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(Form NOiZ) . o _
| MINISTRY OF HEALTH;, LABOUR AND WELFARE
: GOVERNMENT OF JAPAN I

- 2-2, KASUMIGASEKI 1-CHOME, CHIYODA-KU, TOKYO 100-8916

CERTIFICATE

It is hereby certified that the attached list is identical to the list of pre-clinical and
clinical data submitted to us by (Name of the Applicant), (Address) for the approval of
marketlng (Name of the Product(s)).

N'o-.
. TOKYO, date

(BAE (R) BOKR) |
Dircctor, (A% (%) DHH)
Pharma;:eﬁtical and Food Sﬁfety Bureau
Ministry"of. Health, Labour %md Welfare
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(Form No.13)

MINISTRY OF HEALTH, LABOUR AND WELFARE
GOVERNMENT OF JAPAN :
2.2, KASUMIGASEKI 1-CHOME, CHIYODA-KT, TOKYO 100 8916

- CERTIFICATE

Tt is hereby cértiﬁ'ed‘that the following testing facility of (name of the testing pefson)
(Addressy was mspected on (Date) and found to be in compliance w1th all the requlrements
.of Good Laboratory Practlces of ] apan.

Name of the Testing Facility:

 Address: -

‘No.
- TOKYO, date

(EH® () BOESR)
Director, (BAR (2B) O&H)
Pharmaceutical and Food Safety Bureau

Miriistry of Health, Labour and Welfare
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“(Form No._l;i-l) _ -

' MINISTRY OF HEALTH LABOUR AND WELFARE‘
GOVERNMENT OF JAPAN »

2 2, KASUMIGASEKI 1- CHOME, CHIYODA-KU, TOKYO 160- 8916

CERTIFICATE '

It is hereby certlfled that the followmg manufacturlng slte of (name of ‘the manufa
cturer), (address), in which the following product(s) is(are). produced 1s sub]ect to o |
ur inspections at suitable intervals, and the manufacturing in the site conforms to al
1 the requirements of the Ministerial Ordinance on Standards for Manufacturing Con
trol and Quality Control for Drugs and Quasi-drugs (“Drugs/QuaSI drugs GMP Ordin '
ance”) - laid down in accordance with the recommendatlon of the World Health Orga

nization.

Name of Manufacturing Site:
A;ddre'ss: : -;
Product(s):

- .No.~
"TOKYO, date

(4R (B) BOKA)
Dircctor, ({432 (%) OAH) Division
" Pharmaceutical and Food Safety Burean’

: Min_istry of Health, Labour angd Welfare‘



(#=t14—2) |
| i OB =

AAEEEHBEE. UTOHS (ERNE - KABDKAEER) £EELTY
B (BELEDOKS GEACHOTEHEN) ) . (HEEHFOER GEACH-T
FELZEBHROFER) ) OUTORERSEMNLRAEE R, SRMEFIC
BiFARES, ENEOERBRRUHABHAELXRONEEERVAEEED
EACBYTAES (BB - HNBaMSHES) OERFECHETICLEEHBL
S 3 |

BERORT

 EBHORER :
R -

BE%BEELRRBOOOR (£) B




(Form No.14-2)

MINISTRY OF HEALTH, LABOUR AND WELFARE
GOVERNMENT OF JAPAN o
 2-2, KASUMIGASEKI 1-CHOME, CHIYODA-KU, TOKYO 100-8916

CERTIFICATE
It is hereby certlﬁcd that the followmg manufacturing site of (name of the manufa
cturer) (address), in which the followmg product(s) is(are) produced is subject to o
ur inspections at suitable intervals, and the manufacturing in the site conforms to

all the requirements of the Ministerial Ordinance on Standards for Manufacturmg: Co

- ntrol and Quahty Control for Medical Devices and In- v1tr0 D1agnostws (“Medlcal D
- evices/IVDs QMS Ordlnance”)

Name of Manufacturing Site:
‘_Ad‘dre.ss:
"Product(s):

~ No.
'TOKYO, date

(HE® (2) ROKR)
" Director, (%5 () O%H) Division
Pharmaceutical and Food Safety Bureau

Ministry of Hea’ith, Labour gﬁd “Welfare
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{Form No. 15)

MINISTRY OF HEALTH LABOUR AND WELFARE
: GOVERNMENT OF JAPAN
2- 2, KASUMIGASEKI 1-CHOME, CHIYODA—KU TOKYO 100- 8916

Certlﬁ cate Nao:

As'requested by . o | the Ministry of Health, Labour and Welfare as
‘the Competent Authority of JAPAN, confiims the following:

The (hame of the company), (address of the headquarters), has been authonzed in
accordance to: Paragraph 1 of Article 13 of the Pharmaceutical Affairs Law (PAL)
under the license number: (number of the license)
covering the following sites of manufacture:
(name of the manufacturing sites), (address)
to carry out the following operation(s): :
+ manufacturing biological medicinal products for human use(*)
-+ manufacturing radiological medicinal products for human use(*) ‘
-+ manufacturing sterile medicinal products for human use other than the precedlng
‘ two categories(*) :
+ manufacturing medicinal products for human use other than the precedmg three
categories(*) .
-+ packaging, labeling or storing only
of the following medicinal product or group of products.for human use:

in the following dosage forms:
+ liquid dosage forms(*) -
semi-solid dosagé forms(*)
solid dosage forms—unit dose form (tablets/capsules/ suppos1tor1es)(*)
solld dosage forms-—multi dose form (powders/ granules)(*)

+ + +

. From the knowledge gained during 1nspect10n of this manufacturer(s) the latest of which
was conducted on (date), it is cons1dered that the company complies with the
requirements of the Ministerial Ordinance on Standards for Manuficturing Control and
Quiality Control for Drugs and Quasi-drugs (Drugs/Quasi- drugs GMP Ordinance)

referred to as the Good Manufacturing Practice requirements in the Agreement of Mutual
Recognition between Japan and (MRA partner).

Th1s certlflcate remains valld for three years from- the date of the last inspection.
TOKYO DD/MM/YY (date) '

(AR (F) ROK4A)
Director, (%3 (2) O£H)
Pharmaceutical and Food Safety Bureau -
as the authorized person
of the Competent Authenty of ]APAN
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- (Form No16).

MINISTRY OF HEALTH, LABOUR AND WELFARE
GOVERNMENT OF JAPAN
22, KASUMIGASEKT {-CHOME, CHIYODA-KU, TOKYO 100-8916

(B1)

C(ERREBYER)
International Affairs Staff
Officé of Health Affairs
Food and Drug'Administratiqn _

Rockville, Mafyland 20_857
U.S.A -

Dear GEFABYENRL) : .

Please find enclosqd a statement on clinical trial ndtiﬁéations of (5%5%%%:1 — ’F‘)
- submitted by - (REEBEDKA (HEAILH> T, %ﬂ))($%%®&ﬁ(&k;
HoTI, z#%%ﬁﬁwmrﬂ)> | |

Smcerely yours

(ELE(B) BOKS)
" Director, (R (E)_ OEFY
* Pharmacentical and Food Safety Bﬁreau_

Ministry of Health, Labour and Welfare
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(Form No.17)

" MINISTRY OF HEALTH, LABOUR AND WELFARE
GOVERNMENT OF JAPAN
2-2, KASUMIGASEKIT 1-CHOME, CHIYODA-KU, TOKYO 100- 8916

Statement on Clmlcal Trial Notlflcatmn

The Ministry of Health, Labour and Welfare of Jz apan hereby confirms that: E*I%LO)
B4 GEACH-TIEK, &) ) (AEEOEHR (GEAIS®H > T, ET— ZEBH
OFTEH) ) submitted the Clinical Trial Plan Notifications for- clinical trials with an
mvestlgatlonal new drug containing the following active ingredient and may 1n1t1ate
clinical trials in accordance with the provision of Paragraph 2 of Artlcle 80-2. of the
Pharmaceutlcal Affairs Law of J: apan. '

Active Ingredient: (HH A5 %A)
" Investigational New brug: (GRERZEEQ— 1)
| Date of Receipt: (R H)

Indications Intended: (F E?ﬂ]‘ﬁ&)

VTO'KYO, date

(BUR (B) BORA)
. Director, '('-ffﬂ”‘:’lﬁ% (%) DA
_Pharmél'ceutipal and Food Safety Bureau

Ministry of Health, Labour and Welfare.
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(Form No.18)

MINISTRY OF HFALTH, LABOUR AND WELFARE
GOVERNMENT OF JAPAN -
2-2, KASUMIGASEKI 1-CHOME, CHIYODA-KU, TOKYO 100-8916

- CERIIFICATE - - K
It is ‘hereby certified that the followmg manufacturmg sxte in which the following

product(s) is (are) produced is subject to our mspectlons and the manufacturlng in

* the site conforms to all the - requtrements of the. GMP standards for investigational
New Drugs. ' '

Name bf Manufdctyfiﬁg Site:
Add-rtlass: |
_ I\’Tame(s)‘of Subét;ancei' ' - | L "
Op'e-rationé:
L] Synthetic p'ro.cess-

] Dosage formulation process ‘
O Other . ( ' _ _ )

. Date of Inspection:

No. _ . :
TOKYO, date - o o

C(EBEE BEAEREORE)
" Director, Compliance and Narcoties Division '
Pharmaceutical and Food Safety Bureau

Ministry  of Health, Labour and Welfaro
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(Form Nol9)

MINISTRY OF HEALTH, LABOUR AND WELFARE
GOVERNMENT OF JAPAN
2-2, KASUMIGASEKI 1-CHOME, CHIYODA-KU, TOKYO 100- 8916

Certificate of a Pharmaceu-t:cal Product '

This certificate conforms to the format recommended by the World Health Organization (General
instructions and explanatory notes attached).

Certificate No.: A ‘ ‘ Exporting Country ; Japan

1.2

Importing Country :

Name and dosage form of Product :

1.
1.1  Active 1ngred1ent(s) and amount(s)per unit dose * (complete quantltatWe
composition moludmg exolplents is preferred) : See Attachments
Is this product licensed [approved and 11censed] to be placed on the market
for use in the exporting country'?
Oyes - See Block A
noe - See Block B
1.3 Is this product aotuall},; on the market in the exporting oouotry?
Oyes ° Llno Ounknown (key in as appropriate)
A '
2A.1  Number of product licence ' and date of issué [marketing approval number and date]
No. : '
‘Date :
|24A.2 Product llcenoe holder [marketmg approval holder] (name and address) :
Name
| Address : ‘
1243 Status of pfoduof licence holder ‘[marketing approval hoider:] s
Oa b Oc (key in appiopriate categor_y as defiued in note 8) .
2A.3.1 For categories b and ¢ the name and address of the manufacturer producing
the dosage form are : °
Name
Address : ) ' J
2A..4 ~ Is symmary Basis of Approv‘al appended? '
Oyes - [Ano (key in as appropriate}
2A.5  Is the attached product information complete and consonant with the licence [approval]l 2!
. {lyes Hno [Inot provided (key in as appropriate)
2A.6 Applicant for certificate, if different from licence holder [marketing approval
:holder](name and address) : | '
Name : ‘ .
Address :




2B.1

Applicant for certificate(name and addres;s) :
Name : ‘

Address :

2B.2

Status of applicant : .
Oa Ob - He (key in appropriate category as defined in note 8)

2B.2.1

" dosage form are :

For categories b and ¢ the name and address of the manufacturer producing the
. . : _ ;

Name :

" Address :

2B.3-

* Why is marketing authorization lacking?

Onot required Lot fequésted

Ounder consideration " [lrefused (key in as appropri-ate)

2B4

- 3
Remarks: !

3.1

32

-33

- Does the certifying authority arrange for. permdlc inspection of the manufacturmg

plant in which the dosage form is produced?

Oyes  Ono Clnot applicable ' (key in as approprlate)
If no or not applicable proceed to guestion 4.

Perlodlclty of rontine 1nspect10p(years) | years

Has the manufacture of this type of dosage form, been inspected?
[lyes [lno (key in as approprlate)

"Do the facilities and o lpem‘uons conform to GMP as recommended by the World
-Health Organization?

Oyes Ono : [Cnot apphcable(key in as approprlate)

Does the information submitted by the apphcant satisfy the cortifying authonty on

all aspects of the manufacture of the product"’ 16
Clyes Cno (key in as approprlate)
If no, explain : .

Address of cer‘tifyiﬁg authority : " Pharmacecutical and Food Safety .Bureau,

" Ministry of Health, Labour and Welfare ~
2-2, Kasumlgasekl 1- chome
.Chlyoda “ku
- Tokyo 100-8916

' 'Telephone.: . o .+81~3—3595-_2'4'31

Fﬂax :

- -+81-3-3597-9535

Name of anthorised person: o (Y E%I () EOKA)

Director (HHFR (F]) DA FH)

Signature :

~ Stamp and Date : 7




General instructions

Please refer to the guidelines for full instructions on how to comlﬁlete this form and information on the

Implementatmn of the Scheme,

“wi

- The forms are suitable for generation by computer. They should always be submiited as hard copy,

th responses printed in type rather than handwrltten Addltronal sheets should be appended as

necessary, to accommodate remarks and explanatmns

Explanatory _notes.

© (a) manufactures the dosage forms ;

This cert1fleate which ig in the format recommended by WHO, estabhshes the status of the

' pharmaeeutwal product and of the apphcant for the certificate in the exportmg country. It is for a
single product only since manufacturing arrangements and approved 11_1format10n for different
dosage forms and different strengths can vary. . '
Use, Whenever possible, International Nonproprietary Names (INNs) or national nenproprletary

names.

- The formula (complete composrtron) of the dosage form should be given on the certificate or be

appended.
Details of quantitative composition are preferred but their provision is subject to the agreement of
the product licence holder [approval and manufaeturmg licence holder] -
When appllcable append details of any restriction applied to the sale, dlstnbutmn or
admln;stratmn of the product that is specified in the product 11eence [approval]
Seetlolf 2A and 2B are mutually exclusive. _
Indicate, when apphcable if the licence [approval] is provisional, or the product has not yet been
approved. o o
Specify whether the person responsible for placing the product on the market :
) .

(b) packages and/or labels a dosage forms manufactured by an mdependent company ; or
(c) is involved in none of the above. .

This lnformatlon can be provlded only with the consent of the product licence hoIder

[approval and manufacturmg lleence holder] or, in the case of non registered

_ products, the appheant

10,
11

12.

13.

Non completion of this sectmn indicates that the party eoncemed has not agreed to inclusion of th1s
information., . '

It should be noted that information eencerning the site of production is part of the product licence.
If the production site is changed, the licence must be updated or it will cease to be valid.

This refers to the document, prépared by some national regulatory authorrtles that summarises the

technical basis on which the product has been licensed [approved and hcensed] .

as informed to Director General of WHO as the spemal reservation.
In this circumstance, permission for issuing the certificate is required from the product licence
holder [approval and manufacturmg licence holder. This permission must be prowded to the

authority by the applicant.

-

Please indicate the reason that the applicant has provided for not requesting registration :

This refers to the package insert which-is used in the exporting country at the date of certification, . -




(a) the product has been developed exclusively for the treatment of COI‘ldlthl‘lS particularly tropical

diseases not eidemic in the country of export ;

_ (b) the product has been reformulated with a view tc improving its stability under tropical

' conditlons :

(c) the product has been reformulated to exclude cxc:plents not approved for use in pharmaceutlcal :

products in the country of import; _ _
(d) the product has been reformulated to meet a different maximum dosage limit for an active -
- ingredient ; ' ' L .

{(e) any other reason, please specify.

14. Not apphcable means that the manufacture is taking place na country cther than that i isguing the

15.

16.

product certificate and inspection is conducted under the aegis of the country of manufacture.

The requirements. for good practices in the manufacture and quahty control of drugs referred to in
the certificate are those included in the report of the thirty second Expert Committee on ,
Specifications for Pharmaceutical Preparations (WHO Technical Report Sencs No.823, 1992,
Annex 1). Reccmmendahcns specifically applicable to biological prcducts have been fcrmulated
by the WHO Expert Committee on Blcloglcal Standardization (WHO Technical Repcrt Series,
No.823; 1992, Annex 1). : ,

This section-is to be ccmpletcd when the product licence holder [apprcval and manufacturmg
licence holder] or appllcant conforms to status (b) or (c) as described in note § above. It is of
parr:cular importance when foreign contractors are involved in the manufacture of the product. In
these circumstances the applicant should supply the certifying authority with information to
identify the contracting parties responsibie for each stage of manufacture of the finished dosage

form, and the extent and nature of any controls exercised over each of these parties.
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(Form No.20)

MINISTRY OF HEALTH, LABOUR AND WELFARE
- | GOVERNMENT OF JAPAN -
2-2, KASUMIGASEKI 1-CHOME, CHIYODA-KU, TOKYO 100-8916

No. of Statement | ' Exporting Country: Japan
Importing Country: |

Statefnen_t of Liceusing‘ [Approval and Liceﬁsing] Status of Pharmaceutical Product(s) 1"

This statement indicates only whether or not the following products are licensed .

[approved] to be put on the market in the exporting country.

Applicant Name:
‘ Address:
Name of Product Dosage form | Active ingredient(s) * and |Product licence No. and dateof issue®

| amount(s) per unit dose  |[Product approval No. and date of

manufacturing licence] .

The cert1fy1ng authorlty undertakes to prov1de at the request of the apphcant (or, if

different, the product licence holder [product approval and manufacturmg Jicence holder]),

a separate and complete Certificate of a Pharmaceutical Product in the format-
recommended by WHO, for each of the products hsted above

Address of certlfymg authority: Pharmaceutlcal and Food Safety Bureau

' Ministry of Health; Labour and Welfare of Japan
Name of authorised person: - Director, (8% 2 (Z) &) Division

2-2, Kasumigaseki 1- chome

Chlyoda ku
' : " Tokyo 100-8916
Telephone number: . +81-3-3595-2431

Fax number: o +81-3-3597-9535

Signature:

‘Starhp and date:




This statement conforms to the format recommended by.the World Health Orgamzanon
(general instructions.and explanatory note attached).

General instructions

Please refer to the guidelines for full instructions on how to complete this form and
infortoation on the implementation of the Scheme. - The forms are suitable for generation
by c‘omputer. Thejf should always be submitted as hard copy, with responses printed in type -
; rather than handwritten. Addmonal sheets should be appended, as necessary, to -
: accommodate remarks and explanations.

EXplena_tory notes

1. This statement is intended for use by importi'ng agents who are required to screen bids
made in response fo an interna‘tionalr tender and should be requested by the agent as a
condition of bidding. The statement indicates that the listed products are authorised to
be placed on the market for use in the exporting country. A Certificate of a,
Pharmaceutical Product in the format recommended by WHO will be prov1ded at the
request of the applicant and, if different, the product licence holder [product approval ‘

> and licenge holder}, for each of the listed products.

2. Use, whenever possible, International Nonproprietary Names (INNs) or national

| nonproprietary names. | o

3 ¥no product licence [product approval and manufacturing llcence] has been granted,

‘enter “not requlred _not requested “under consideration” or “refused” as
approprlate
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