1" effective for 3 years for each category of
manufacturing process is issued to the manufacturer [Article 14-2, Paragraph 3 of the Act/Article 23-25, Paragraph 2 of the Act]

O During the effective period of the “Certificate,” for the manufacturing sites which manufacture the products belonging to such a category, the
periodic inspection for each product based on the application from the marketing authorization holders may be omitted [Article 14, Paragraph 8

of the Act/Article 23-25, Paragraph 7 of the Act]. D

\_

*1 Certificate: GMP certificate for product category-based inspection

©2024 PMDA All rights reserved 7th India-Japan Medical Products Regulatory Symposium
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Comparison between a Basic approach and the Optional approach

Basic approach Optional approach (Product category-based Inspection)
Applicant
Marketing authorization holder Manufacturer*®

*Manufacturing sites licensed/certified/registered under the provisions of Article 13, etc. of the Act
Manufacturing sites of drug substance intermediates without license, etc., external testing
institutions, etc. are excluded.

[ Application unit }

For each product (Applications may be made collectively for each For each pruduct category
marketing authorization holder/manufacturing site.)

[ Timing of application }
Every 5 years after obtaining approval (Applications may be moved Optionally, (applications should be made in a planned manner so that the Certificate,
forward according to the timing of renewal of manufacturing which is effective at the time of every 5 years after approval of the product for which
license, etc.) the periodic inspection is intended to be omitted, is issued).

{ Action due to failure of application J

A legal obligation is imposed, and the failure falls under a violation  This is an optional system and excluded from a violation of laws and regulations.
of Article 14, Paragraph 7 of the Act (cancellation of approval, (However, the periodic inspection may not be omitted, and accordingly, the failure
order for improvement, etc.) may fall under a violation described in the left column.)

{ Notification of inspection results J

Issuance of compliance inspection result notification (no concept Issuance of the Certificate (expiry date: 3 years)
of expiry date)

17
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Comparison between a Basic approach and the Optional approach

€ Basic approach @ Optional approach (Product category-based Inspection)

% Selection of Foreign i i
representative i '
manufacturer
duct :
rrmreef i —— Delegation
Application for inspection In- country
representative

Application for inspection

Implementation
notice Provision of confirmation
W Submission = certificate (copy), etc.
Loata PIUCCEEN o - PMDA Implementation
— . g o Accepted | notice
On-site inspection T @ Rk Submission g
Inspection o QQ Selection of
Additional Findings — g = reper::ell:’tgt‘i)ve S : g EI)-I
collection of Improvement @ products On-site inspection > D
on-site cost report Inspection o Q Q
Proposal | Additional Findings S
" collection of Representa- g ®
g . . . -Qj . -
Notification of GMP inspection result Inspection report (copy °;rj;i§:ft - report
4

Result notification, inspection report (copy)

Notification of GMP || Certificate

: Inspection result
MHLW ™2 P Inspection report (copy)
Prefectural governments
M *2 MHLW: Ministry of Health, Labour and Welfare S ctugll-”_z)/:// ernment
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Example of omission of periodic Inspection based on the Certificate

5 years 5 years

MAH A

Initial

MAH B

MAH C

Same category
(solid preparations

1

1 | 1

1 | 1

1 1 1 1 1

1 1 : 1 1

1 | 1 |
! I I | 1 I
: I I : i I
I Certificate : | | Certificate : |
! 1
1 | 1 1 |
I Category: | | : Category: : |
| Solid . . ! Solid [ .
: preparations : 3 ',yea rs | preparations : 3 yeass :
| | I : 1 I |
! | | I : Ll :
v v v v ¥ v v v |

\ \ \ \ ’ }

Iy I\ I\\ I\\
ol i -\-' e Sl e St
o ar"-o; gme, G
’\ I/~\\ ,/\\\
’ < 7

Applicant: MAH EOTaF')cI(Ieag(;e gomgcllance
Manufacturing site y catesory y category
Applicant: Manufacturer Applicant: Manufacturer
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ategories to

Prod uct Catego ries Domestic Inspection: Prefectural governments are in charge be described in

Overseas Inspection: PMDA is in charge the Certificate
Manufacturing process Manufacturing process categorized as the non-sterile category of :
categorized as the sterile manufacturing license n =
category of manufacturing license :9 Crude drugs : gh ’%‘
n - P s
'—f N
(" nseptic Y[ Terminal ) | Solid R (Semi-solid e - . (" preparations ) |= o S >
processing sterilization preparations preparations Liquids m| related to crude : % @ >
Injections Injections - drugs | qu -91 o
g - | [ = g =
— Tablets ] [ Ointments ] Oral solutions ] [ ] hol ded - '; 0] é =
Eye drops Eye drops \ \ ] [ Whole crude drugs ] - =& g 5
P — ( Inhalations | ([ Inhalations m 3 5 S
Ear drops Ear drops L (solid) ) [ Creams J L (liquid) ] m [ Cut crude drugs ] : g 5_,. 8'. 'g
(sterile) (sterile) - N C
R = Capsules [ Gels ] : [ Powdered crude drugs ] u e g D
Ophthalmlc L (hard) J Capsules (soft) - . u o g 0% a
omtments ointments Vs N *Depending on the [ Pills ] u E ~ nw o
Ear drops Ear drops content, it may be | - = (?6) = (0}
Dialysis agents Dialysis agents (non-sterile; (non-sterile; solid or semi-solid. m : ol @ = @ Q
(peritoneal dialysis agents) (peritoneal dialysis agents) L solid) ) semi-solid) - [ xtracts ] . g 0{ g
| D o —+
\ etc. ) k etc...) \_ etc.. JN\_ etc.. \ . k ) : > % 2
o 2
- o @
. n @ 7.
=l Crudedrugs |l= a ®
Drug substances 0 - 5] o
Sterile Drug substances : - as Drug 3 o
(so-called chemical products) a| <ubstances - 0g
. n
|

= > Packaging, etc.
= 20
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ategories to

be described in
the Certificate

Product Categories

PMDA is in charge

Drugs < 3 - Cellular and tissue-based products
e i N\ B ] ™
/Manufacturing process categorized as the biological\ I\/Ianufactprmg process | = Manufacturing process
product category of manufacturing license ca'Fegorlzed as the s | of cellular and tissue-
r N\ 7 N N radiopharmaceutical | = based products
~ — — — -
T = S = O categqry of -
o - X = — x manufacturing license | = 4 N\
o Wn O o o 2 m
c O c =h 3 c 0 ( \ |« S 9
o O = S u 22 S O
— O — QO q p— * | —_—
v = S5 &+ »n S o - O
— (D — Q_ —
® m™® g og o m Q
o = = = © i 22
D— d =5 e > [ ] o Q
o = Q S - Q 3
9 8 35 3 ] -
O o O
0 =, Q u & o
—_— — ]
3 S N o 5 =
= s | = S : 3
— .
(@)
\. J \\ J \\ J Q .
e o) — 2 s \\ J
IIIIIIIIIIIIIlIIIIIIIIIIIIIIIIIIIIIIIIIIIIlllli-lllllllllllll
. . -
Packagmg/ - Packaging/
Packaging/labeling/storage labeling/ - labeling/
storage U storage
L J : . J
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Standard paperwork period, etc. for Product Category-based Inspection

® The period (standard paperwork period) required for PMDA’s inspection related to Product Category-based Inspeciton
is 1 year (6 months for new, periodic, and partial changes).

® The applicant needs to apply for the inspection to the PMDA by the day 1 year before the expiry date of the Certificate
or the desired date of its acquisition.

Apply at least 1 year before the expiry date of the Certificate
or the desired date of its acquisition

Date of
application for
inspection Expiry date
ProductY Product Z v Product X Product Y Product Z v
Product X - Renewal Renewal Renewal Renewal Renewal
Renewal deadline deadline deadline deadline deadline deadline

I S I, N NN W B

' Aug.2,2020

r
' Aug.2,2022 ;' Sept.2,2022 ! ' Aug. 2, 2025 ! Aug.2,2027 ! Sept.2,2027 !

Aug.1,2022

periodic
inspection

® The application for periodic inspection may be omitted only if the Certificate effective at the renewal deadline for each product has been issued.

® |f the Certificate is not issued by the renewal deadline for the product, the periodic inspection may not be omitted, and it is necessary to undergo the
periodic inspection. Thus, if the periodic inspection is omitted based on the Certificate, an application at an appropriate timing will be appreciated so
that the Certificate can be acquired in a planned manner.

22
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Japanese GMP Regulations (English translation)

As soon as English translations of the guidelines and notices

become available, we will publish them on PMDA website.
On PMDA website

https://www.pmda.go.jp/english/review-services/gmp-gms-gctp/0001.html

Tentative Translation (Not Literal Rendering)

GMP Corﬂp“amce IﬂSp@CUOﬂ Ministerial Qrder on thej Standard ‘of Manufacturing Control and Quality Control for
Pharmaceuticals and Quasi-Pharmaceuticals

(Order of the Ministry of Health, Labour and Welfare No. 179 of December 24, 2004)
[Latest amendment: Order of the Ministry of Health, Labour and Welfare No. 90 of April 28, 2021]

Pursuant to the provisions of Article 14, paragraph (2), item (iv) as well as such provisions
applied mutatis mutandis as provided in Article 19-2, paragraph (5) of the Pharmaceutical
Affairs Act” (Law No. 145 of 1960), the Ministerial Order revising entire of the Regulation on
Manufacturing Control and Quality Control for Pharmaceuticals and Quasi-Pharmaceuticals
: . : (Order of the Ministry of Health and Welfare No. 16 of 1999) is provided as follows.

1. Regulations and Guidelines
Contents

Chapter 1 General Provisions (Articles 1 to 3-2)

Chapter 2 Manufacturing Control and Quality Control at Manufacturing Sites of

RegU lations Pharmaceutical Manufacturers, etc.
Section 1 General Rules (Articles 3-3 to 20)
o ; : - Section 2 Manufacturing Control and Quality Control for Active Ingredients treated as
T — - Pharmaceuticals (Articles 21 to 22)
BaL = 1 | Section 3 Manufacturing Control and Quality Control for Sterile Pharmaceuticals (Articles

o GOP Ministerial Ordinance (Ministerial Ordinance on Standards for O tv Assurance tor Drugs, Quasi-drugs, Cosmetics 23 to 25)

= e o - Section 4 Manufacturing Control and Quality Control for Biological Pharmaceuticals

= (Articles 25-2 to 30)

e Regulations of Buildings and Facilities of Pharmacies, etc. [1.02MB Section 5 Miscellaneous Provisions (Article 31)

Chapter 3 Manufacturing Control and Quality Control at Manufacturing Sites of
Quasi-Pharmaceutical Manufacturers, etc.

GMP Ministerial Order (English translation)
is now on PMDA website
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