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Drugs, quasi drugs, medical devices etc.

> Regulated under the Pharmaceutical Affairs Law (Law No. 145, 1960)

: New drugs
Ethical drugs { OTC drugs Quasi drugs
Generic drugs

Medical devices

M Pharmaceuticals and Medical Devices Agency 2




Key points in the 2002 revision of the
Pharmaceutical Affairs Law etc.

July 31, 2002 Revised Pharmaceutical Affairs Law was proclaimed
(April 1, 2005 Took full effect)

o Improved post-marketing safety measures and changed approval and
license systems

(Shifted to marketing approval and license systems, introduced minor change
notification system etc.)

e Introduced Master File (MF) registration system etc.

April 1,2004 Law for the Pharmaceuticals and Medical Devices

Agency took effect

o PDMA was established; Changed the approval review system (entrusted |
with PMDA)




Approval & License System following
the 2002 Revision

Manufacturing approval system (old system)

Manufacturing
approval

Sellers and
wholesalers

(per drug)
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Manufacturers
(manufacturing facilities)

(License requirements) GMP

Marketing approval system

Marketing
approval

(per drug)

Contract manufacturim\
, is available

Sellers and
wholesalers

| -

arketing authorizatioh

holders

(License requirements




Regulations concerning the marketing of drugs

O“Marketing” refers to the marketing and/or
provision of manufactured (which includes contract
manufacturing) and/or imported pharmaceutical
products (which excludes APIs).

O Marketing authorization holders of pharmaceutical
products shall be responsible from their
manufacturing through to post-marketing, under
provisions of the Pharmaceutical Affairs Law.




General marketing manager |

Quality assurance Safety control manager
manager

- Agreement, manufacturing
monitoring

Determination
of release to the
market

Manufacturers [~

Note: Determination of
release to the market is a
task of marketing
authorization holders, but is

usually entrusted with .
manufacturers. i




For the marketing of pharmaceutical products

O License for marketing authorization holder is required

Obtain license by demonstrating that the business entity is capable of
responsible manufacturing, quality control and post-marketing safety
control of pharmaceutical products.

O Marketing approval is required

Collect data on the quality, efficacy and safety of pharmaceutical products,
receive review, and obtain approval as pharmaceutical products by the
Minister of Health, Labour and Welfare etc.

(O For in-house manufacturing of pharmaceutical products, license for
manufacturer is also required for each manufacturing site.)




Marketing approval requirements for
pharmaceutical products

(Section 2, Article 14 of the Law)

O Manufacturing sites satisfy the compliance with standards for
manufacturing control and quality control (GMP: Good
Manufacturing Practice)

O License for marketing authorization holder
O License (accreditation) for manufacturer at each manufacturing
site
O Quality, efficacy and safety of pharmaceutical products
5

In addition to the conventional emphasis on specifications, detailed description is als:_q
required on manufacturing methods under the Revised Pharmaceutical Affairs Law;"




Approval requirements
+ @ Review

License/accreditation requirements inspection
+ GMP inspection to factory

Shipment

Review &
inspection

Required
; ec ents compliance
‘Buildings and facilities & *GMP compliance

GOQP/GVP compliance



Snectfc deseription example tn the manufacturing method Colmn

Scope of minor
change notification

Stir 2=l - Tr1phenylmethyl = 1H tetras yl) - 4° - bromomethylbiphenyl [1] <(21.6 kg) >,
2 - formyl - 5 - [(1E, 3 = pentadlenyl] - 1H - imidazol [2] <(6.9'kg) >, potassium
carbonate <(11.8 kg) >, and dlmethylformaldehyde <(60 L) > for <24 hofirs at 25°C> Add sodium
borohydride <(3.2 kg) >, and stir for another <24 hours at 25°C >. Filtey'the reacted solution and
remove the insolubles. Apply vacuum concentration to the filtrate. Add to the residuals water <(50 L)
>, and extract with acetic ether<(50 L) >. Wash the organic layer with water <(50 L) > and “10%
saline” <(30 L) >. Apply vacuum concentration to the organic layer to approximately half the volume.
Stir residuals for <3 hours at 5°C >. Apply centrifugal separationfo precipitated crystals, and clean
them with acetic ether <(10 L.) >. Apply vacuum drying to the ¢fystals for eight to ten hours
<<40°C>>, and obtain 1 - [2 - (1 - trityl - 1H - tetrasol - ¥ - yl) - 4 f biphenylmethyl] - 5 -
[(1E, 3E) - 1, 3 - pentadienyl] - 2 - hydroxymethylimidazol [3].

Step2

Stir [3] obtained in Step1 <(approx. 22 kg) >, “10%”’hydrochloric atid <(200 L.) > and
tetrahydrofuran <(400 L) > for <24 hours at 25°C >. Add to the reacted solution “10%” sodium
hydroxide solution <(200 L) >. Apply vacuum concentration to the mjxture. Add to the residuals water
<(100 L) >. Filter it and remove the insolubles. Adjust the filtrate to pH +0.5 with “35%” hydrochloric
acid. Apply centrifugal separation to precipitated crystals, and clean them with water. Apply vacuum
drying to the crystals at <<40°C>>, and obtain rough crystals of 1 - /[2' - (1H - tetrasol - 5 - yl)

biphenyl - 4 - yl] methyl) - 1E, 3E) - 1, 3 - pentadienyl]
- 2 - hydroxymethyl - 1H - imidazot4].

Step1 (Critical process)

Scope of partial change
approval application




Master File (MF) System

MTF is used both in USA and EU — international harmonization

A system that admits separate submission of quality and manufacturing method
information, from a manufacturer other than the approval applicant for marketing
the pharmaceutical product etc. (optional submission)

n

Manufacturing method is reviewed in detail in the
approval review, which leads to the avoidance of
troubles between pharmaceutlcal manufacturer and

API manufacturer etc. concerning the disclosure of
API data _

Approval
application

J
Materials to be attached to
apphcatlon

Pharmaceutical manufacturer
(Applicant for marketing approval)

Efficacy, safety and
(part of) quality

Available to

other | |
egistration |pharmaceutical)
Register quality & manufacturers |
manufacturing
method data i
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Eligibility of MF registration

Manufacturers of drug substances(APIs) etc. in Japan and

overseas

Foreign businesses w.

ho apply for MF registration shall

assign an in-country caretaker for drug substances(APIs)

etc., who undertake cl

erical affairs for the relevant

reglstratlon etc. 1n Japan. Ensure to assign an in-country
caretaker for drug substances(APIs) etc. before applying

for MF registration.

REEEIVE

Section 2, Article 72, Enforcement Regulations for the
Pharmaceutical Affairs Law




Items targeted for Master File (MF) Registration

(Ethical) drug substances(APIs), intermediates and pharmaceutical
product materials (materials of pharmaceutical products with special
dosage form, etc.)

Excipients (new excipients, new pre-mix excipients)
Materials for medical devices - = Currently under consideration

Containers, packaging materials --- Currently under consideration for
medical devices

The use of MF shall be refrained for the time being for drug
substances(APIs), intermediates and pharmaceutical product materials for
OTC drugs (excluding those containing new active ingredients). (This
excludes TSE materials)




Details registered in Master Files (MF)

(1) Name of the drug substance(API) etc.
(2) Name of the manufacturing site etc.
(3) Information concerning the ingredients, contents and/or inherit properties

(4) Manufacturing method, manufacturing process control and quality
control test

(5) Specifications and test method

(6) Stability test, preservation method and shelf life

(7) Nonclinical test (mainly for new excipients)

(8) Information concerning safety

(9) Category of manufacturer license or foreign manufacturer accreditation

(10) Manufacturer license number or foreign manufacturer accreditation
number and date

(11) In-country caretaker for the drug substance(API) etc.
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Issuance and p_ﬁcation of Master File (MF)
registration certificate

Once MF is registered...
[To MF registrants]
Master File registration certificate and copy of registration application are issued

[To the public]

O Publication based on provisions under Section 3, Article 14-11 of the

Pharmaceutical Affairs Law

—> Published on the website of PMDA (http:/www.pmda.go.jp/)

O Published information:

MF registration number, date of registration (of change), name and address of

registrant, name of registered item, category of registration

(Reference notification)

* Notification of Evaluation & Licensing Division, Pharmaceutical and Food Safety Bureau, MH LW; yakushoku shinsa-hatsu
No0.0210004, February 10 2005




Information

pharmaceutléal prduct approval applicant etc.

Items Targeted for MF Registration, Description of Each Item and Disclosure Status Attachment
i % = : 5 stricted part | Disclosed part
Item [or registration Data items that can be registered as reference materials Boictal p PRIOEECR
(example) (example)
Items targeted for Master File (MF) registration, as
specified in Section 1, Article 14-11 of the Law, are (Note) shown in both parts are

as follows:

Name of the drug substance etc.

Name of the manufacturing site

Location of the manufacturing site

Category and number (as appropriate) of
manufacturing license / accreditation

~
.""-

Ingredients, contents or inherent propeﬁ? -
<

Manufacturing method <—\

Specifications and test methods

Stability information

Storage method and shelf li
Salety information

3.2.8.1
3:2.5.1:1

2.8:1:
/3 S.1.2
32813

3.2.82
3.2.8.21

M 3.2.8.22

32523
r 32824
3.2:8.25
3.2.5.2.6
3.2.8.3

i’

32831

3.2.5.32

3.2.84
3.2.8.4.1
N 3.2.5.4.2
3.2.8.4.3
3.2.8.4.4
3.2.84.5

3285

3.2.5.6

3.2.8.7
3.2.8.7.1
3.2.8.72
3.2.8.73

Statement that any change concerning manufacturing and control of the
drug substance etc. be reported
Data items based on the CTD

General information
Name (INN, chemical name, development code ctc.)

Structure (structural formula, molecular formula, molecular weight)
General characteristics (properties, physicochemical qualities such as
solubility)

Manufacturing

Manufacturer

Manufacturing method and process control

(Manufacturing flow and its description, process control ctc.)
Control of raw materials

Control of critical processes and intermediates

Process validation / process evaluation

Development history of the manufacturing process

Characteristics

OCO00 ©

basically disclosed. But
information related to
intellectual properties of MF
registrant may not be disclosed

O
O

Clarification of structure and other characteristics
(elemental analysis concerning structural determination, NMR etc.)

Impurities (analogs, decomposition channels, residual solvents etc.)

“Data related to the

safety and efficacy of

analogs ete. should be

indicated in the approval
application itself as

Control of the drug substance
Specifications and test methods

nccessary.”

Test/analysis methods

Validation of test/analysis methods

Lot analysis

Validity of /rationale for the specifications and test methods
Reference material or standard substance

Container closure system

Stability

Summary and conclusion of stability

Formulation and implementation of post-approval stability test plan
Stability data

O000QC0

o0

*Note

*Note
*Note
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Status of information registered
in Master File (MF)

O Information registered in MF

> Partial substitution for marketing approval application

for a pharmaceutical product

> Partial substitution for attached materials for marketing

approval application for a pharmaceutical product

O The registered information is reviewed in the approval review for the

pharmaceutical product using the relevant MF. In the review of the
pharmaceutical product, materials listed in Module 3 of CTD and
materials equivalent to Module 2 of CTD (overview of attached

materials) are also required.
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[Overview of approval review for
pharmaceutical product quoting MF]

MF registration

MF registrant™®
Inquiries concerning MF

D

Notification on inquiries concerning MF

Inquiries concerning pharmaceutical
product

-
Marketing approval application for
pharmaceutical product

MF registrant™ : If the registrant is an overseas manufacturer, inquiries are made by way of
in-country caretaker for drug substances(APIs) etc.
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Points to consider for MF registrants

While MF registration 1s optional, registration check only verifies
whether specified formats are observed, and required materials are
attached. Note that validity of the registered information is not
reviewed, and that acceptance of MF registration does not signify
approval by the review authority.

An MF registrant (in-country caretaker for overseas manufacturer
of APIs etc.) shall notify any change to the registered information
(which includes minor change notifications) to the marketing
approval applicant and marketing approval holder of the relevant
pharmaceutical product.




Approval requirements

Review

— @License/accreditation requirements inspection
~ @GMP inspection to factory

Shipment

Review &
inspection

Required
nel lirements : compliance
“Buildings and facilities . *GMP compliance

GQP/GVP compliance



OGMP

“Ministerial Ordinance concerning Standards for Manufacturing
Control and Quality Control for Drugs and Quasi Drugs”

= = * Drugs and Quasi Drugs GMP Ministerial Ordinance
(MHLW Ordinance No.179, 2004)

@ License (Accreditation)

“Regulations for Buildings and Facilities for Pharmacies etc.”
(MHW Ordinance No.2, 1961)

—> Both GMP and Accreditation requires renewal every five years.




Manufacturing site

IA@YMI <—‘ Inspection results
Lo GMP systems

(procedures, documents etc. )

Q GMP equipment

(specific buildings and facilities)

GMP inspection

requirements

\\ Buildings and facilities
Personnel requirements

\\ﬂ 1

License (accreditation)
requirements inspection

 (Accreditation)




O Domestic facilities for manufacturing of the following items
¢ New drugs (Shifted from prefectural authorities to PMDA in

April 2005)

(* New drugs before the publication of re-evaluation)
Biological products

Drugs designated by the Minister for national assay
Radiopharmaceuticals

Drugs manufactured by application of recombination DNA
technology

¢ Drugs manufactured by application of cell culture technology
¢ Specified biological products
¢ Cell/tissue-based drugs

O Overseas facilities in the scope of GMP (New since April 2005

® ¢ ¢ o

* Inspection is conducted by prefectural authorities for other
manufacturing sites.




> ~  Applicant (Marketing authorization holder)

Marketing approval
application

GMP compliance inspection
application

Review results

Approval

certificate

Domestic & overseas
manufacturers
(Pharmaceutical
factories)




|

In principle, inspection equivalent to that for domestic manufacturing sites shall
be conducted.

In advance, the GMP Ministerial Ordinance of Japan and other information
shall be provided to the relevant manufacturer.

Drug product master formula, standard codes, procedures and other documents |
required in the GMP Ministerial Ordinance of Japan shall be prepared.

Documents that verify agreements between the marketing authorization holder
and manufacturer based on the GQP Ministerial Ordinance of Japan shall be
prepared.

Assign a contact person who can reply to inspection inquiries (ensure
preparations at the targeted manufacturing site for the planned inspection).

Assign an appropriate interpreter.
Translate the materials as necessary.
Formulate an efficient inspection schedule.




¢ Discrepancy from approval application (ingredient and/or
content specifications, manufacturing conditions etc.)

¢ Inadequacies concerning GQP agreements (agreements on
technological conditions, change control etc.)

+ Nonconformities with the GMP Ministerial Ordinance of Japan,
noncompliance with standards (in particular, Standards for
Biological Ingredients, retention period for records etc.)




Accreditation of foreign manufacturers:
e [sissued by the Minister of Health, L.abour and Welfare.

e Isissued separately for each manufacturing site, and for each

category.
e [s valid for five years.

e Requires application procedures and accreditation fee.

e PMDA inspects whether the site is in conformity with the
standards specified by the MHLW Ordinance (Regulations
for Buildings and Facilities for Pharmacies etc.).

—> At present, only document inspection is conducted.




Biological products etc. (Item 1, Section 1, Article 36 of the Enforcement Regulations)

Those who undertake whole or part of the manufacturing process for biological products, drugs for
national assay, drugs manufactured by application of recombination DNA technology, drugs
manufactured by application of cell culture technology, cell/tissue-based drugs, and specified
biological products

Radiopharmaceuticals (Item 2, Section 1, Article 36 of the Enforcement Regulations)
Those who undertake whole or part of the manufacturing process for radiopharmaceuticals

Sterile drugs (Item 3, Section 1, Article 36 of the Enforcement Regulations)
Those who undertake whole or part of the manufacturing process for sterile drugs

General (Item 4, Section 1, Article 36 of the Enforcement Regulations)

Those who undertake whole or part of the manufacturing process for pharmaceutical products other
than those listed in 1 through 3 above

Packaging, labeling and storage (Item 5, Section 1, Article 36 of the Enforcement
Regulations)

Those who undertake only packaging, labeling and storage




0y
2)

3)
4

)
(6)

Medical certificate by physician for the applicant

Personal history of responsible persons for the manufacturing
site

List of manufactured items and documents concerning the
manufacturing process

Documents concerning the buildings and facilities of the

manufacturing site

List of buildings and facilities (form to be attached to the application form, as indicated by the Notification from the
Director-General of the Pharmaceutical and Food Safety Bureau, Yakushoku Hatsu No.0619002, dated June 19,
2007; http://www.pmda.go.jp/operations/shonin/info/foreign/gaikokuseizou.html)

When radiopharmaceuticals are handled, overview of facilities
required for handling such radiopharmaceuticals

Copy of license certificate etc. issued by the government of the
country in which the relevant foreign manufacturer operates




Reference materials follow.
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Pharmaceulica!s and Medical Devices Agency

http://www.pmda.go.jp/operations/shonin/info/iyaku/GMP.html
Application for GMP | GMPEEE

5 . - MDA D 555
compliance inspection

(overview explanation
slides)
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“Materials required by the PMDA in the
application for compliance inspection of
pharmaceutical products”,
Administrative Communication from
Office of Compliance and Standards
PMDA, dated July 29, 2008
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Administrative Communications etc. concerning
Periodic Compliance Inspection from Office of
Compliance and Standards, dated May 26, 2009;

Sept. 4, 2009; Jan. 26, 2010
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Q4&As concerning periodic GMP compliance
inspection for drug substances”, Administrative
Communication from the Compliance and
Narcotics Division, MHLW, dated Sep. 18, 2009
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“Issuance and provision procedures for GMP certificates for
investigational products”, Administrative Communication from

the Compliance and Narcotics Division, MHLW, and Notification
from the PMDA, dated Mar. 30, 2009
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Japanese »

Pharmaceuticals and Medical Devices Agency, Japan

| http://www.pmda.go Jp/ enghsh/ service/GMP.html

Homs >  Swrvices of PMDA *  Druz and Madical Device Asvieaa ¥

ChP

Services of PMDA

“Materials required by the PMDA in
the application for compliance
inspection of pharmaceutical
products”, Administrative
Communication from Office of
Compliance and Standards, PMDA,
dated July 29, 2008 (in English)

Announcement from Office of Compliance and Standards, PMDA
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] ) =
[ s Overview Guidance of GMP CGompliance Inspection for Foreien
Manufacturers

2| CMP Camplisnce Inzpactian cancerning Pharmacauticals {insluding AP1s) (PDF) m
Overview Guidance of
GMP Compliance '] pacuments ta bs submitted far GMF Gamplianse Inspactian (FDF m
. - n
Inspection for_ForelgFl e o ) )
Manufacturers (in English, [uiw pharmaceuticals and Madissl = Ministerial Ordinance on GHMP
webSlte verSIOD) gviaes Su.ictv Infarmstisn Ministerial Brdinance an Standerds far Manufacturing Cantral and Ruality Santral far Drugs and
MDA Medical Safety Jnfarmatis =
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Ministerial e
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(in English)  fPmDA ==

Approved Products

Safety Information
Regulations and Procedures
Publications

Past Symposiums

Past Presentations
Japanese Pharmacopoeia

FPharmacauticaly and Medical Davices Agency

Ehin-Hasumigasaki Building, 3-3-2 Kasumigaseki, Chivada-ku, Takya 100-0013 Japen

Capyright 2010 Pharmaceuticals and Madical Devices Agency
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Japanese »

GQP
Ministerial

Ordinance
(in English)

.

GMP
Ministerial
Ordinance
(in English)

==
Pharmaceuticals and Medical Devices Agency, Japan
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Explanation on application for accreditation
of foreign manufacturers (in Japanese)
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Explanation on application for accreditation of

foreign manufacturers (in English)

Application for Accreditation of Foreign Manufacturers

(This English document is only for reference purpose. In case of any discrepancy, the Japanese
text shall prevail. For further information, please contact Ministry of Health, Labour and Welfare

(MHLW) or PMDA.)

1. What is Accreditation of Foreign Manufacturers?

A foreign manufacturer (a person/a company) intending to manufacture drugs,
quasi-drugs, or medical devices in foreign countries and export them to Japan, is
required to be accredited by the Minister of Health, Labour, and Welfare as an
“Accredited Foreign Manufacturer”, specified in Article 13-3 of PAL, in the same way
that a Japanese manufacturer is licensed. The person or the company who intends to
apply for the accreditation is hereinafter referred to as an “Applicant”.

However, a foreign manufacturer of the drug or medical device, etc. whose marketing
annroval holder has an effective imnortina license aranted under the old PAI as of Aoril




