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Site Master File&lL ?

Site Master File(SMF) o Drul\glial‘;'taétreL”Feil(el\g[FD;’lF)

SiteD@BETH VAU REEERYT REFORE-BEHEFORR
mBEEELGLEICOVNTEED-XE EEELBICERBFEIOIEH

BHE L BHACGMPERDHERUER BEERORRBEEICLEVT.LHE

T AHERIZFIHAESND HIERELTEIAENIS
Site Master File Site
Site Master File PIC/IS EU
Site Master File GMP
Site Master File Drug Master File Master File
Site Master File

Drug Master File Master File
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1. [FCHIZ
Site Master FilezHRY) & KR

Site Master File

PIC/S PE 008-3
(Site Master File®D {ERKIZEET 5
BERFBIF-HAFUR)

2009 12A 108 f+
EU-GMPH A RS A /IN\—F3D KRS TR ‘
(Site Master FileD {EpLIZBE 9 515 REI1H)

(ICHAA RS AU MAR—2)
PIC/S PE 008-4

N N — kel A
EU-GMPH A RS54 78—F3 BEREAD
LA THRE HEMHRAERBET
WELEShDEH
PIC/S SiteMater File EU-GMP
3 SiteMaster File 2009 12 10
EU-GMP 3 PIC/S EU
PIC/S PIC/S PE 008-4 2011 1 1
EU-GMP 3 2011 2 7 *
*  Eudralex (http://ec.europa.eu/health/documents/eudral ex/vol -4/index_en.htm)
22 10 25
22 10 25
SiteMagter File
EU-GMP

PIC/S
Pharmaceutical |nspection Convention and Pharmaceutical | nspection Co-operation Scheme
21 5 26
1995
PIC/S GMP

USA 2011 1
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Site Master File{E kD #hé&D

Site Master FilefERdD A1)k

» SiteWGMPIEEHRDEH)
=>Site2ADGMPEERNIDHUL REDES
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GMP
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GMP
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XX
CEEQAEEEICIOTEMBIN. THDREIRSAVIAMBLIVEE.
BESNIHELIIHE- A OB TTOIGICEEICHESNES
[TOWC.EERUVREEEZBOEARNTERESD L,
FRH L BICKDMEMLEGMPER D ETE P EMI R DHEXE DGMPEE
EEORMELEREIRETSIE,
CAJEEAERY . 25MB30EFBA L LVKESIZL ., AppendixEinz (&,
SR DRHYICKE(AG)DEANFELL FIFRTESI &,
BT .IREDENERLTNAIEZRIATA=-HIC. BEEHTHIE,
IR . B EERETHIE, AppendixIZERIIZHRETTES,

HH
WHEILHEN., GMPEELETEIL . it 9 5FFI2F F7%:Site Master Filex
BT A=-HICEERELEEEFRET L,

6
HoWBIITOEEMDEE, B, KT, BB BRTELIUVBEIZEFD
ITARTOEEADHEFTHIERAY 5. REILBITIRETEENEHBTHD
MEINEHER T H=OIC. BDERDERESRI DL,

et

EU-GMP

3 SiteMaster File
SteMaster File

Site Master File

1
11
12
13
2.
21
2.2
2.3
2.4
2.5
3.
4.

Appendix

Appendix1
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Appendix7
Appendix8

4.1
4.2

6.1
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6.3
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FEMOICTICAZFEZRITTEONRE, BYBWSEHEER
#(H., ®RF)EHFTL.NRMICAND,

HEEMFIVEDOD/NERIZHLTIMARZETH D,

FHEEHICIIKRIEEEDEENAOMNSLIIZESTEH 5T 5,
(Exhibit 3.1-1,Exhibit 3.1-2 (Appendix3|ZFE &) % &, )

HRTBOBMATORSEMB TN THERBDORRICES (BFRE
#HEEHT), 2L, EFEMGER (BLETO0—F) [(TREXNREMIC
RESTDH(ZDEZELEHT D).

BEA~NOEEFXBABGHEICERT . XELYBF—T—F%
BINTDDANRMTH D,

REHLE-ARIIRALGDIFIEEFERTTEDDENH D,
EROREEFIAXDRICHEENET DD,

2. Site Master FileH 1 KSA> DiERK
Site Master File{/ERKIZHITHEBE R
@
@
©)
@

©

SHC

Site Master File

Exhibit3.1-1 Exhibit3.1-2(Appendix3

Site Master File Appendix
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3. Site Master File® 2 #; 451
1. BLEEE(ITOLNTO—IERIEIER

1.1 S EEEANDERICEHDIEFHR
-HEEEDZMR VARG ERT

AW REIEKRA S
EAT RRAFHKBEXRANAHES-17-5

-Ti5. THICHFEET SEMEUVELGEMRB O AR

AWM REIERARH BRRIG
EAT RRAFHKBEXRANAHES-17-5

GMP

1. GENERAL INFORMATION ON THE MANUFACTURER
1.1 Contact information on the manufacturer
- Name and official address of the manufacturer;

- Names and street addresses of the site, buildings and production units located on the
Ste;
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3. Site Master File® 2 #; 451
1. B EEEIZTOVTO—HEIEIER
1.1 BLEEEADERKIZEADHD1EHR

-~ B RO RGN 2— )L ZE 245 EEHR TELERIE L F
NEZRBSZEUHEFRE DERTLIFR

FREIEZEHKA=

HRHFREXANHES-17-5

HLE RTEERISER [RE KBS
BEEES:03-1234-----

FAX®E 5 :03-1234-----

E-mail7FLX:----O O O @genyakukogyo.co.jp

18:00 IR DEM S : RET EHA R HEE
BHEED 03-1234---

24

GMP

1. GENERAL INFORMATION ON THE MANUFACTURER
1.1 Contact information on the manufacturer

- Contact information of the manufacturer including 24 hrs telephone number of the
contact personnel in the case of product defects or recalls.



3. Site Master File® 2 #; 451
1. BLEEE(ITOLNTO—IERIEIER

11 BEEE~NDERICEADLIER
- TIHEOHEANEZS . HIAIXGPSHMX (FithDhIBAHIE D
AT L. D-U-N-S ( Data Universal Numbering
System) &5 (Dun & Bradstreet|Z LU SN S{E I D
A Al & =)

REIXKARH REIIGOGPSIFHRDEFH
T 5B R
SRR L
SERE...0 L. .

DUNS No.:OOOO OOO0O O
EEGEEXHFITES 0000 0000

ATt D Xz Exhibit 1.1-1& L THRMAT %,

DUNS The DataUniversal Numbering System D&B 9
D&B EU/EEA
EEA Site Magter File EU/ EEA
DUNSNe
DUNSNe URL
URL http://www.tsr-net.co.jp/service/database/national/duns_number/
GPS EMA GMP Inspection report — Community format
EMA/INS/GMP/313539/2006 Revl Inspected site(s) GPS
GPS
GPS
GMP
1.

1. GENERAL INFORMATION ON THE MANUFACTURER
1.1 Contact information on the manufacturer

- Identification number of the site as e.g. GPS detalls, or any other geographic
location system, D-U-N-S(Data Universal Numbering System) Number (a unique
identification number provided by Dun & Bradstreet) of the site

11/ 62



12/ 62

3. Site Master File® 2 #; 451
1. BLEEE(ITOLNTO—IERIEIER

12 BFEB/ICEYHFRISNEEEREEFTY
-FTEORHER/EYRTSN BN TR EEF DT
E—% Appendix1~ ; AIEE TH N ILEudraGMP D T —2 R —
AESIHDOZE, HtLEAR AR EEF R EEF R ITLAL
BEIXTDEZFRHEHT H&,

= 28 5 858 2 27 AT S A Exhibit 1.2-1 (Appendix1/2#8)
ELRTT B,

- EBE. EHTRTHIIOVT BN ORHLRES
AT DR 4 B[S £ > TRBE B BA, B
FBRUZ DIMDEE . W& TH/A—L TLVELED
SOmRL LT

EEMBELEEHFAIZEREL. AZFADLETIHIRED
HrBEL TS,

EudraGMP EEA
GMP

http://eudragmp.emea.europa.eu/inspections/displayWelcome.do

GMP

1.2 Authorised pharmaceutical manufacturing activities of the site.

- Copy of the valid manufacturing authorisation issued by the relevant Competent
Authority in Appendix 1; or when applicable, reference to the EudraGMP database.
If the Competent Authority does not issue manufacturing authorizations, this should
be stated.

- Brief description of manufacture, import, export, distribution and other activities as
authorized by the relevant Competent Authorities including foreign authorities with
authorized dosage formg/activities, respectively; where not covered by the
manufacturing authorization;
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3. Site Master File® 2 #; 451
1. BlEEEICTONVTO—BIARIER

1.2 RHBBICKYF RSN -EE LB ETE
— Appendix1 X [FEudraGMP D & X TH/N—I L TUVALY,
TiHZTHRARELTWSEADIELE(Appendix2(Z1) AT
HZ¢&L)

B & f B R ~EExhibit 6.1-1 (Appendix 2(Z#H %) S8,

-FTEDRFI L BICLDBESEBOGMPER!) X BT,
EREEMLI-FIERTHLEOEH/ERESL, Al
155 (L FTDGMPEERAE (Appendix3)DEL ., XIE
EudraGMPDT—A2~X—X M 5| F

GMPZ&EEE!) R MZExhibit 1.2-2 (Appendix 31t X)S 8,

Appendix 2
INN
5
GMP Appendix 3
GMP
1.

1.2 Authorised pharmaceutical manufacturing activities of the site.

- Type of products currently manufactured on-site (list in Appendix 2) where not
covered by Appendix 1 or EudraGMP entry;

- List of GMP inspections of the site within the last 5 years; including dates and
name/country of the Competent Authority having performed the inspection. A copy
of current GMP certificate (Appendix 3) or reference to the EudraGMP database
should be included, if available.
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3. Site Master File® 2 #; 451
1. BlEEEICTONVTO—BIARIER

1.3 T TEHELTWSFD D EE T
-HAHELIE, T TOIEEEREEDE R ;

— AL Fm  REREFHP, #IERMAFIQ (ISO9001)

GMP

1.3 Any other manufacturing activities carried out on the site
- Description of non-pharmaceutical activities on-site, if any.



3. Site Master FileD 2 i {51
2 BIEEEDREIRIDAN AT L
21 RIEEBODREIROANORT L
~HEFRAE TSN TVDMERRDAVI AT LDE
Bt FERALTWSEEDS|AH

ISO9001 (20085 ) ME YR AVR U AT LIZGMPE S &

VRZEGMPOHARSA (ICHQ7)DEREBIBEFMARAH, &
HIZICHQRS,9Z 5B LL TREVRIIR—DAVN RT LE

EUIAH MEIROAVN AT LEBELMBELTLS,

- EHRREREEECMEVATLOHFICEATSIER

FRREEXREAHEREILL, IR UAVMLEL—%F
BLT, MEBYRDAVIN AT LOBRIEE BN T 2EES
BT, F-. RBERINRITR/EIRADAVI AT LI
BRTOVADEN., EERVH#EFENETIIZITHONEESIC
TR 5,

4. GMP

2. QUALITY MANAGEMENT SYSTEM OF THE MANUFACTURER
2.1 The quality management system of the manufacturer

- Brief description of the quality management systems run by the company and
reference to the standards used;

- Responsibilities related to the maintaining of quality system including senior
management;
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3. Site Master File® 52 &/l
2 BIEEEDRBEIRDAVNRT L
21 EEEEDODMEIRDVAINRT LA
—FREEH AW FEIFASN - TIFICKYERSN D FE DR
(DIL\I:IEE E tnlb\ﬂiEé*LT’ W 7 \s E'L\HE.{$O)% *’]-\é E L )

ISO9001 (20084 ki)
FRREER{F H :2010£10A1H
AR OO0, EEMEA - AAA

GMP
4. GMP

2. QUALITY MANAGEMENT SYSTEM OF THE MANUFACTURER
2.1 The quality management system of the manufacturer

- Information of activities for which the site is accredited and certified, including
dates and contents of accreditations, names of accrediting bodies.
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3. Site Master FileD 2 i {51
2. BEEEDREIRAIN AT L

22 XRESOEEHIEFIE

- N\YFIFBEUHEEFHIEFIIEZE T BAuthorised Person
{%ﬁjiﬁed PersonME R EH (0B CITSEEER) DEEH
& aCuh

Qualified PersonlFEREL TLVELVAY, Authorised
Pe_zéio%(jﬁé’lﬂ'é%‘&bfﬂﬂﬁﬂi@ﬁ&%‘%%&ﬁb
\
HAEHIES  EHE TEHRBRVOFULELIIMRE
HMPATORBFRBROFLLL
K178 Ak

-/ Ny FEEBA R U H a7 T F IR D — AR RO EC b
HEHIEENHEORIEZHIEL, KA SHIESh =

OykD#HNHEEND, HEHIEDNDTOA—HZE
Exhibit2.2-1&L THRAHT %,

Qualified Person QP EU 1 QP
QP
QP

EudraLex Volume 4 Part| Chapter 1 Directive 2001/83/EC  Article48,49,51,52

Authorised Person AP QP PIC/ISGMP WHO GMP
AP

PIC/S GUIDE TO GOOD MANUFACTURING PRACTICE FOR MEDICINAL
PRODUCTS PE009-9 WHO Annex 4 Good Manufacturing Practices for pharmaceutical
products. main principles(\WHO Technical Report Series, No. 908, 2003)

GMP
0.

2.2. Release procedure of finished products

- Detailed description of qualification requirements (education and work experience)
of the Authorised Person(s) / Qualified Person(s) responsible for batch certification
and releasing procedures;

- General description of batch certification and releasing procedure;
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3. Site Master FileD 2 i {51
2. BEEEDREIRAIN AT L

2.2 IR E O EHIEFIR
-RIRESORDRE . HEHE R UOIRFEAZDESFIKR
D i Z 17D Authorised Person .~ Qualified PersonD 1% Z||
—#8 #10) Authorised Person .~ Qualified Personh \BHh A5 S
DELRED

Qualified Personl&E%i&E L TL ALY,

Authorised Person|ZfH 39 2B EL THTHIEEZEREL
TWS, HEMHIEE L. HEFERVMEEEGREHER
L. HEDaAEEHEL TS,

HETHIEEIZ1E DH,

AP QP
AP QP

GMP

2.2. Release procedure of finished products

- Role of Authorised Person / Qualified Person in quarantine and release of finished
productsand in assessment of compliance with the Marketing Authorisation;

- The arrangements between Authorised Persons/ Qualified Persons when severa
Authorised Persons/ Qualified Persons are involved;
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3. Site Master FileD 2 i {51
2. BEEEDREIRAIN AT L

22 XRELOEEHIEFIE
- EIHE AR &L TPAT(Process Analytical Technology) R TN~
HANI)TILEZA L)) —ZARNEZINTG AR )Y D1)1) —R %
FEALTWWAMESIH DELIR

PATs ')7)[/9’(.&') U—Z\ /ﬁajlxlj\yglj ')—Zfiﬁéﬁﬁb
TULVELY,

PAT

EMA
Guidelineon Real TimeRelease Testing formerly Guideline on ParametricRelease  Draft

Q&A

ICHQ8R2

GMP

2.2. Release procedure of finished products

- Statement on whether the control strategy employs Process Analytical Technology (PAT) and/or
Real Time Release or Parametric Rel ease;
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3. Site Master FileD 2 i {51
2. BEEEDREIRAIN AT L

23 (HIAEBOSHTEEZENEE
—HISAFI—ONEBERETOTSLDER/MEDE
BITELR

Y ISAFI—UIZE T3R8 MREEDEEREDT LY
FFe. ST TEREEDOEYMEEERETOTS L
FEHTFIBILL TS, ZDHh THRIGEE I EIELR
MR EF BRI HATELRNBEDRERBESE) N
HAHEFMT HEEADH S,

GMP
4. GMP
12.

2.3 Management of suppliers and contractors

- A brief summary of the establishment/knowledge of supply chain and the external
audit program;
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3. Site Master FileD 2 i {51
2. BEEEDREIRAIN AT L

23 e EBOZREZBEDEE
-ZAFE RRASXERVMOEZERM TR EEE
BRREE I T 52 AT LDERGEEE

FIEEIZEDE. EHHOEMDREICEA L7 EEE
AL, EREELGLUICERA A (ERFLIEE M %
RET . BEZTV. HEFEICRTLIHEEE -ME
EENEYTHAHALHLESE . EMBEEERELLT
IEY Do

GMP
4. GMP
12.

2.3 Management of suppliers and contractors

- Brief description of the qualification system of contractors, manufacturers of active
pharmaceutical ingredients (API) and other critical materials suppliers;



3. Site Master File® 52 &1
2. BLEEEDRMBEINRDANNRT L
23 HIEBEOZIAEEDEE
- B L ATSE (Transmitting animal spongiform encephalopathy
mENHBRRBIE) MM UITEET HIEERET 51
HIZRoNSEE

ZELEW (BB RRERBEERLTLEN)

-~ NV HR@EESNTOEWERIGE), EEMIRE
HOANIEEMAMYDNEE/ BESNT-ELNRDONDLH.
XIFFESN DG EICTEASNLIEE

HESh AR AICITBEY G HFAN S, BERBEDRK
AABHITITASFEREZHL TS,

GMP
4. GMP
12.

2.3 Management of suppliers and contractors

- Measures taken to ensure that products manufactured are compliant with TSE
(Transmitting animal spongiform encephalopathy) guidelines.

- Measures adopted where counterfeit/falsified products, bulk products(i.e. unpacked
tablets), active pharmaceutical ingredients or excipients are suspected or identified.
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3. Site Master FileD 2 i {51
2. BEEEDREIRAIN AT L

23 HIAEBEOZITEENEE

- BELAEBRICEALTHEHORE. DI FHXIEFD
iR ZEDFER

~{FRT. ERREZESUEREEEXZE RUONERAEREED
DAL, HAERRFELTCWVARERVMEETEEFHICET
BYTS3AFz—oD70— BEFIRRIZKITS5—RAE
MFHEHOBE. BFEYE DRERTEZ Appendix 4[Z7RY
&

-ERFEREEDEFITOVNTENDOFRAIEZ RO EE
DHREIZDVTOEZELHE21CEFENEIMGE)

NEFREICZFEL TV DHABRRUVEETRIEEL,

GMP
4. GMP
12.

2.3 Management of suppliers and contractors

- Use of outside scientific, analytical or other technical assistance in relation to
manufacture and analysis,

- List of contract manufacturers and laboratories including the addresses and contact
information and flow charts of supply-chains for outsourced manufacturing and
Quality Control activities; e.g. sterilization of primary packaging material for
aseptic processes, testing of starting raw-materials etc, should be presented in
Appendix 4;

- Brief overview of the responsibility sharing between the contract giver and acceptor
with respect to compliance with the Marketing Authorization (where not included
under 2.2).
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3. Site Master FileD 2 i {51
2. BEEEDREIRAIN AT L

24 mE AR TAUE(QRM)
- BUEXREDQRMFAD BRI

HMEOEFPEIR., TRRIZBITAEXRGEBRERRIC
it g 5EEHC, BBDRERBEERT =0,
ICHQIZSEIZTHELI-REBVRIIR DAV AT L
#EAL.ERALTWS,

GMP
4. GMP

2.4 Quality Risk Management (QRM)
- Brief description of QRM methodologies used by the manufacturer;
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3. Site Master FileD 2 i {51
2. BEEEDREIRAIN AT L

24 BV ARIIRT AN (QRM)
~TELANILTITHONSEH O TS TITHONAEEDE
B EHFSOCQRVMOERSEFH RV ERIER, 60D
M F BT 5-IERAT 5QRMU AT LALHRLE S
&

BNV RAIIFDAVMNIREDOHEIZEHDEZTRTDT
OtERERHRELTWNS, FHRBE DEA, RIELE
B, R B REEDETE. CAPAICERZES. &M
DEER-BEICHWLTEHEMT 5,

GMP
4. GMP

2.4 Quality Risk Management (QRM)

- Scope and focus of QRM including brief description of any activities which are
performed at corporatelevel, and those which are performed locally. Any
application of the QRM system to assess continuity of supply should be mentioned;



3. Site Master FileD 2 i {51
2. BEEEDREIRAIN AT L

25 HmmERE

-ERSM TV S FAO @SR

mEMFIIFIROFEET. MEZEICEHMARE. IEE

B RRLEORER. EB/NFA—F—DrL UK EEIC
FomENDEERVMERR(EEF) ITOVLWTREL.

DLEGIGE. RERE. PHEEZTI.

27/ 62

GMP

2.5
2.50

GMP
4. GMP

2.5Pro

duct Quality Reviews

- Brief description of methodologies used
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3. Site Master File® 2 #; 451
3. EBR
—-RBIRVAVMN BERUOMEEEDKRRETRIRA

Az ST ABR[ ERZFEE KR U Qualified PersonZ
S8 1% Appendix 5IZEEE T H &

=1 #A 8% Exhibit 3-1(Appendix 5I12#8%) 2R,
Qualified Personl&E&&EL TL VALY,

~mEIRUAUN HiE MEEE. RERVEEICHEE
TEHERDREEEH

it % B #EExhibit 3-2I12R Y,

GMP

GMP
4. GMP

3. PERSONNEL

- Organisation chart showing the arrangements for quality management, production
and quality control positiong/titles in Appendix 5, including senior management and
Qualified Person(s);

- Number of employees engaged in the quality management, production, quality
control, storage and distribution respectively;



3. Site Master File® s2 &1
Exhibit 3-1(Appendix 5|20 %)

OO&0ROREE

% X X X X

R eas

B
MR X X X X T
TR FER s q = s Tm .
R EEEER BE: X X x X iu‘UEEEEEE%_XXXX
“ & 23 s Tm .
g | 5580 —{ M2l |MEEEEEE xxxx

X X X X =

HE: x x x X
THR
HE: x x x X -

o B R
BE: x x X x SERHE |HEHESE: x x X X
HEEWERY BRI EEEEE X X X X
SEER-EIRAEEEERE THEEBEEE: x x x X

N)F=avEFEE: X X X X
BORREFESE: x x X x
XEGHEFE: X X X X

GMP

GMP

Ste
Ste
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7 3. Site Master File® 2 #; 451
Exhibit 3—-2

HXEH

mEYRUAVMIM: OO4
LERRFT:- OO %

mE EEEM: 004

ZDh: OO4

ait OO% OCOFOAOBRE%E

chemist, biochemist, pharmacist technician
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3. Site M_aster F\i!ed)EEﬁWJ
4. fmE% RUKE

4.1 sk
- TSUNDEELES: TIHORELEYMD YR
BhshiER T, FlZIL, EA. EU, USARIFEE DL REL
TIHENERLGLIEY THEESINSGZE (L. EDTHIGFHITH
DEREEDBICEYEIALNTEHIE, AATEINSN TG
LNER)

OOI(MHhIzfIEL. OO BN EHEIEIZOOOmM?
Thd, TIHEHAIZIE. REOERTI0, HERIRF.
FEHEE. ZREE. AXESMALH S

USAR] T — B ThIZT R TEHARERAM T TH S,
USAR ITREE: 857/ BIT15 %R

EAMFEE. 1S VW/BIE <ILFHE

B MX/CLI5 HRAZIE

GMP

(1)

4, PREMISES AND EQUIPMENT
4.1 Premises

- Short description of plant; size of the site and list of buildings. If the production for
different markets, i.e. for local, EU, USA etc takes place in different buildings on
the site, the buildings should be listed with destined markets identified (if not
identified under 1.1);



32/ 62

3. Site M_aster F\i!ed)EEﬁﬁll
4. fmE% RUKE

41 HE%
-2 —)LEFRRLE-EEXEO:Z4RE X (X520 (32
XM, HAXEIETAE)

K mEZzExhibit 4.1-1&EL THRATT B,

—Appendix6 TR EXB DL A7 O ETO—Fv—bEFIER
TEHCE, ZIITIF. BHED ISR, BEEBEROETS
TLBHETHOERGEFHEZRIEBIZIL, FAE. FTiE.
RE.QAEGE)

FAERFRHERZIZDNT, Exhibit 4.1-2 (Appendix 628
B)ELTHRITT B,

GMP

(1)

4, PREMISES AND EQUIPMENT
4.1 Premises

- Simple plan or description of manufacturing areas with indication of scale
(architectural or engineering drawings are not required);

- Lay outsand flow charts of the production areas (in Appendix 6) showing the room
classification and pressure differentials between adjoining areas and indicating the
production activities (i.e. compounding, filling, storage, packaging, etc.) in the
rooms,;



3. Site Master File® 2 #; 451

Exhibit 4.1-1
HNEXBEDOREm
.« 4
FHERERPY
BHFEERPY
80 i
cTis 100 ni
(GMP)
100 ni FHEE
BT 150 mi
200 ni (GMP) HEEE
BN —K 100 ni
100 m 200 i
10m

GMP
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3. Site Master File® s2 &1
Exhibit 4.1-2 (Appendix 6110 %)
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3. Site M_aster F\i!ed)EEﬁﬁll
4. fmE% RUKE

41 ¥

iy X

SELITEBRRIEDOLAT UL ZETHGEEITEEE-F
E4-RIEMEMELE DEITBEEED-HDIFALZ XIS
[2DOWWTDOLATOREED D,

!
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GMP

(1)

4, PREMISES AND EQUIPMENT
4.1 Premises

- Lay-outs of warehouses and storage areas, with special areas for the storage and
handling of highly toxic, hazardous and sensitising materials indicated, if
applicable;

- Brief description of specific storage conditions if applicable, but not indicated on
the lay-outs,
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3.

Site Master FileD) 52 & {51

4. MeEx K U X1

41.1 INEL, #ﬁ'&—uxlnﬂ/x—rA(HVAcﬂ SWTDE RS
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HEREE (%)

SMEmMUYHL-FTIEZE:
LERHE: /52000 Y
ARE:00°Ccx0°C EBE:00x00%
EZFE:ZEAR+(O00PaklL)
BEamE$: OOmLL L. 7B
LROBHEEBEEHES - HOO0OR)4—>
TINEA—DTB: T EA—RIERDEENOOPaALIL L TEE
ZRBHE-HE: FORDERARICTEEM. HEBEfRER
ELAE

GMP

4. PREMISES AND EQUIPMENT

4.1 Premises

4.1.1 Brief description of heating, ventilation and air conditioning (HVAC) systems

- Principles for defining the air supply, temperature, humidity, pressure differentials
and air change rates, policy of air recirculation (%);




GMP
6.

3. Site M_aster F\i!ed)EEﬁﬁlJ
4. fmE% RUKE

412 }aK AT LDERITELE
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SHBIEIRAKD RERBEKBERR- 51 DEH AR
Yoo ThHE

MMERAKERFIRIEO=>REER
ST DRE

MMERRAKERFIRIEOI=>REER
FAROFIREHAE
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Exhibit 4.1-3(Appendix 7(ZHHX)S HE

2

4, PREMISES AND EQUIPMENT
4.1 Premises

4.1.2 Brief description of water systems

- Quality references of water produced
- Schematic drawings of the systems in Appendix 7
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3. Site Master File® 2 #; 451
Exhibit 4.1-3 (Appendix7[ZfH )

HBAKARTL
7KE 7K
! ﬁﬁ%ﬁig
: NI FE 2SR BN 5% K
5f@ BRFIK FLE R S K
e O
A8 BRAA K | Foexmk

Appendix 6 Schematic drawings of water systems
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3. Site M_aster F\i!ed)EEﬁWJ
4. fmE% RUKE
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GMP

4, PREMISES AND EQUIPMENT
4.1 Premises

4.1.3. Brief description of other relevant utilities, such as steam, compressed air, nitrogen,
etc.
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3. Site Master File® 2 #; 451

4. MR R UER{E
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421 Appendix8IHFESN-EERMEZSUEEEBRUY
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Exhibit 4.2-1 (Appendix S8IZABL) (Rt E—ER) RV
Exhibit 4.2-2 (Appendix 8IZ#E ) (s —ER)SHE

GMP

(1)

4.2 Equipment

4.2.1 Listing of major production and control laboratory equipment with critical pieces of
equipment identified should be provided in Appendix 8.



3. Site Master File® s2 &1
Exhibit 4.2-1 (Appendix 8I1ZfH %)
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3. Site Master File® s2 &1
Exhibit 4.2-2 (Appendix 8I1ZfH %)
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4. mER RUEE
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GMP

4.2 Equipment
4.2.2 Cleaning and sanitation

- Brief description of cleaning and sanitation methods of product contact surfaces
(i.e. manual cleaning, automatic Clean-in-Place, etc).
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3. Site M_aster F\i!ed)EEﬁWJ
4. fmE% RUKE
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DCS Digtribute Control System

HP

GMP

2

4.2 Equipment
4.2.3 GMP critical computerised systems

- Description of GMP critical computerised systems (excluding equipment specific
Programmable Logic Controllers (PLCs)
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5. X&

- XEVAT LDEEH (FIZILEFEK. F)

EXXEZER>ITARTHFTHS. XEEEVATLDD
A—X%Exhibit 5-1127R 9,

- XEPEHENTIHHVRERXIIXEL FEALTWS
HoEELEZEMERT—2(PHARMACOVIGILANCE
DATAZE L)) SN TWAIGE  XE TLEDIA(TD
AR ARELTWAIBREIENANOXEEFEINT S
DB FFE

IXEEREVREFIEE NI RTIHRNTR

GMP
4. GMP

5. DOCUMENTATION
- Description of documentation system (i.e. electronic, manual);
- When documents and records are stored or archived off-site (including

pharmacovigilance data, when applicable): List of types of documents/records;

Name and address of storage site and an estimate of time required retrieving
documents from the off-site archive.
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3. Site Master File® 2 #; 451
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3. Site Master File® 2 #; 451
6. &

6.1 HEDEAT
(Appendix1ZET=IdAppendix2DSEBMNTES)
~HESNSE LD EA(T

Exhibit 6.1-1Z 88

- TG TEESNAEREEYMAEZER D) X

e AR ML L, ERAILEXDibit 6.1-15 8

- T TRIESN ST R TOERABRAARE MP) DUR
b SIBEA ER LRSI AR R
8 ik

B PR AR ER AR BREE (IMP) [FELEL TLVELY

SiteMaster File GMP

GMP
Exhibit 6.1-1

GMP
1
6.

D

6. PRODUCTION
6.1. Type of products
- Type of products manufactured including

list of dosage forms of both human and veterinary products which are manufactured on the
sitelist of dosage forms of investigational medicinal products (IMP) manufactured for any
clinical trialson the site, and when different from the commercial manufacturing,
information of production areas and personnel

47/ 62



48/ 62

3. Site Master File® 2 #; 451
6. &

6.1 BEDAAT
- TWHEH-EEVE (SEEETERY ./ XITRX
{E1E) DER R

Exhibit 6.1-1Z 88
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Exhibit 6.1-1Z 88
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GMP
1
6.

D

6. PRODUCTION
6.1. Type of products

- Toxic or hazardous substances handled (e.g. with high pharmacol ogical activity and/or with
sensitising properties);

- Product types manufactured in a dedicated facility or on a campaign basis, if applicable;

- Process Analytical Technology (PAT) applications, if applicable: general statement of the relevant
technol ogy, and associated computerized systems;
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Exhibit 6.1-1 (Appendix2[ZFH )
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3. Site Master File® 2 #; 451
6. &

6.2 7OtER/N\)F—3>
-JAtvRN\YT—23 DB FEIZTOVNTOE R
Bl

FRITOERIZDOVNTIEBEIZIGCTNABR D 10ZIEEDRE T/ 1Oy
BETWI)TAHILRTYTDME . EBEDRTEETI AEEERFT
. 3IN\YFDEEENYT—2a0F TR EBEOZ L EREREIT,
TOERZEFICELTIZEEEERFACAIY, RAVNRERSN\YF, LETH
NIEEREEN)T—2 3 3N\ FTAEZHMT S,
HE-ETERCTAEEEEDAREERFD, ERLEL—TEBET S,

-BINI. BLEDAE

FEERITOVTFIEICEIEENI. BLE  EEOLTIHADA
ETUETD RE- T TRETREETERETEDAREZED,

Site Master File

GMP
1.

(1)

6.2 Process validation
- Brief description of general policy for process validation;
- Policy for reprocessing or reworking;
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3. Site Master File® 2 #; 451
6. &

6.3 R EEEEE
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Exhibit 6.3-1, Exhibit 6.3-2Z88
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Exhibit 6.3-1, Exhibit 6.3-25 &
FEEFERARVTESHGE. TESORTZITV. [F
BERE T Do

GMP
4. GMP

6.3 Material management and warehousing

- Arrangements for the handling of starting materials, packaging materials, bulk and
finished productsincluding sampling, quarantine, release and storage

- Arrangements for the handling of rejected materials and products
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3. Site Master FileD 2 i {51
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3. Site Master FileD 2 i {51
7. mBEIE(QC)
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Quality Control( )

GMP
6.

(1)

7. QUALITY CONTROL (QC)

- Description of the Quality Control activities carried out on the site in terms of
physical, chemical, and microbiological and biological testing.
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8. . BIEF. MRAFERUEYR

8.1 fLBA(REXREDEEHLHET)

-HWRDTEHNSHASNDEDLHE (FERFL RS
BiGE . WAEHTIMEGERE) RUDEDFEH

(EU/EEA, 7 A D75 E)
HRERN., 7A)ODDOEEREEEEFICRFLLTIRM
SNTLVS,

“INTNORE, ZRENERRDZBABEALT
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EREEECHERT 5.
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ik, PIZ FREE=F)T REEE

HBETRZRE ., F@IL—k OREICERLERICEHE R DR

EE=R)JELTEEAEOBYMZHEZEL TS,

GMP
4. GMP

8. DISTRIBUTION, COMPLAINTS, PRODUCT DEFECTS AND RECALLS
8.1 Distribution (to the part under the responsibility of the manufacturer)

- Types (wholesale licence holders, manufacturing licence holders, etc) and locations
(EU/EEA, USA, etc) of the companies to which theproducts are shipped from the
Ste;

- Description of the system used to verify that each customer / recipient is legally
entitled to receive medicinal productsfrom the manufacturer

- Brief description of the system to ensure appropriate environmental conditions
during trangit, e.g. temperature monitoring/ control;
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3. Site Master File® 2 #; 451
i 8.
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GMP
4. GMP

8. DISTRIBUTION, COMPLAINTS, PRODUCT DEFECTS AND RECALLS

8.1 Distribution

(to the part under the responsibility of the manufacturer)

- Arrangements for product distribution and methods by which product traceability

IS maintained;
- Measures taken

to prevent manufacturers’ productsto fall in theillegal supply chain.
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3. Site Master File® 2 #; 451
8. . BIEF. MRAFERUEYR
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GMP
4. GMP

8.2 Complaints, product defects and recalls
- Brief description of the system for handling complains, product defects and recalls
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3. Site Master File® s2 &1
Exhibit 8.2—1
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3. Site Master FileD 2 i {51
9. B HI&
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GMP
4. GMP

9. SELF INSPECTIONS

- Short description of the self inspection system with focus on criteria used for
selection of the areas to be covered during planned inspections, practical arrangements
and follow-up activities
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3. Site Master File® 2 #; 451
Exhibit 9—1
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Site Master File Site
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