Tentative translation (as of October 7, 2008)"

Office Memorandum
July 29, 2008

Office of Compliance and Standards
Pharmaceuticals and Medical Devices Agency

Documents required by PMDA for the Application of
GMP Compliance Inspection

The documents to be attached when applying for the GMP compliance Inspection are
described in Article 50 of the Enforcement Regulations of the Pharmaceutical Affairs Law and
“Enactment, Revision, or Repeal of Ministerial Ordinances and Notices Related to the
Standards for Manufacturing Control and Quality Control of Drugs and Medical Devices
(GMP/QMS) for the Enforcement of the Law for Partial Revision of the Pharmaceutical
Affairs Law and the Blood Collection and Donation Services Law (PFSB/CND Notification
No. 0330001 dated March 30, 2005). Among the “other documents required by the
compliance Inspection authority” described in 9-(1)d and (2)h under Section 3 Compliance
Inspection of Chapter 1 General Provisions in the above notification, the following documents
are now to be submitted at the time of applying for the inspection. Accordingly, you are
requested to follow the instructions below.

1.  Documents to be submitted
(1)  Outline of Product(s) Subject to Inspect (Form 1)

(2) Outline of Drug Manufacturing Site (domestic manufacturing site: Form 2, foreign
manufacturing site: Form 3)

2.  Description Method for Documents
(1)  Outline of product(s) subject to inspect at the manufacturing site

The outline of the product(s) subject to inspect at the manufacturing site shall be
described in Form 1.  Please note the followings.

1)  Ineach item, check all applicable boxes.

2) In the Column of “Confirmation pursuant to Article 10 of GQP Ministerial
Ordinance”, check ‘“conducted by third party” if conducted by a person other
than the marketing authorization holder even when it was conducted onsite. In
that case, describe the actual conductor (e.g. Japanese Agent XX, consulting firm
YY, etc.).

" Note: This document is a tentative translation of the original version of the Office
Memorandum.
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In the column of “Contract testing laboratories”, describe the in-house testing
laboratories and outside laboratories separately. If there is more than one
laboratory, add columns for the descriptions.

Describe the contract testing laboratories, only when the tests included in the
marketing approval application are conducted. Include the name of the test for
each of the raw material, in-process control, and release test.

In addition, the descriptions of the quality testing for components; such as active
ingredients, excipients, and water for injection etc., if those are listed in the
column of Compositions and Amount or Properties, then it should also be
included in the descriptions of the tests. However, the descriptions of the tests for
environmental monitoring etc. are not required.

Outline of Manufacturing Site

The outline of the manufacturing site, at which the product(s) subject to inspect is
manufacturing, should be submitted using the Form 2 or 3.
Please note the following points.

Y

2)

3)

4)

5)

6)

7)

QC is an abbreviation for Quality Control and it means a quality control
department (department in charge of analyses and tests).

QA is an abbreviation for Quality Assurance and it means a quality assurance
department. The department which combines the QC and QA departments is
called quality department.

For the manufacturing site where the QC and QA are not separated, enter the
number of employees in the quality department in the QC column and enter 0 in
the QA column.

For the number of manufactured products, not only the products related to the
relevant marketing approval holder, but also all the products manufactured in the
manufacturing site should be included.

In the column of “Information on the manufacturing site”, not only the facility
related to the product(s) to be inspected, but also all the area of the site should be
included.

In the column of “History of GMP inspections by regulatory authorities during the
past 5 years” (including the overseas authorities), the inspections conducted for
the products other than the ones subject to be inspected should also be included.

In the column of “History of product recall or unsuccessful inspection by a
regulatory authority”, not only the events related to the product(s) subject to be
inspected, but also all the events concerning the manufacturing site should be
included.



(M

)
3)

4

Tentative translation (as of October 7, 2008)

8) In the column of “Contact in Japan”, the person, who is appropriate to make a
contact with the inspector of PMDA regarding to the relevant foreign
manufacturing site, should be indicated.

9) In the column of “Information of the product subject to the inspection”, English
name has to be attached, and it should be the name which is used in Japan.
Points to be noted for the Submission

Until the end of September 2008, the application for the inspection will be accepted
even if it is not accompanied by Form 1 - 3. However, after the above date, the forms
should be submitted at the same time to apply. If corrections are made in the contents of
the forms by the time of application submit to the time of inspection, inspector may ask
to re-submit the forms.

Submit the Form 1 and 2, or 3 as a set.

When submitting a partial change approval application, only the outline of the
manufacturing site which subject to be changed is required.

For the information on the manufacturing site, if there is any confidential information to
the marketing authorization holder, indicate the related inspection information by
including the name of the marketing authorization holder, product name, etc. In such
case, the manufacturer, etc. is possible to submit the documents directly to the Office of
Compliance and Standards of PMDA.
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1

Form 1

YR BUERTIC BT 2 A S an BT S8
Outline of Product(s) Subject to be inspected at Manufacturing Site

YRk £ A RIUE
As of yyyy, mm, dd

BLER TR 4
Name of Marketing Authorization Holder
an H 4
Product Name
BIE AT O 4 B
Name of Manufacturing Site
FITTE
Address
PG B B2 T 2 E# BUTHOCVREZEE LTIV,
Information on the Product(s) subject to be inspected Check the applicable boxes
RERR H fyE (@2EFR <) Manufacturing (excl. packaging):
Manufacturing 0 # ] Dedicated [0 3£ Shared [0 —#4L: ] Partially shared
Facility and w3 TFE D A Only packaging:
Equipment O B H Dedicated [0 ItH Shared [0 —#BILH Partially shared
HIE T R O O J & i /A% Manufacturing of API intermediate
Range of O Jri R d s Manufacturing of API
Manufacturing |0 &0 —E TR (EEEOBEE)
Process Partial process of API (Milling of API, etc.)

O JEED /N5 Subdividing of API

O #)%4% Manufacturing of drug product

O 8F o —8HTE \FO=2—7 1 o 7%F)

Partial process of drug product (coating of drug product, etc.)
O ®FID/Ny (PTP @dE, R hLFEHE)
Subdividing of drug product (PTP packaging, bottle filling, etc.)
[0 7%& - IR Packaging/Labeling
O % Storage
4 T O AE9)77 1084545 Biological drug product, etc.

Product Information |1 i i %44 Modified release drug product

O >V > 23 Al Syringe injection drug

O #if% Infusion fluid

O #3 R1E5E 7] Powder injection drug

O RS #2354 4 Lyophilised injection drug

O ¥AUZES 5 Liquid for injection

O Z ol ( #) Other (dosage form )
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JEr KR O B8l 2R New active ingredient
Information on API |0 BE{FH %S> Existing active ingredient
O JREEAF A API intermediate
MF S a Z{ Foe Efﬁl?ﬁ Va(icine/Source plasma
Use of MF O @h%fﬁ'ﬂ?ﬁx\ AR 2205 . '
Recombinant DNA technology-applied or cell culture derived drug
S E Ee; O Htifi# Antiserum
0 O mAREEYE (RvEes ., MlaEEmEs)
Highly physiologically substance (hormone, cytotoxics, etc.)
O _=2U U RHUAEWE Penicillin antibiotic
OBT7 7 & L%5UAEWE B-lactam antibiotic
O B4 L N/A
O %55 Sterile API O FE%E 5 513 Nonsterile API
0 J& 7 ih Listed in pharmacopoeia
O BTN Food additive [0 % Dt Other ( )
BUE Tk O MR 1EYS Sterile operation
(i R ) O Hof&& A 14 Final sterilization method
Manufacturing O % Ofh Other ()
Method (Sterile Drug
Product)
GQP A5 10 51|00 fARZESH 3% Conducted by marketing authorization holder
HaD < g O ZofhoEkE (Efid4 )
Confirmation Conducted by third party (name of conductor:
pursuant to Article 10|00 FEHI THEiEDOHA (EiT H (2 i)
of GQP Ministerial Conducted by on-site visit (latest visit done in yyyy, mm)
Ordinance O Fw CEROYS (B GE H T FE i)
Conducted by document check only (latest check done in yyyy, mm)
(] 4% L Not Conducted
GQPERHE TR |10 A (BurkdH S H H)
S HER- Yes (date of agreement yyyy, mm, dd)
Agreementbasedon |0 #EL (K77 F&5ETe)
GQP Ministerial No (including the draft)
Ordinance, Article 7
il OFAERIR AR | #EEI4 Name of testing laboratory
FIHT 2551 [{EPT Address
e #Ean Phone: FAX:

Contract Testing
Laboratories(describe
if used)

O A o sk
In-house laboratory
O 4140 Outside

O JFEEFAER Raw material test
A BR4 Name of test

O THRENE EEEER In-process control test
R4, Name of test

O itk Release test
A BR4 Name of test
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B2
Form 2
ERanBOERTHIE (ENRGERTH)
Outline of Drug Manufacturing Site
(Domestic Manufacturing Site)
(LA )

(The rest is omitted.)
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%3
Form 3
EIELBEOEFEEE EEERTH)
Outline of Drug Manufacturing Site
(Foreign Manufacturing Site)
YRk 0 H BHEBIE
As of yyyy, mm, dd
W& g 4
Name of
Manufacturing Site
Fr 1E Hi
Address

=N S ¥4  Name of Company
Contactin Japan | 4243 Contact Person

#ahi Phone FAX
E-mail
PAEE BHIRRESH H
Accreditation No. First Acquired Date of Accreditation
FATE D HIRR FIED X5y
Expiry Date Accreditation Category

wWEEHK (~—MEEEbLET)

Number of Employees (including part time employees)

EEEER A | BGEER Y A | QCHEP N QA #B N
Total Manufacturing QC QA

BT ORMEE

Responsible Person of the Site (Qualified person in the EU, or head of quality unit in other countries)
K4 Name %4 Job Title

#Eai  Phone FAX

E-mail

Em B (BAR~omb&BEEE () TR
Number of product(s) manufactured. (Number of product(s) exported to Japan should be described
in parenthesis)

JEHE « A B /Ny A - FOR - RE &t
API, Drug Subdividing Packaging *
Intermediate Product Manufacture Labeling * Storage Total
B n %
Number of
product(s)




Tentative translation (as of October 7, 2008)

FE G B DIRVL
Information of the product(s) subject to the inspection
mHA (R4 D MERLERT T O PASSEE SGY ) PASSEE SGA )
Freo 2 &) BB AR H] IZJGK{;ME BH AR R 5] IW(;’EJE BH AR R 1]
Name of the product(s) Starting time of the Starting time of the Starting time of the
(English name should commercial marketing of the marketing of the
be attached) manufacture of the product(s) in EU and in product(s) in Japan
product(s) at the site the US
MEER1E R
Information of the manufacturing site
B PO R 78 e T
Area of the site Area of the warehouse
S Y65 it 3¢ 1 P Ak B AR A i
Area of the manufacturing facilities Area of the testing laboratory

BWE S EMOITBHERE) O OEROFE () FEH DR HLH)
History of GMP inspections by regulatory authorities during the last 5 years (Please specify whether the
inspection was onsite or document)

ITEERE 4 i53.1] *F G B4 (EES
Name of the regulatory Time Period Name of product(s) Results of the inspection
authority inspected

B|E SEMOEIL, GMP RESOFE (F 05632 2 5TH)
History of product recall or unsuccessful inspection by a regulatory authority during the last 5 years
(Please specify the detail if the situation occurred)




