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[2011.01 FDA (Guidance for Industry,
Process Validation: General Principles
and Practices) 2. & g

54 7

e For purposes of this guidance, process validation is defined as
the collection and evaluation of data, from the process design stage
through commercial production, which establishes scientific
evidence that a process is capable of consistently delivering quality
product.

e Process validation involves a series of activities taking place over
the lifecycle of the product and process. This guidance describes
process validation activities in three stages.

e Stage 1 — Process Design: The commercial manufacturing process
is defined during this stage based on knowledge gained through
development and scale-up activities.

e Stage 2 — Process Qualification: During this stage, the process
design is evaluated to determine if the process is capable of

_ reproducible commercial manufacturing.

e Stage 3 — Continued Process Verification: Ongoing assurance is
gained during routine production that the process remains in a
state of control.
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Stage 1 — Process Design

Process design is the activity of defining the

commercial manufacturing process that will be

reflected in planned master production and

control records. The goal of this stage is to

design a process suitable for routine commercial

manufacturing that can consistently deliver a

product that meets its quality attributes.

1. Building and Capturing Process Knowledge
and Understanding

2. Establishing a Strategy for Process Control

i
Stage 2 — Process Qualification

1. Design of a Facility and Qualification of
Utilities and Equipment

2. Process Performance Qualification

3. PPQ Protocol

4. PPQ Protocol Execution and Report
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Mz »x(Prospective Validation) :

o

oL I,
§f§_)§_& A om AR 2 F‘ij"ﬁ’% 3R
(DATA & 1 37Y a5 F2 A& °
(2)m3j A &r e (¢ #iw\ﬁ B ‘@15;%};—% RS

K WREAEFEEA TR EE AR EFRA R ETHY
Y
A

ov ;#4 Fx sz (Retrospective Validation)

H-#Fzzd&mns > JI* gl g~ RIS 4R L ik
P ¥ B AE o Atz WRsms o W ALt A
o2 40 M By T 2 o

o3 i7 M+ rx»x(Concurrent Validation) :
H-PRLAEA S BRFRLAL RN FE S ol
2= 3 A KT IR flARA AT
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o rr?»x(Revalidation) :
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TR
(IR R S B L R
FEPT o
PACET W R FE A g A LA 0 @ R RAREL A 4T RF

2. % B 7 e
FeiE 7 T | orEax o

ofz?»x3t 3 2 (Validation Protocol) :
P ddeir R AR S0 RS 0 R F e dRS MRlE s dpth 0 A
BE 42 AKE BRI B TIRE o

o5 £ # m(Worst Case) :
ShoERBARNE L e iE i ¢ RBAERE B F EE
MARILIEE > R AT B TR P B sl Al A R Bend o2 i

32

O

@PDA) +THRIZEEF T T B

S-16



100TPDA04012-S

100TPDA04012-S

Thank You !

33

FERIZESE R T W

S-17



—————— e e —— —

% A

;}&\ /r!:l:. | HGER
TR REEE &

M B MhE ¢ 10341 & 46 W B HT365E
1% H 1 02-27877178
BMEBEAREE HWET 02-27877131

11561 EF #4154 chiwen@fda.gov.tw
LT BB E LG 161-23%

ZXH CAFRLEMTELRGTES

EXBH Y ERBEI004£5828

B FE D BRAFE H1001100562%%

$ A

FERBEMESIRERR

F4k  SMEH 4509 TR 165

IS5 KB EAZE T " H B 1 g K KB HSite Master File
SMBE)EERA | BT (M) > FimE & 8
Fafg o

R

— Rk TEHBEEERENE AL ETHRMRAITEE
WESREN > BETREHE " ALK EHSite Master
File(SMF) ; (A F#SMF) - 4 X F4& M & it s
B FBBZREMBN -

S AR ALEITRB TR ARKEH > AZ N ENE
LARER B EHIIECHAI0B S EMSFF £91096475 F >
NHSMFE H 2 X RANBEEEZLLHER -

Z s AR ZSMEY SURA - 444 BPIC/S@a 847201141 A
18 2% 2 TEXPLANATORY NOTES FOR
PHARMACEUTICAL MANUFACTURERS ON THE
PREPARATION OF A SITE MASTER FILE |, (PE008-4) %y
Fmm o TEMHESERARIFAER Rz AHEEX -

W~ EAeLMEE ) REENHEESMEFR A > AP 34

F—R (X=27)




BAXER  EFTREFHRAE X EHE RPN ZSMF - k

R PIC/S A a A EMG » AEBMRESBFTENELAA

i 4o o
EACENEUBIERENY  THERAVSHRAW G PHERRLABH4 -+

PREMFENEERATG e  TERAGBEREHERNELXEG - §LTEER

BYUYRENE %ﬁ@@ﬁq

=l T 8 M

#=—R (#=8)



Bl % 1 fy 28 » T Site Master File
(SMF) % & #p

EXPLANATORY NOTES FOR PHARMACEUTICAL
MANUFACTURERS ON THE PREPARATION OF A
SITE MASTER FILE
PE008-4 1 Annex (1 January 2011)

7 B
? EX R 100 £ 4 7

11



B

PR EPUEEH 2P D BRERPRI AF ST RREE
R F RS T3 gk & FKSite Master File (SMF) ( T AR
SMF) » it AR T 2Bk ATED > FFEEL Rz BATRR - 11T ¢
ZRPIBELEP o AFREL GRSk Y WOLEG 10p N ERPT S
9109647530 = # @ % T 1 Fo 3k » 7 42 Site Master File (SMF) | 2 3P & X
Broit th LAk TR 2 PR1993# PIC/S“L.:%‘ 2 # 2. T EXPLANATORY NOTES FOR
PHARMACEUTICAL MANUFACTURERS ON THE PREPARATION OF A
SITE MASTER FILE | #s:%m = o 3% % ]‘; %2011 #1% 1p =% 3752 SMF »
JBAH G MSTR G ERARZAMME £ A% B ARITEA D SMF
BWHRP PR o

SMFR % B8 RN &30 > 23 ¥ i 74236 25 3| 30 | (g ¥
o) ALHEYE AR SR RBE S N B R A S ¥
Hogd g s Ad GRS B 7 e H7 o 2 TR A R TR EIR
RN ST E R MY Beh- 3 B ERFEAKR  FPP P2
AP FHRTHEEFRUFEZY 25 AR -

SMF & % Auh 2 & F L Res 2 L0 FE R L BT FRP T
HEAme 2z Bt AIFE S blde ! B ¢ LITERF > PIETRHEZTE o
¥oo RPN F AT Al BB T o B2 23 5 %
AR WSk ERMER £ 6 EE

AFEPPF Y EHRS SRR WEFL RURREATRRSWUE R
2 SMF = % » PIC/S fmih % § L 470 » & % 7n e £ WEps {475 2%
Fioo

21



IRABFTHPF

(CONTENT OF SITE MASTER FILE)

1o Rk~ T

(GENERAL INFORMATION ON THE MANUFACTURER)

11 s o iof

1.1 Contact information on the manufacturer

- %ﬂl‘é}& r'%d-l‘ }\‘f‘;hﬁ;

- Name and official address of the
manufacturer;

IREFE R REN EEAE
H =2 =

B

4 A

- Names and street addresses of the site,
buildings and production units located on
the site;

- %7 A SRR v TR B/ RaBi % | - Contact information of the manufacturer
T s AETE AR 24 PReNE T including 24 hrs  telephone number of
= the contact personnel in the case of

product defects or recalls;

- 1 2 @ Eg 0 4o GPS (}_ k¥ % 5) | - ldentification number of the site as e.g.
e E“ fi [ AR LA S R GPS details or any other geographic

- I REFH - location system.

- Certification number of the site.
1.2 1 fiebbz E g iry 1.2 Authorised pharmaceutical

manufacturing activities of the site

L AR B D v Aol
P EBFTRAE L BB ALY
WigFv pF o P

- Copy of the valid manufacturing
authorisation issued by the relevant
Competent Authority in Appendix 1. If
the Competent Authority does not issue
manufacturing authorisations, this
should be stated;

A~ QagsFv i d ApREd 48
%(éﬁ@ﬂ%@)#ﬁfﬁﬁ%ﬂ
DTN RIS IR FE
EP S

- Brief description of manufacture,
import, export, distribution and other
activities as authorised by the relevant
Competent Authorities including foreign
authorities with authorised dosage
forms/activities, respectively; where not
covered by the manufacturing
authorisation;

+

B
g

*

|

AT EF R 1 kA

(Gt it 2)

_q
.:l:

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

FIEL R diT 5 &P % GMP £ 4 2
FHE e P WA NFEEL DM

- List of GMP inspections of the site
within the last 5 years; including dates

3




~3

LR R ¥ GMP P R
%?uﬁ i+ 3 °

and name/country of the Competent
Authority having performed the
inspection. A copy of current GMP
certificate (Appendix 3) should be
included, if available.

1.3

Rl B2 gigiv ¥

1.3 Any other manufacturing activities
carried out on the site

-

|4
&2

:_‘\\
o

o it E R 2E

- Description of non-pharmaceutical
activities on-site, if any.

2. W Rz

-
&AL

R

(QUALITY MANAGEMENT SYSTEM OF THE MANUFACTURER)

21 W &L ks 2.1 The quality management system of the
manufacturer
- BESFPEIF R 2 - Brief description of the quality
AT SR 2 R management systems run by the
company and reference to the standards
used;
- 7 MBS R M B F P 0 ¢ | - Responsibilities related to the
AR ES S maintaining of quality system including
senior management;
- RUMAGRT 2 GRE T E 2 o 2 4533 | - Information of activities for which the
WP B EPNFE o R RERE LR site is accredited and certified, including
dates and contents of accreditations,
names of accrediting bodies.
22 B ¥ A F2RFRE 2.2 Release procedure of finished products
- PR T AP TR ERRE R - Detailed description of qualification
EAR/IERABZFRER (T F requirements (education and work
BB ITER); experience) of the Authorised Person(s) /

Qualified Person(s) responsible for batch
certification and releasing procedures;

FAE P R R AR

- General description of batch certification
and releasing procedure;

BB A S FRE T R TR AT
BELDGT O RER A RIE R

i

=34

- Role of Authorised Person / Qualified
Person in quarantine and release of

it iE ; finished products and in assessment of
compliance with the Marketing
Authorisation;
- FRMG P EREA RIERAR - The arrangements between Authorised

4/11




Persons / Qualified Persons when several
Authorised Persons / Qualified Persons
are involved;

AP E e AT R RARA T H

- Statement on whether the control

(PAT) 2 [ W pac {7 8% S8 (7 o strategy employs Process Analytical
Technology (PAT) and/or Real Time
Release or Parametric Release.
23 ERPEENPLER 2.3 Management of suppliers and
contractors
- MR R AR R k2 2T 0 | - Abrief summary of the

R A

establishment/knowledge of supply
chain and the external audit program;

Wit e 9% - RE#E (AP) it 4

f
0 8 BAEIE R T 2 R

% L .
-3
PRI

|

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

SR RTHE L AR £ TSE (B AP
B 40 s 4k m}?“r}) ;}Fl 7l ”"I‘%B"\#ﬁ 5,

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

’*W}\%i FEE A
g R 2 4xAl) ~ Rt

2 [:3 1?;1;71;}% 35 ;

S LR (ed R
¢ PR A F AR

e
o
s

- Measures adopted where
counterfeit/falsified products, bulk
products (i.e. unpacked tablets), active
pharmaceutical ingredients or excipients
are suspected or identified,;

i Rt R R R Rl TR S - SN Ui
B s He A 3RS

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

ey
}@/iérﬂ,,. ﬁ;_b’%‘] » Bl

B e AR
ﬁ\aw@#aﬁﬁi’%iﬂﬁ#&
AT HFiE4 5

PN

- 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. sterilisation of primary
packaging material for aseptic processes,
testing of starting raw materials etc,
should be presented in Appendix 4;

iy
(3
Tl
®
Bl
3%
i
Tl
®
Bl
o3
F_‘-
W

) -
-l

- Brief overview of the responsibility

5/11




2

FATE B A EOTE (AR & sharing between the contract giver and
2.2 ¢ RRip) e acceptor with respect to compliance with
the Marketing Authorisation (where not
included under 2.2).
24 SFh G 2.4 Quality Risk Management (QRM)
- HERBFEFTR Y AR TR G E L - Brief description of QRM methodologies
= ok

e

used by the manufacturer;

- SR E R FRE LR ¢ R
4 A 2\5%&‘%} A G IR B

TR F TR T o B E SR

-“/

é'*?

- Scope and focus of QRM including brief
description of any activities which are
performed at corporate level, and those

BRI R 0 3R RS which are performed locally. Any
R o application of the QRM system to assess
continuity of supply should be
mentioned.
25 A & & F st 2.5 Product Quality Reviews

- Brief description of methodologies used.

3. * ¥ (PERSONNEL)

- R EFEE 2R BRI - Organisation chart showing the
PR SR R Y 25 ¢ 1R FEF arrangements for quality management,
PR E?&‘»#ﬁé ARIERAR production and quality control

positions/titles in Appendix 5, including
senior management and Authorised
Person(s) / Qualified Person(s);
- AHEE ST EE A A FF g4~ | - Number of employees engaged in the
pREE EH R 1 Ao quality management, production, quality
control, storage and distribution
respectively.
4. R %% % X % (PREMISES AND EQUIPMENT)
4.1 B> 3%K* 4.1 Premises

- BHEIR s RERFZRHFE LHZEA | - Short description of plant; size of the site

Pl -F2 A FEREHI R FZ and list of buildings. If the production

‘]L\m B RN A FF’L‘*-%«#‘*JL 7 )4
FHEEP R 1[9\?]; ) EJ@;IJ:"
Pt A2 o 3 (Fh 1158

)

for different markets, i.e. for local, EU,
USA, etc. takes place in different
buildings on the site, the buildings

bl & PE) should be listed with destined markets
identified (if not identified under 1.1);
- BRA T R 2 Wi R endy i - Simple plan or description of

(‘4 4’?%’1@] 1 A2 H]) ;

manufacturing areas with indication of

6/11




scale (architectural or engineering
drawings are not required);

-2 AREZREZER (L5E 6) - Lay outs and flow charts of the
Bt 2 s FanfER A BERITRE production areas (in Appendix 6)
FRA o TR S P2 FER P (K] showing the room classification and
WA~ B R 7 KRS pressure differentials between adjoining

areas and indicating the production
activities (i.e. compounding, filling,
storage, packaging, etc.) in the rooms;

- AREREGREZfRE 4o B E 'H ~ | - Lay-outs of warehouses and storage
BE M R R AR iR areas, with special areas for the storage
O R R B and handling of highly toxic, hazardous

and sensitizing materials indicated, if
applicable;

- FAm T e B 1R B RIUR | - Brief description of specific storage
HEFzapEmigi o conditions if applicable, but not

indicated on the lay-outs.
411 @#Eza (HVAC) kit 4.1.1 Brief description of heating,
ventilation and air conditioning
(HVAC) systems
- Mz s ERERECRBRE CBRZL -3 | - Principles for defining the air supply,

FBEZFEBARSY (%) R T
B e

temperature, humidity, pressure
differentials and air change rates, policy
of air recirculation (%).

412 bk ks

4.1.2 Brief description of water systems

AR RehS 5y ki o

- Quality references of water produced;

T Rk B2 Bl e

- Schematic drawings of the systems in
Appendix 7.

413 @t H s 4phE % E2E > Bl4o T ~ |4.1.3. Brief description of other relevant
Fﬁﬁﬁ}‘; FoFFF utilities, such as steam, compressed
air, N2, etc.
4.2 &k % 4.2 Equipment
421 %% 8 #‘i ki &2 AB&EEFE%E |4.2.1 Listing of major production and
Wz H o T AR I Rt control laboratory equipment with
ER L critical pieces of equipment identified
should be provided in Appendix 8
422 FRE w2 4.2.2 Cleaning and sanitation
- A S RO Loe 2 - Brief description of cleaning and

7M1




B g2 i (blde s 21 5% p
Bgs iR E) .

sanitation methods of product contact
surfaces (i.e. manual cleaning, automatic
Clean-in-Place, etc).

423 GMP ta B2 T 5 it i i

4.2.3 GMP critical computerised systems

- $5 i 22 GMP ﬁi#ﬁ?ﬁéa?%f“ s
CEBE LR Xi2id )
(PLCs) % ) -

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

5. < i (DOCUMENTATION)

.
S KA

-t 2 (Bl BF 2 2

«\bfi);

- Description of documentation system
(i.e. electronic, manual);

- YRR s (PREQGEESFT
EARECR) TREEE S AR S
M3z e PlE B2 AR H B2 LA

,l:{?fqbl»_’ R I‘;'»‘:z ,{k[gil-ﬁxfjh'\? ]_J_'?:Li-ﬁ'%
2_PER o

- 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.

6. # 2 (PRODUCTION)

6.1 252 #F73] (¥ %% 'qi* 1 &i* 2) 1 |6.1. Type of products (references to
Appendix 1 or 2 can be made):
- TR A S22 A 0 A - Type of products manufactured

including;

N B2 A v A B
/FE:

* list of dosage forms of both human and
veterinary products which are
manufactured on the site;

* R AT TR TR T g
F5 (IMP) 2 #4# 5 » 4 2 flg s
gt A R A bR AR 7§h§g—TﬁA
R T SE3E A | aof

* list of dosage forms of investigational
medicinal products (IMP) manufactured
for any clinical trials on the site, and
when different from the commercial

B manufacturing, information of
production areas and personnel,

-EF AP ET RS T2 IS 2 - Toxic or hazardous substances handled
(blde > & 3 BILEM 2 [0 L RAgi2 (e.g. with high pharmacological activity
FHE) and/or with sensitising properties);

- F gr PR UPFER L A LA - Product types manufactured in a
e Vet lag 2 A Al RIS dedicated facility or on a campaign




Fp

basis, if applicable;

- EE e s 4o (PAT): B fxit 2

AR BT R i B2 7 g kAo

- Process Analytical Technology (PAT)
applications, if applicable: general
statement of the relevant technology, and
associated computerized systems.

6.2 #ferrrc

6.2 Process validation

- o fWARFE 2 -

- Brief description of general policy for
process validation;

-'é‘}%@lm _ﬁécW?ﬁ\ﬂXo

- Policy for reprocessing or reworking.

63@##?ﬁ5§@

6.3 Material management and warehousing

- R R
B SAIL T

(- RE

Fa e

FAER R S FEk

KA FE BB

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

- BT RiALZ

- Arrangements for the handling of
rejected materials and products.

7. 5% %4 (QUALITY CONTROL)

- R
1 8 sk

LA SN geak (- A
G T R

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

8. M Vi ANBRE L
(DISTRIBUTION, COMPLAINTS, PRO

DUCT DEFECTS AND RECALLYS)

B4 (RS 5 o )

8.1 Distribution (to the part under the
responsibility of the manufacturer)

AR RS ] RE R
£oR T £ < aem
PR AR ﬂ ) s

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

- R Rk Siengg it > ERILE - E 2

- Description of the system used to verify

By il iyl that each customer / recipient is legally

2 entitled to receive medicinal products
from the manufacturer;

- B AFEP TRy R RS - Brief description of the system to

-k

2N

B bldeo BRERIFE

ensure appropriate environmental
conditions during transit, e.g. temperature

9/




monitoring/ control;

- AFEH TP BIF A ST ARG R - Arrangements for product distribution
S EIIPE and methods by which product
traceability is maintained;
- PR L ARG N R - Measures taken to prevent
ETgR B gy 3 o manufacturers’ products to fall in the
illegal supply chain.
82 Y ¥ A&FBERE T 8.2 Complaints, product defects and
recalls
- B agRY R A FIBORE W Ten - Brief description of the system for
Lo handling complains, product defects and
recalls.

9. p 2 %+ (SELF INSPECTIONS)

- A AHP s T -E B AT | - Short description of the self inspection
AP ERAPFEROE SRR F I system with focus on criteria used for
SE-E R SoRCRCH I selection of the areas to be covered

during planned inspections, practical

arrangements and follow-up activities.

10/11




Mt

i 1

ey Bl T B A

Appendix 1  Copy of valid manufacturing
authorization.

22 W HA2Z FE > # Ferr RALE | Appendix 2 List of dosage forms
2 INN- 2 fe - B 24 (F 7 manufactured including the INN-names or
pF) o common name (as available) of active

pharmaceutical ingredients (API) used.
it 3 s phGMPEM TR A o Appendix 3 Copy of valid GMP
Certificate.

4 4 (X)) WUE FHFEF%F 2 | Appendix 4 List of contract manufacturers
o o 3pd an ~m%> 54 u 2 | and laboratories including the addresses and
£ () =T E B R4a2 042 | contact information, and flow-charts of the
b - supply chains for these outsourced

activities.

HES R Appendix 5 Organisational charts.

Wit 6 A AHRMERFIEI IR AR | Appendix 6  Lay outs of production areas
£ - A &3] (B1A)) @%@ i | including material and personnel flows,
EiLALE - general flow charts of manufacturing

processes of each product type (dosage
form).

T Rk SRT e Appendix 7 Schematic drawings of water

systems.

E8 AkehZ AXFHREXAGHE - | Appendix 8 List of major production and

laboratory equipment.

11/11
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