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- % ##5% %% (PHARMACEUTICAL QUALITY SYSTEM)

R Bl (PRINCIPLE)

Qv i f AL F SR Bk The holder of a Manufacturing

ER oo i) ?;’** o REERHFT Authorisation must manufacture

NP AR ERTY (EYFF) Mg o medicinal products so as to ensure that

2 gd wHE }_'kt N U e ed g they are fit for their intended use,
PR/ AP E G o AR RL comply with the requirements of the
EHAFRERFFE D FE P Marketing Authorisation or Clinical
é% 2 55 r Rz~ B o>z aF Trial Authorisation, as appropriate, and
ZERBFEGHF L EfoFE - A F do not place patients at risk due to

FESZETIE R 20 RFEL inadequate safety, quality or efficacy.

FER e B o 3% s E iR The attainment of this quality objective

TEHBFRFEE TR G ERE D s is the responsibility of senior

@it T EpH vk o WEEE L D management and requires the

TR IR REFREREESDLR > Y participation and commitment by staff in

A Y Kl KA EEE o | many different departments and at all

BT AR F 2R TG A levels within the company, by the

EEEe company’s suppliers and by its

distributors. To achieve this quality
objective reliably there must be a
comprehensively designed and correctly
implemented Pharmaceutical Quality
System incorporating Good
Manufacturing Practice and Quality
Risk Management. It should be fully
documented and its effectiveness
monitored. All parts of the
Pharmaceutical Quality System should
be adequately resourced with competent
personnel, and suitable and sufficient
premises, equipment and facilities.
There are additional legal
responsibilities for the holder of the
Manufacturing Authorisation and for the
Authorised Person(s).
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ek ML AT Mo hAg Y
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FRdAr L ARPERE

The basic concepts of Quality
Management, Good Manufacturing
Practice (GMP) and Quality Risk
Management are inter-related. They are
described here in order to emphasise
their relationships and their fundamental
importance to the production and
control of medicinal products.

WESF 0 ' (PHARMACEUTICAL QUALITY SYSTEM 1)

PR RORE 2 AR e WERT R
G e TRBERA Lt — @ AR R
ICHQIO #¥35— 5k » 5 7 AFehp ch> L %
MEFETARGLT I3 Hno

! National requirements require to establish
and implement an effective pharmaceutical
quality assurance system. The term
Pharmaceutical Quality System is used in
this chapter in the interests of consistency
with ICH Q10 terminology. For the
purposes of this chapter these terms can be
considered interchangeable.

11

SRR - BRLPE o AP A
FHBSE B REPE ST D973 %
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Quality Management is a wide-ranging
concept, which covers all matters, which
individually or collectively influence the
quality of a product. It is the sum total
of the organised arrangements made
with the objective of ensuring that
medicinal products are of the quality
required for their intended use. Quality
Management therefore incorporates
Good Manufacturing Practice.




12 GMP i * »rjF 3 * %—Zr‘% ¥l ~ BAF| 1.2 GMP applies to the lifecycle stages from
A FEUG A SN s S the manufacture of investigational
Feg o 2§ 4ok ICH QlO A R | medicinal products, technology transfer,
BRE AT N P UERF L &Y commercial manufacturing through to
B B "i—?i E i%'ﬁ SIE P o e product discontinuation. However the
g GEpIATEFFer L 0 $ 2 5 1 A Pharmaceutical Quality System can
3 FERIRE E‘ﬁ m#* ko extend to the pharmaceutical

development lifecycle stage as described
in ICH Q10, which while optional,
should facilitate innovation and
continual improvement and strengthen
the link between pharmaceutical
development and manufacturing
activities.

13 FEHFAOPWEBRGT AN :e®G a0 | 1.3 The size and complexity of the
GRRPE S R R o P LB A e o company’s activities should be taken
AR R F IR E R into consideration when developing a
Pl & 234 1 Benig® A o 8228 & new Pharmaceutical Quality System or
KRR E ke A nFrafd a e modifying an existing one. The design
Koo BB L - o R F STk of the system should incorporate
Sy sxlhid F AW EH TR B Y appropriate risk management principles
ECALEN including the use of appropriate tools.

While some aspects of the system can
be company-wide and others
site-specific, the effectiveness of the
system is normally demonstrated at the
site level.

14 §EBRWUGHWUFRT L pm®T |14 APharmaceutical Quality System
-] appropriate for the manufacture of

medicinal products should ensure that:
() é_ TR ORESd R R R (i)  Product realisation is achieved by

7 aiFe a‘f Herigz kit designing, planning,
XM RFHEFH AL T RE & implementing, maintaining and
Fhlboi & continuously improving a system

that allows the consistent delivery

of products with appropriate

quality attributes;
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(i) AFedfeeaid &y (i) Product and process knowledge is
FREE A gE managed throughout all lifecycle
stages;
(i) 22K 2FF AR YRE (iii) Medicinal products are designed
LR R R and developed in a way that takes
account of the requirements of
Good Manufacturing Practice;
(iv) 2AfcE 4l FE R 7R T & (iv) Production and control operations
R R are clearly specified and Good
Manufacturing Practice adopted;
(V) FRFERS FER T (v) Managerial responsibilities are
clearly specified;
(Vi) 5 EFEz Rl iRl (vi) Arrangements are made for the
BoBRBERY  BRFRER S manufacture, supply and use of
ER MR G RERLA R P FRALK the correct starting and packaging
PEPANERETEFIE materials, the selection and
monitoring of suppliers and for
verifying that each delivery is
from the approved supply chain;
(vii) & # A > FERL By (vii) Processes are in place to assure
ELIgN the management of outsourced
activities;
(viii) S5d B2 @& * 5 »eenE P8 g (viii) A state of control is established
ook s glAria g ;:i & and maintained by developing and
b =R 1k gl o T using effective monitoring and
control systems for process
performance and product quality;
(iX) =272 LB ar (ix) The results of product and
¥ A &8 AT RS TR processes monitoring are taken
BApRETE o ML A R A into account in batch release, in
ER=)= I S the investigation of deviations,
and, with a view to taking
preventive action to avoid
potential deviations occurring in
the future;
(X) 2EH&/EFE DTG LR E (x)  All necessary controls on

#lomzzwd @ WAee F 48

e HF

intermediate products, and any
other in-process controls and
validations are carried out;




(xi) Jgd i EMGFEARE A SR
B2 BT o % AR

EAN

(xi) Continual improvement is
facilitated through the
implementation of quality
improvements appropriate to the
current level of process and
product knowledge;

(Xi)) 4 it RdmendFeia (2
P ) R L L g i

FEAFwWOPE By D

a

(xii) Arrangements are in place for the
prospective evaluation of planned
changes and their approval prior
to implementation taking into
account regulatory notification
and approval where required;

(Xiil) xR { FW¥2LisE7FE >
FRRE A ST X HASS
By 2Ap e LR

(xiii) After implementation of any
change, an evaluation is
undertaken to confirm the quality
objectives were achieved and that
there was no unintended
deleterious impact on product
quality;

(Xiv) Bl ~ Fitehd Sk kg i i
AR FA AT o

(xiv) An appropriate level of root cause
analysis should be applied during
the investigation of deviations,
suspected product defects and
other problems.




TEHRSTR G EIRA G R
T2 o FIANE TR ARFA i
AR RS R RS BT R
AR F] > FRAZE AL AR
RACIA RELE RIS BE
PH AT UAERA Y Lvi
A2~ AR B BV ATk Muengs RN PR
(%% P ) o BFERT B §
gt A B IER EE 0w B
Bh ARt R RS
h& IR A 1 ERETE

I~

This can be determined using
Quality Risk Management
principles. In cases where the true
root cause(s) of the issue cannot
be determined, consideration
should be given to identifying the
most likely root cause(s) and to
addressing those. Where human
error is suspected or identified as
the cause, this should be justified
having taken care to ensure that
process, procedural or system
based errors or problems have not
been overlooked, if present.
Appropriate corrective actions
and/or preventive actions
(CAPAS) should be identified and
taken in response to
investigations. The effectiveness
of such actions should be
monitored and assessed, in line
with Quality Risk Management
principles;

(xv)

(xv)

Medicinal products are not sold or
supplied before an Authorised
Person has certified that each
production batch has been
produced and controlled in
accordance with the requirements
of the Marketing Authorisation
and any other regulations relevant
to the production, control and
release of medicinal products;




CRERRLE A gLl
i‘;lm&#k s VAFE i R REH R
piFH & "FT'T

(xvi) # 52
E

put =

(xvi) Satisfactory arrangements exist to
ensure, as far as possible, that the
medicinal products are stored,
distributed and subsequently
handled so that quality is
maintained throughout their shelf
life;

(xvii)7 p A2 [ 54 iR
B xR B ST R
7‘,2[:&1 l&?‘ :k:;_“ o

(xvii) There is a process for
self-inspection and/or quality
audit, which regularly appraises
the effectiveness and applicability
of the Pharmaceutical Quality

System.

15 ®APREHmFELF LA FREEL2Z |15 Senior management has the ultimate
F oo B B ko 7 tt%“flh’ﬁ B 3 v responsibility to ensure an effective
B~ BLBERFEI B afEs Pharmaceutical Quality System is in
EFRMEFTE -BRER Jz m‘»? e place, adequately resourced and that
gl S B Rl R Fa:? & gt roles, responsibilities, and authorities
AR R S iy e K e U #F are defined, communicated and
Forend (¥4 R {HR W E S ket implemented throughout the
FE R - organisation. Senior management’s

leadership and active participation in the
Pharmaceutical Quality System is
essential. This leadership should ensure
the support and commitment of staff at
all levels and sites within the
organisation to the Pharmaceutical
Quality System.

16 WEEF (A2 EFkF TP FRLF 1.6 There should be periodic management
HoXG R K EEY S8 MR review, with the involvement of senior
Ao flare hrAk b aniF il e o management, of the operation of the

Pharmaceutical Quality System to
identify opportunities for continual
improvement of products, processes and
the system itself.
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17 WERF Ak h a2 i#it o | 1.7  The Pharmaceutical Quality System
R Fip Al ERpL i, ¥ should be defined and documented. A
Bz 7 e HFRAABFFT AP ST R Quality Manual or equivalent
ELECTtS ¥ documentation should be established

and should contain a description of the
quality management system including
management responsibilities.

# 5B A Ré (GOOD MANUFACTURING PRACTICE FOR
MEDICINAL PRODUCTS)

1.8 2@ RF (GMP) & J ¢ 25— |18  Good Manufacturing Practice is that
e NEFREE - R A AZE part of Quality Management which
%‘J CE P EBIFTH R E Aol PP ensures that products are consistently

C TR EREFT N A SRR TR R produced and controlled to the quality
2 rr%,’r*%—-? c BAPE R AL A2 standards appropriate to their intended
EREMAF M HARR RS use and as required by the Marketing
Authorisation, Clinical Trial
Authorisation or product specification.
Good Manufacturing Practice is
concerned with both production and
quality control. The basic requirements
of GMP are that:
(i) =7 W2 F 8 R 2 4‘% (i)  All manufacturing processes are
PBEZRT 43t o clearly defined, systematically
R WE TR R EFTR @ reviewed in the light of
S A g AR experience and shown to be
capable of consistently
manufacturing medicinal products
of the required quality and
complying with their
specifications;
(i)  WAzon &t 32 HilazadE < (ii) Critical steps of manufacturing
2 Figmer; processes and significant changes
to the process are validated,
(i) #ERILUEIRFTTLF RS (iii) All necessary facilities for GMP
#‘ : are provided including:
SRFFRETEDRDAR ® Appropriately qualified and
trained personnel,
® Y > ivE R ® Adequate premises and space;

%107 > % 109 F




® AT 2 IR

@® Suitable equipment and
services;

O TAER R FEA A

® Correct materials, containers
and labels;

DRl NGRS S I S N

® Approved procedures and

#ﬂ £ instructions, in accordance with
the Pharmaceutical Quality
System;
o ;E B2LGEGF R ® Suitable storage and transport.
(iv) g ie 2 gasahidd = 3t iy (iv) Instructions and procedures are
£EARF RS EEAS e 5 written in an instructional form in
Fulig g & nF R clear and unambiguous language,
specifically applicable to the
facilities provided,;
(V) BREBRLIFEF|GF BHFirgry (v) Procedures are carried out
PR correctly and operators are trained
to do so;
(vi) Wi > L B3N bR E (vi) Records are made, manually

itk g P Wamﬁ.ﬁ}i bk’#ﬁéf
SR I AL ﬂ}%”" SRR
7. é_wmgti—bi’rr’?ﬁé Yot Ip
)N

and/or by recording instruments,
during manufacture which
demonstrate that all the steps
required by the defined
procedures and instructions were
in fact taken and that the quantity
and quality of the product was as
expected,

(Vi) 7 &% iy L3 R e X
NFEERARFE D

(vii) Any significant deviations are
fully recorded, investigated with
the objective of determining the
root cause and appropriate
corrective and preventive action
implemented;

(viii) # 284 ap 2 W e BT
%

(viii) Records of manufacture including
distribution which enable the
complete history of a batch to be
traced are retained in a
comprehensible and accessible
form;




(ix) The distribution of the products
minimises any risk to their quality
and takes account of good
distribution practice;

(X) BF-FpéedERgEriE (x) Asystem is available to recall any
(G N ok S R batch of product, from sale or
supply;
(Xi) LM ASDY o DEETHE (xi) Complaints about products are

B R F] 0 2 EPTIRR A SR B

examined, the causes of quality

oy apE o R R RS o defects investigated and
appropriate measures taken in
respect of the defective products
and to prevent reoccurrence.
r%?“ﬁ #] (QUALITY CONTROL )

19 &SFEHLBE A ReFES- 304 0% |19 Quality Control is that part of Good
gtk RRE k0 E "L’. B v i Manufacturing Practice which is
Bz fE %E}; p B> * iR & P AP Fa:? concerned with sampling, specifications

SRS FER T TS %‘r:’ T and testing, and with the organisation,
o R 47'1” FEIEFRY A& g documentation and release procedures
HEH LA ST REAPASE R which ensure that the necessary and
£ relevant tests are actually carried out

and that materials are not released for
use, nor products released for sale or
supply, until their quality has been
judged to be satisfactory. The basic
requirements of Quality Control are
that:
(i) B 75355k @ HRAAR (i)  Adequate facilities, trained
SRV R B N iEH R otk & personnel and approved
R~ @ i s LR &P A procedures are available for
CEale KA &S BMYA ST sampling and testing starting
WRHEFLRARERFEL P D materials, packaging materials,
TRTERBEE intermediate, bulk, and finished
products, and where appropriate
for monitoring environmental
conditions for GMP purposes;
$12F » %109 F




(i) RAL~e ZHE S L2US/ FE (i) Samples of starting materials,
s Fale AR BRA SR packaging materials, intermediate
e REPESA R R 2 R products, bulk products and

finished products are taken by
approved personnel and methods;

(ill) k=% > = ¥ 5mc; (iii) Test methods are validated:;

(iv) B EB3 /8 ek Rt (iv) Records are made, manually
o BTG R Ref iR KRG 2 and/or by recording instruments,
AR T REHGFT o TRBA which demonstrate that all the
PR s ERE required sampling, inspecting and

testing procedures were actually
carried out. Any deviations are
fully recorded and investigated:;

(V) ZREt3FY NREFRTT (v) The finished products contain
g § a2 o A en active ingredients complying with
BRAS P EMTR LR the qualitative and quantitative
DA Ey FEN Xk composition of the Marketing
T Authorisation or Clinical Trial

Authorisation, are of the purity
required, and are enclosed within
their proper containers and
correctly labelled,;

(Vi) Ridl s LR E/P FAEE FA (vi) Records are made of the results of
¢ XA FEBLRA S’pffﬁﬁ H Bk inspection and that testing of
Bk P el TR H AR materials, intermediate, bulk, and

I3 2 é_rr’éf’-f%'. ¢ 7AiM 2 finished products is formally
é_ v EhE a0 R EAR T assessed against specification.
BB U £ RE S Product assessment includes a
review and evaluation of relevant
production documentation and an
assessment of deviations from
specified procedures;
(Vii) & 33 5 PLGARPAE L T B 8 (vii) No batch of product is released

v
ARV 2% Ko 3 FAiTH G R
B

for sale or supply prior to
certification by an Authorised
Person that it is in accordance
with the requirements of the
relevant authorisations;




(Viii) i B8 ] 190 i 5 B R e
At RS UEFA RS R
PRiH A Btk B ek 0 P
N N AR R T

(viii) Sufficient reference samples of
starting materials and products are
retained in accordance with
Annex 19 to permit future
examination of the product if
necessary and that the sample is
retained in the final pack.

A &&F it (PRODUCT QUALITY REVIEW)

1.10

TR ST B AR R
BRI GES ahE TR R
#F %G WA XM MEAREHR
Bk s A R 1R 0 AL
LA AR T IR A S8 W AR it
FRH o el A e E AR -
XA A E L JL”L{’E_JLETJL%&;‘} .

P32t e ZTEAFEP G

1.10

Regular periodic or rolling quality
reviews of all authorised medicinal
products, including export only
products, should be conducted with the
objective of verifying the consistency of
the existing process, the appropriateness
of current specifications for both
starting materials and finished product,
to highlight any trends and to identify
product and process improvements.
Such reviews should normally be
conducted and documented annually,
taking into account previous reviews,
and should include at least:

(i) *AF2ZRALZE & KR Yy
EoRat kop TR R K 2 Wt £ 4
TR B i psaz v if R el

B

(i)  Areview of starting materials
including packaging materials
used in the product, especially
those from new sources and in
particular the review of supply
chain traceability of active

substances;
(i) Bz WAy 42 583 58 (i)  Areview of critical in-process
L controls and finished product
results;
(iili) 72 R &IETRR T 2 # (iii) Areview of all batches that failed

HE2

to meet established
specification(s) and their
investigation;

$UF
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(iv) b’L’r’ﬁ BEDORLINT L6~ HipH (iv) Areview of all significant
S B B R PchE LI 06 0% deviations or non-conformances,
* 2 t&3t s their related investigations, and
the effectiveness of resultant
corrective and preventive actions
taken;

(v) WAz adr 2o R 243 (v)  Areview of all changes carried
out to the processes or analytical
methods;

(Vi) 3 3Fv LT8R MEIT RS (vi) Areview of Marketing

E2 gt & ZHE Y 2 2 A Authorisation variations
s submitted, granted or refused,
including those for third country
(export only) dossiers;
(vii) * T EFRFHFTEE2 T2 (vii) Areview of the results of the
LABE 2 et stability monitoring programme
and any adverse trends;
(viii) #75 B S F AR 2 3% ~ ¥ 25w (viii) Areview of all quality-related
fo 2 § BATHE A A2 et returns, complaints and recalls
and the investigations performed
at the time;

(ix) T dLa i W8RG F (ix) A-review of adequacy of any other

i 35 i é 2 kit s previous product process or
equipment corrective actions;

(X) AT FBFTERL I FT T (x)  For new Marketing Authorisations

Pz P RS EZ Rt and variations to Marketing
Authorisations, a review of
post-marketing commitments;

(Xi) APBEZK & &2 2% %% blde o 33 (xi) The qualification status of

&% (HVAC) ~ 7k L& 5o @.}fﬁfp 18 relevant equipment and utilities,
E e L [ e.g. HVAC, water, compressed
gases, etc;

(Xil) e A% - Forh 22 2R &Y (xii) Areview of any contractual

%Rl R D BT -

arrangements as defined in
Chapter 7 to ensure that they are
up to date.
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1.11 The manufacturer and, where different,
Marketing Authorisation holder should
evaluate the results of the review and an
assessment made as to whether
corrective and preventive action or any
revalidation should be undertaken,
under the Pharmaceutical Quality
System. There should be management
procedures for the ongoing management
and review of these actions and the
effectiveness of these procedures
verified during self-inspection. Quality
reviews may be grouped by product
type, e.g. solid dosage forms, liquid
dosage forms, sterile products, etc.
where scientifically justified.

FrAFVHGEFF A [ Hp 0 B
}.@’}5 ->hzH Lp Lté_rrrr?'ﬁ*ﬁ%fi
PTERT LR T o f TR Lk
BP AR L BB T )

FE s e et i pFay 17 2 ﬁ—gr—f’“

Where the Marketing Authorisation
holder is not the manufacturer, there
should be a technical agreement in place
between the various parties that defines
their respective responsibilities in
producing the product quality review.
The Authorised Person responsible for
final batch certification together with
the Marketing Authorisation holder
should ensure that the quality review is
performed in a timely manner and is
accurate.

w=F k&= (QUALITY RISK MANA

GEMENT )

1.12 rr”?fr& Kﬁ?ﬁ'ﬂ'\f’ & r'r’rr”?"r& & 2T
B A R R Rtk AR o W
%ﬁ%ﬁa@wﬁm1¢Xﬁﬁo

1.12 Quality Risk Management is a
systematic process for the assessment,
control, communication and review of
risks to the quality of the medicinal
product. It can be applied both
proactively and retrospectively.

113 &k % F LSRR S

1.13 The principles of Quality Risk

Management are that:

% 16 F >

109 ®




B fiEgsk o RS TR IR
Bz R

(i)  The evaluation of the risk to
quality is based on scientific
knowledge, experience with the
process and ultimately links to the
protection of the patient;

(i) rr%'?jrﬂt ’ﬁ%ﬂlﬁ%&ﬁ??f‘ N
222 RRRERGARRAR

<

o

(i)  The level of effort, formality and
documentation of the Quality
Risk Management process is
commensurate with the level of
risk.

Bk B R W E TR iEARE B nF
Gl R 20 & ICH Q9 -

Examples of the processes and
applications of Quality Risk
Management can be found inter alia in
Annex 20 or ICHQO9.
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2%+ ¥ (PERSONNEL)

R Bl (PRINCIPLE)

F et mlig i 4 o F o F
PR EfRE ENDEE AR o BRI
AR B EB R f F o Fx rA R
R RN RS oy AL N ey
CEIEERRE S-S L RS |

S SRR CEERS N E S LR

The correct manufacture of medicinal
products relies upon people. For this
reason there must be sufficient qualified
personnel to carry out all the tasks
which are the responsibility of the
manufacturer. Individual responsibilities
should be clearly understood by the
individuals and recorded. All personnel
should be aware of the principles of
Good Manufacturing Practice that affect
them and receive initial and continuing
training, including hygiene instructions,
relevant to their needs.

- &4 % (GENERAL)

21 ERkpei AR 0P EREZFHRZEZ |21 The manufacturer should have an
TarEse - 3 AP RF AT L EES adequate number of personnel with the
EAFGyEangh (LR M~ FF - necessary qualifications and practical
KBE2RFE) A2 aFUFERT experience. Senior management should
Gk PR i o o PR H determine and provide adequate and
- BADT ETRER O UREEE appropriate resources (human, financial,
EHREPRSG o materials, facilities and equipment) to

implement and maintain the
Pharmaceutical Quality System and
continually improve its effectiveness.
The responsibilities placed on any one
individual should not be so extensive as
to present any risk to quality.

22 ERJET 2H@ o 2 4 F 2.2 The manufacturer must have an

St
FE LR 25 TR L B RS
SEE A F 2 FehR o R OBLIEEA
SIS B Y R T AR A

organisation chart in which the
relationships between the heads of
Production, Quality Control and where
applicable Head of Quality Assurance or
Quality Unit referred to in point 2.5 and
the position of the Authorised Person(s)
are clearly shown in the managerial
hierarchy.

% 18 F >
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23 FBEehf F ARG F o1 TP iedt |23 People in responsible positions should
EFTHT 0 LRy RE UHEE have specific duties recorded in written
Bf oo BREGEL D KT ahdy TN job descriptions and adequate authority
BAfT2 o g AR ARG M A to carry out their responsibilities. Their
R BBT AT RF S REWRP hE duties may be delegated to designated
o o deputies of a satisfactory qualification
level. There should be no gaps or
unexplained overlaps in the
responsibilities of those personnel
concerned with the application of Good
Manufacturing Practice.
24 FREEFHEAEL GG o0 WUESR |24 Senior management has the ultimate
B e s é *EERR A2 4 responsibility to ensure an effective

FHARF AERESY RR R By
SECE N E S A AR A N
FoBEREFRR O RESFEETAY
ZHEMARE > > T REEFE R
BE b o REUEST, GMP 4.
ZpFa R e B A

s

Pharmaceutical Quality System is in
place to achieve the quality objectives,
and, that roles, responsibilities, and
authorities are defined, communicated
and implemented throughout the
organisation. Senior management should
establish a quality policy that describes
the overall intentions and direction of
the company related to quality and
should ensure continuing suitability and
effectiveness of the Pharmaceutical
Quality System and GMP compliance
through participation in management
review.

M4+ B (KEY PERSONNEL )

% 19F >

+ 109 B




25 FHEEEAREAMaErZAR 2.5  Senior Management should appoint Key
2ALE~HEFEAILE > uZ %zr% & Management Personnel including the
BREAP IS - =TRSO head of Production, the head of Quality
PFoo G372 P ey R L - Control, and if at least one of these
&2 mﬁ%‘v ¥ Rd & E%‘v AREE D persons is not responsible for the release
Afem T E43NM i F RApS b o of products the Authorised Person(s)
SERT G CRARAR o HEE 2T designated for the purpose. Normally,
28 2 29 0% 7 772 30 a BGR o ¥ 0h key posts should be occupied by
o @ Lﬁﬁrs—bt’ GRS R full-time personnel. The heads of
5 -mrr%’f FHERILIFESFTE I E 0 F Production and Quality Control must be
FEBIR T PE 03T 27288 29 0% ¢ 47 independent from each other. In large
gt S I L ﬂ‘L‘*’ SR EAIA organisations, it may be necessary to
24 AR D FAPEZHE delegate some of the functions listed in
FIER T H &2 %E'T;% o 2.7, 2.8 and 2.9. Additionally, depending

on the size and organisational structure
of the company, a separate Head of
Quality Assurance or Head of the
Quality Unit may be appointed. Where
such a function exists usually some of
the responsibilities described in 2.7, 2.8
and 2.9 are shared with the Head of
Quality Control and Head of Production
and senior management should therefore
take care that roles, responsibilities, and
authorities are defined.

26 HREAL BT I 2.6 The duties of the Authorised Person(s)
are described in the national
requirements and can be summarised as
follows:

a) IR L PRERE - PR B a)  An Authorised Person must
e ﬁ AR TG i s kRt D ensure that each batch of
vk G ek G medicinal products has been
manufactured and checked in
compliance with the laws in force
in that country and in accordance
with the requirements of the
Marketing Authorisation;
$20F » % 109 F




b) AIEEAREPEEZRDFTRE b)  The Authorised Person(s) must

Foow PR ERBFT G FApin meet the qualification
TESrAAA E}s“« 7o requirements laid down in the

national legislation, they shall be
permanently and continuously at
the disposal of the holder of the
Manufacturing Authorisation to
carry out their responsibilities;

C) AREAZBFTHNEFLIR L c)  The responsibilities of an
WA Y - AR A o Authorised Person may be

delegated, but only to other
Authorised Person(s).

AP FAA G T ARG 2.7 The head of Production generally has
the following responsibilities:
(i) EFLZROEF > BREFRZEA (i)  To ensure that products are
kil g e A R BREG produced and stored according to

the appropriate documentation in
order to obtain the required

quality;
(i) g2 vk Modpgsd > T (ii) To approve the instructions
wH R F o relating to production operations

and to ensure their strict
implementation;

(i) 2 A x4k d SRIEDAR (iii) To ensure that the production
LB ER records are evaluated and signed
by an authorised person;
(iv) FEBRH IR S Bus KOG BR & sk (iv) To ensure the qualification and
HEMEFR maintenance of his department,
premises and equipment;
(V) Friko % i % dwEsc (v) To ensure that the appropriate
validations are done;
(Vi) FEFH IRt B o HiFard f (vi) To ensure that the required initial
Bk IR Xk F R and continuing training of his
R department personnel is carried
out and adapted according to
need.
R EFIPLEE A G TR 2.8 The head of Quality Control generally

has the following responsibilities:




() E@EpE > PasiEr hfd s ¢ &4
NES VL S TN VLS
AEE B KA S

(i) To approve or reject, as he/she
sees fit, starting materials,
packaging materials, intermediate,
bulk and finished products;

(i) #/riFe #7975 & & gk > ¥ 4p (ii) To ensure that all necessary
M gy ¢ BEFITR testing is carried out and the
associated records evaluated,
(i) PraRf ~#Eps %> 22 (iii) To approve specifications,
B EF R AR sampling instructions, test
methods and other Quality
Control procedures;
(iv) =+#=®s%F 282 54 (iv) To approve and monitor any

contract analysts;

(V) FEiRH IR S % sk

HEMERE

fﬁ\xv/{%& B2

(v) To ensure the qualification and
maintenance of his/her
department, premises and
equipment;

(Vi) FEi%° = =i § dwEsc; (vi) To ensure that the appropriate
validations are done;

(vii) /Eéi"%f'-. MM A B e H g R (vii) To ensure that the required initial

mEFFYR FiRF REF and continuing training of his
B iE ° department personnel is carried

out and adapted according to
need.

SRR IS BB PR T Other duties of Quality Control are

F o summarised in Chapter 6.

29 2 AJEFEAlLE o A ApMEER |29  The heads of Production, Quality
FrRgiga s FE eI g @47 Control and where relevant, Head of
B ER BRSO Quiality Assurance or Head of Quality
Fule FUEEF 2R~ 5 Unit, generally have some shared, or
WoERIEAE - CERFTRELEIFR jointly exercised, responsibilities
FE R AREE 0 @ 4R relating to quality including in particular

the design, effective implementation,
monitoring and maintenance of the
Pharmaceutical Quality System. These
may include, subject to any national
regulations:

$22F 0 £109F




(i) ZTofEhfrd s 2 2anavy > @ (i)  The authorisation of written
FHgiTAap procedures and other documents,

including amendments;

(i) Wdmky gE (i)  The monitoring and control of the

manufacturing environment;

(i) x giFE2 (iii) Plant hygiene;

(iv) #®Aerrrc; (iv) Process validation;

(V) "4 (v) Training;

(Vi) RyFFERRRLY 2 Z4 (vi) The approval and monitoring of

suppliers of materials;

(vii) =@ H 2 2 GMP 4p R 2. (vii) The approval and monitoring of
S IRCE ARy 3 B SO S contract manufacturers and

providers of other GMP related
outsourced activities;

(vill) b of 2 & 52 Bg0g 0% 2 ihdp 7 (viii) The designation and monitoring
g R of storage conditions for materials

and products;

(iX) &drains | (ix) The retention of records;

(xX) ##& GMP & Rz 4 (x)  The monitoring of compliance

with the requirements of Good
Manufacturing Practice;

Xi) &5 s - BAEEN NI T (xi) The inspection, investigation, and

BT ERFE ST T taking of samples, in order to
monitor factors which may affect
product quality;

(xii) &l ~ A HETE R *;%“ (xii) Participation in management
oz g4 ZiFEHEY reviews of process performance,
eETiE product quality and of the

Pharmaceutical Quality System
and advocating continual
improvement;

(xiii) FE B & F PP 2 3 kel 2 M (xiii) Ensuring that a timely and

RIAR 0 I M- R R AT T R
B A R

effective communication and
escalation process exists to raise
quality issues to the appropriate
levels of management.

3 (TRAINING)

% 23 F >
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210  Z ¥ T H B f gie~2 A2 H % 210 The manufacturer should provide
BREFIFHRR TG AR (F FBH training for all the personnel whose
B EREFHFAR) UEEHEER duties take them into production and
TR EAESToRE AR o B storage areas or into control laboratories

U (including the technical, maintenance
and cleaning personnel), and for other
personnel whose activities could affect
the quality of the product.

2.11 f FHAELT g AR | 211 Besides the basic training on the theory
SRR AR AR AR Een and practice of the Pharmaceutical
PR BERRGENER TR g E Quality System and Good
ool s B mpl"fﬁ /0% ) Manufacturing Practice, newly recruited
PR Ernk T A TR o BT AR personnel should receive training
Frimgd AP A SR IR eha appropriate to the duties assigned to
PRt E o R EERS g oo them. Continuing training should also be

given, and its practical effectiveness
should be periodically assessed.
Training programmes should be
available, approved by either the head of
Production or the head of Quality
Control, as appropriate. Training records
should be kept.

212 ¥#¥ha-35% A2 ET2Z%E 0 4 | 212  Personnel working in areas where
R E RSN AR A A& contamination is a hazard, e.g. clean
BAPERFTAES T2 B 1 Lk areas or areas where highly active, toxic,
Ao XA Fulani e infectious or sensitising materials are

handled, should be given specific
training.

213 ¥4 A R 2 AX@EP AR 0 % | 213 Visitors or untrained personnel should,

EARF LA THRZR rr’%gr?ﬁt'l?v“ o
AL T FARET AL RS T
R L R R R

-
e

preferably, not be taken into the
production and quality control areas. If
this is unavoidable, they should be given
information in advance, particularly
about personal hygiene and the
prescribed protective clothing. They
should be closely supervised.




214 ’:‘J'l zﬁﬁp FI& ’ }@-/L‘Av\) ?i&'rr?,: v"dm 2.14
’F‘%,{ii”rpuiﬂ*ﬁ\ L ES "’k’fﬂf”mﬁﬂ‘

’bwo

The Pharmaceutical Quality System and
all the measures capable of improving
its understanding and implementation
should be fully discussed during the
training sessions.

< | ¥4 (PERSONNEL HYGIENE)

215 FHwofEd 3 E RS E 2 o TEHI R | 215
REPF R R R AR
EE A YR EAIREZMMARS o F
HBEFaer 2 A% 2 § 4% 05 B4
Ao 0 jRel 2R £ R E -3
2 F %@ﬁﬁf;?ézawﬁwﬁﬂ

Detailed hygiene programmes should be
established and adapted to the different
needs within the factory. They should
include procedures relating to the health,
hygiene practices and clothing of
personnel. These procedures should be

MR AT understood and followed in a very strict
way by every person whose duties take
him into the production and control
areas. Hygiene programmes should be
promoted by management and widely
discussed during training sessions.

216 73 A BT R B B4R WM o # R | 2.16  All personnel should receive medical
B HfE2dips  UEELREAS examination upon recruitment. It must
SR A M2 R E L BT be the manufacturer’s responsibility that
oo k- Mkl AR IFE AR R there are instructions ensuring that

\L

2278 BEHATHEER

health conditions that can be of
relevance to the quality of products
come to the manufacturer’s knowledge.
After the first medical examination,
examinations should be carried out when
necessary for the work and personal health.

2.17 },@%’v" E‘Za‘%ﬁkiﬁ,ﬂ? CFEWT €3 X PR | 217

Steps should be taken to ensure as far as
is practicable that no person affected by
an infectious disease or having open
lesions on the exposed surface of the
body is engaged in the manufacture of
medicinal products.

218 @ W3 HE BAR P RTEGELEE | 218
TR AT K o

Every person entering the
manufacturing areas should wear
protective garments appropriate to the
operations to be carried out.




219 2 A®RZEE T REZ4AS a8 | 219 Eating, drinking, chewing or smoking,
o NERE G G Ak s R B A or the storage of food, drink, smoking
HFF oA AW R LA ST A materials or personal medication in the
EXTN A AL NEwHE BP0 R production and storage areas should be
B iExw A LS EE prohibited. In general, any unhygienic

practice within the manufacturing areas
or in any other area where the product
might be adversely affected should be
forbidden.

220 1 ¥4 B R L 5% EREEMEG D 2.20 Direct contact should be avoided
RUPN- Y Rt Nt RS- e alE AR PN between the operator’s hands and the

exposed product as well as with any part
of the equipment that comes into contact
with the products.

221 JeipFa AR R H RELE o 2.21 Personnel should be instructed to use the

hand-washing facilities.

222 A EiwgFank £ tlae@fiz & AR | 222 Any specific requirements for the
A& FARAE S A & T AR B R manufacture of special groups of
P oo products, for example sterile

preparations, are covered in the annexes.
£ F* (CONSULTANTS)

223 RN EhRangE3 -3 RE g%k d | 223  Consultants should have adequate
Eiele & o U AT B A %\i education, training, and experience, or
iER o any combination thereof, to advise on

the subject for which they are retained.
RERS ek 4o~ boonb ~ TRZ R 2 PRIE Records should be maintained stating
KEA ehle g > Bde ot iRTF o the name, address, qualifications, and
type of service provided by these
consultants.
$26F 0% 109 F
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# (PREMISES AND EQUIPMENT )

R Bl (PRINCIPLE)

BB 2 RE PRE R E P
i;g% f@ibz’é}‘_‘b'—l—g@tﬁmlf
Folmy BRI KA L SRk "G S
R = ’ﬁm:m;}; S ~H’.§EI-W—%\’JJ
W R 5L %‘/j;ﬂn&x R A
uﬁiﬁgww@pﬁmxﬁﬁﬂ“a
# -

Premises and equipment must be
located, designed, constructed, adapted
and maintained to suit the operations to
be carried out. Their layout and design
must aim to minimise the risk of errors
and permit effective cleaning and
maintenance in order to avoid
cross-contamination, build-up of dust or
dirt and, in general, any adverse effect
on the quality of products.

B % % *% (PREMISES)
- 4. %_ (General)

31 FemEAsWdage- 1 fé_ P Ry 3.1 Premises should be situated in an
ERL Sl AR I Y L S8 Z B environment which, when considered
M AR 'EERED o together with measures to protect the

manufacture, presents minimal risk
of causing contamination of
materials or products.

32 FsEWEEEAE o miRE ey 3.2 Premises should be carefully
HITET 2T *’?érvrv%‘“ T maintained, ensuring that repair and
FoRFEY REent s A F2 o maintenance operations do not

present any hazard to the quality of
products. They should be cleaned
and, where applicable, disinfected
according to detailed written
procedures.

33 BRPERCBREZUMIIREF LT 3.3 Lighting, temperature, humidity and
EHWURZEREY NFEELNRG DA ventilation should be appropriate and
P ERAFELZJIREE such that they do not adversely

affect, directly or indirectly, either
the medicinal products during their
manufacture and storage, or the

accurate functioning of equipment.

527 F
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34 R HEWOEFERE B ER S DR 3.4 Premises should be designed and

ok fAE B RS ko equipped so as to afford maximum
protection against the entry of insects
or other animals.

35 HEPAAREEDARE By BED 3.5 Steps should be taken in order to
HHAA®T EIREETENF LT prevent the entry of unauthorised
Bira 22 H 1 0v X | il e o people. Production, storage and

quality control areas should not be
used as a right of way by personnel
who do not work in them.
4 2 % (Production Areas)
36 13 A&FBESD WEHEL Py HE 3.6 Cross-contamination should be

FEPL AT Lol 2R F %
B RG-S F R G ERA R
WIER A E AR R

prevented for all products by
appropriate design and operation of
manufacturing facilities. The
measures to prevent
cross-contamination should be
commensurate with the risks. Quality
Risk Management principles should
be used to assess and control the
risks.

oA BTN ERONE Y GRS
EEEXERFUEE [ ple %k

LG R ERATRE IR bR

IF;’

Depending of the level of risk, it may be
necessary to dedicate premises and
equipment for manufacturing and/or
packaging operations to control the risk
presented by some medicinal products.
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Dedicated facilities are required for
manufacturing when a medicinal
product presents a risk because:

B A oge 5 d Fe iR /%4@1&# ¥
E-R 1

i the risk cannot be adequately
controlled by operational and/ or
technical measures,




i kp AR g Rk L
CERE et k) WAQHE LS - rsi’a‘;lﬁr
TG s ifd o 4o B-p i) &

il scientific data from the
toxicological evaluation does not
support a controllable risk (e.g.
allergenic potential from highly
sensitising materials such as
beta-lactams) or

i 72 p 3 2oy
v E D SRR A T R % R R

o

P

i relevant residue limits, derived
from the toxicological evaluation,
cannot be satisfactorily determined
by a validated analytical method.

o s T T
4-5% 6

FEwR 23

Further guidance can be found in
Chapter 5 and in Annexes 2, 3, 4,5 & 6.

3.7 RS ke Rfe & IR R R R 2 R ek 3.7 Premises should preferably be laid
EREBA R oM EF LT BB out in such a way as to allow the
Fijpd w2 4 o production to take place in areas

connected in a logical order
corresponding to the sequence of the
operations and to the requisite
cleanliness levels.

38 wEzRFEHUEY REIROEFIER 3.8 The adequacy of the working and

SRR A RS T £ gL

Ty o R AR ELANHE A2

B R E “Jﬁx'"’\‘ﬁjé’u%’\ O

i it £ F I il i S LR
N SR L

in-process storage space should
permit the orderly and logical
positioning of equipment and
materials so as to minimise the risk
of confusion between different
medicinal products or their
components, to avoid
cross-contamination and to minimise
the risk of omission or wrong
application of any of the
manufacturing or control steps.




39 RkeE #a-é L X @lr‘%/" T A& 3.9 Where starting and primary
BEMS EARREBEOERE > B P IRE packaging materials, intermediate or
m (Hh R~ %F 2R )BT ,ﬁ i %‘J A bulk products are exposed to the
FRB Y2 ERE GRS T environment, interior surfaces (walls,
B 52 g2 iF ooy & B7 Y floors and ceilings) should be
F o smooth, free from cracks and open
joints, and should not shed
particulate matter and should permit
easy and effective cleaning and, if
necessary, disinfection.
310 ¢ - BP ERE L Fr UEHEBRSR 3.10 Pipework, light fittings, ventilation
SRFE LU LA L IR R points and other services should be
Feo pMMEFRRZ PG REEHEAE T designed and sited to avoid the
BT o creation of recesses which are
difficult to clean. As far as possible,
for maintenance purposes, they
should be accessible from outside the
manufacturing areas.
311 Pkt ehx R EF T H G IEF B E D 3.11 Drains should be of adequate size,
BokiE - R EHFAFCER > VL and have trapped gullies. Open
o e e i NAlGEe S channels should be avoided where
possible, but if necessary, they
should be shallow to facilitate
cleaning and disinfection.
312 2 A %3 U b T A F I E AT ARIT 3.12 Production areas should be
FIE o Bt R A ?i T EZ ok B TR effectively ventilated, with air
BEZZARK(F ZER REBERFS 3 control facilities (including
BREER) ° temperature and, where necessary,
humidity and filtration) appropriate
both to the products handled, to the
operations undertaken within them
and to the external environment.
313 mftarE i ¥ R a® Fi%t TR 3.13 Weighing of starting materials

P Yoo
FR R

2 - B dpehf=g

usually should be carried out in a
separate weighing room designed for
such use.




314 ¢ A2 % T (Blde @ 4~ F2E - 3.14 In cases where dust is generated (e.g.
R g ﬁlﬁ_a‘;& T2 30k A ek |8 (R during sampling, weighing, mixing
WEA) BEHEPFL g o LE LR and processing operations, packaging
R R PR of dry products), specific provisions

should be taken to avoid
cross-contamination and facilitate
cleaning.

315 FE R ole o xR o BPERRE 3.15 Premises for the packaging of
fel P MEFLRIEA TR FTYL medicinal products should be

specifically designed and laid out so
as to avoid mix-ups or
cross-contamination.

316 2 ATEF LHERP - FLHE AR TR 3.16 Production areas should be well lit,
P ARE Fl T o particularly where visual on-line

controls are carried out.

317 #WAE® 472 ¢ HAAF KT PR 3.17 In-process controls may be carried
FovaiAwRPAS - out within the production area

provided they do not carry any risk
to production.
# % % (Storage Areas)

318 BB ®EF EINF B UEFE AL z»p 5| 3.18 Storage areas should be of sufficient
R E A R EIR AR 0§ 4R capacity to allow orderly storage of
Ao e AR R AR .3%/,,\/ the various categories of materials
¢ EKAFEBLRAS FHRA S TTA and products: starting and packaging
A T AEATRAE ST o materials, intermediate, bulk and

finished products, products in
quarantine, released, rejected,
returned or recalled.

319 REe R BGE A T 2AF DRE 3.19 Storage areas should be designed or

FIER o FrulE A5 T EREEFEE
W XA LT RE AR BT o T 43
BIREF IR R RPF(GAE R 2 RR)
BB BT HT O T Ak B q‘gi?
R e

adapted to ensure good storage
conditions. In particular, they should
be clean and dry and maintained
within acceptable temperature limits.
Where special storage conditions are
required (e.g. temperature, humidity)
these should be provided, checked
and monitored.




320 h HENERRFERFMEE A &KL 3.20 Receiving and dispatch bays should
WRA GO AR R protect materials and products from
B F LR A AR IR R the weather. Reception areas should
ALz FE be designed and equipped to allow
containers of incoming materials to
be cleaned where necessary before
storage.
3.21 ,fﬁ d R A B e B R FE IR A 5k 3.21 Where quarantine status is ensured
A E R R *{ ii HAPA AN by storage in separate areas, these
*“ “#;\%EL AR Beit LR IR areas must be clearly marked and
gk R ERE DL 2 their access restricted to authorised
personnel. Any system replacing the
physical quarantine should give
equivalent security.
322 RAMEFRGF HRPTRFEFIH AT F 3.22 There should normally be a separate
PREJBEF BT LEEN 2R sampling area for starting materials.
A N3 i o If sampling is performed in the
storage area, it should be conducted
in such a way as to prevent
contamination or
cross-contamination.
323 ¥HAWEF vt A8 v R R A A R 3.23 Segregated areas should be provided
HEIEHRE T R o for the storage of rejected, recalled or
returned materials or products.
324 BREVFFTLAASBH X 22 24 3.24 Highly active materials or products
IR B Y o should be stored in safe and secure
areas.
325 Erflihe PR ELSHE LM {m 3.25 Printed packaging materials are

TRy BEHYLR GBS

[ SV
iije.ml\‘zﬁl? °

Atz %

considered critical to the conformity
of the medicinal product and special
attention should be paid to the safe
and secure storage of these materials.

&% ¥ #1 % (Quality Control Areas)




326 W EFEFTREEELATIRY - 3.26 Normally, Quality Control
AR A P R laboratories should be separated
FHIFHRFFUER R E D from production areas. This is
AP PR3 o particularly important for

laboratories for the control of
biological, microbiological and
radioisotopes, which should also be
separated from each other.

327 FHIF &R ZREFIFEN AL R R 3.27 Control laboratories should be
ERREFDTETRES Lz oo designed to suit the operations to be
FFabiRFEE 2R 5L o ¥R BT AT carried out in them. Sufficient space
B ERERFFORTEIE o should be given to avoid mix-ups

and cross contamination. There
should be adequate suitable storage
space for samples and records.

328 FREFRANRBRA LN LIERE RS 3.28 Separate rooms may be necessary to
FHEBRF I LR LAEDRERZVY A protect sensitive instruments from
A& F o vibration, electrical interference,

humidity, etc.

329 R AF B4 B blded Fook 5 A st R 3.29 Special requirements are needed in
SRR E R R G AR DR Ro laboratories handling particular

substances, such as biological or
radioactive samples.
% B % 3 (Ancillary Areas)

330 RALAZEERBEH L REE - 3.30 Rest and refreshment rooms should

be separate from other areas.

331 M A ENRZE AR S P P2 KRS 3.31 Facilities for changing clothes, and
#*F g AR 2 A B TE A A R for washing and toilet purposes
BEa R EE BApd should be easily accessible and

appropriate for the number of users.
Toilets should not directly
communicate with production or
storage areas.

332 ABRAZZIFRELAFIRBIET 3.32 Maintenance workshops should as

Ebifrﬁ}ﬁ- £3ed )?‘:\&'kql;";li; E'\"F}f’p
EEARLT ERL Y Y .

far as possible be separated from
production areas. Whenever parts
and tools are stored in the production
area, they should be kept in rooms or
lockers reserved for that use.




333 #FHFREHE FELLIEH T3 A4 3.33 Animal houses should be well
air v (ol rr ) 223 TR isolated from other areas, with
¥ o separate entrance (animal access)

and air handling facilities.

* % (EQUIPMENT )

334 WA F RERF -FEZEGER Y 3.34 Manufacturing equipment should be
FEHIFEP ho designed, located and maintained to

suit its intended purpose.

335 BIEZMBiFEETETEIHESDEF 3.35 Repair and maintenance operations
FmaEwpgd o should not present any hazard to the

quality of the products.

336 WA Z R OREEN T LT A 3.36 Manufacturing equipment should be
ik R R B R m g o AR R ik o designed so that it can be easily and
TR TR BT o thoroughly cleaned. It should be

cleaned according to detailed and
written procedures and stored only in
a clean and dry condition.

337 RIFE FEEKE RSN ERSRY R H 3.37 Washing and cleaning equipment
FEREZALDRR should be chosen and used in order

not to be a source of contamination.

338 HHEBMPF N XE NP L TR 3.38 Equipment should be installed in
EaaRER- B=2) B such a way as to prevent any risk of

error or of contamination.

339 ZAAFGAEFIRHASF TR pT 4 3.39 Production equipment should not
AXEE R FEAIL S HE B 4 present any hazard to products. Parts
N AS R ER IR of production equipment that come
oM EREwE T into contact with the product must

not be reactive, additive or
absorptive to such an extent that it
will affect the quality of the product
and thus present any hazard.

3.40 & ﬁt ’% }i ek L g 3.40 Balances and measuring equipment

of an appropriate range and precision
should be available for production
and control operations.

5347
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341 BRI~ fE ~esE B Al RE RS T 3.41 Measuring, weighing, recording and
erpE R I P\ TR = s R RPN Lo i control equipment should be
¥z o GG RIE F SRS R oo calibrated and checked at defined
intervals by appropriate methods.
Adequate records of such tests
should be maintained.
342 W g %iif%/y s dp sy 77 3.42 Fixed pipework should be clearly
2= A3/ A < labelled to indicate the contents and,
where applicable, the direction of
flow.
343 FApok~F 3ok E LEpEH o ’J< z_fie 3.43 Distilled, deionised and, where
FREE AR TR RILE R appropriate, other water pipes should
B AV R o sleh (RES SR CE Rk be sanitised according to written
e procedures that detail the action
limits for microbiological
contamination and the measures to
be taken.
344 G HIHTRKE Aok T o IS AR E 3.44 Defective equipment should, if
SEEAI RS D LRt S possible, be removed from
=R production and quality control areas,

or at least be clearly labeled as
defective.

% 35 F >
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< i# (DOCUMENTATION)

R Bl (PRINCIPLE)

B g Rk AL & hn

A
B gEosrid * 2.
'}"ﬁ%l——ﬂ f;\mrr.%‘r?/_
) SRR
‘i‘%rﬁ‘i{;’ﬁfx%fﬁﬁ’lﬁf\ﬁioq
'4 Yoend B op H”"L/»‘,‘E}\i"%' ‘SF‘?'FF'J\
Lgab‘TP’Vﬁj’é‘ilrﬁ’ge,‘fgi EoTY
v 2
ik ““fﬁ'
[CR R PIWAN A
CRREE VRN G N e S
F2 FF R B UER

m 2 A/\§ 7AGMP & Fz2 g iven
LARAEA Y BT
A AR
IR - R A= SRR
4 1%
£

R il I I IR U

f@/mﬁi‘!& II ]Fﬁix? ==
goboRe 7 ghip e
ﬁ‘tj\’llé.‘g%‘ﬁ

Good documentation constitutes an
essential part of the quality assurance
system and is key to operating in
compliance with GMP requirements.
The various types of documents and
media used should be fully defined in
the manufacturer's Quality Management
System. Documentation may exist in a
variety of forms, including paper-based,
electronic or photographic media. The
main objective of the system of
documentation utilized must be to
establish, control, monitor and record all
activities which directly or indirectly
impact on all aspects of the quality of
medicinal products. The Quality
Management System should include
sufficient instructional detail to facilitate
a common understanding of the
requirements, in addition to providing
for sufficient recording of the various
processes and evaluation of any
observations, so that ongoing
application of the requirements may be
demonstrated.

* %?»"?";Wb?’&fr;rGMP?:b v i*g

BB Pt (B ) 2
R AR 2 o l;i’éﬂ’ll&ﬁ"?l EIRAE
FRITA MR e o

There are two primary types of
documentation used to manage and
record GMP compliance: instructions
(directions, requirements) and
records/reports. Appropriate good
documentation practice should be
applied with respect to the type of
document.




e g g chg ] NFE RS 2 ahl
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Suitable controls should be implemented
to ensure the accuracy, integrity,
availability and legibility of documents.
Instruction documents should be free
from errors and available in writing. The
term ‘written’ means recorded, or
documented on media from which data
may be rendered in a human readable
form.

“TR R0 GMP = & (M3
[REQUIRED GMP DOCUMENTATION (BY TYPE)]

1 F#& > F 8 (Site Master File) :
13 2. GMPAp B 78§ chae 12 o

Site Master File: A document
describing the GMP related activities of
the manufacturer.

it Ghss e f)

# 2] [Instructions (directions, or requirements) type] :

By i ;__@l T * g o
BPEORPAANE SRR E DR Feo
AT S r'r'?fr?t'ﬁ SR

Specifications: Describe in detail the
requirements with which the products or
materials used or obtained during
manufacture have to conform. They
serve as a basis for quality evaluation.

Wigpe ~HJiE/4c1 ~ /e o thskn
Fd o RETRRY 20 RAL KA
PPt ks (o ) him s E P R
S Si RTINSV S-S - = ) g
tp ok @ mﬁlﬁit‘ RN R
P e e f iR (£ @) B3
LR o

Manufacturing Formulae, Processing,
Packaging and Testing Instructions:
Provide detail all the starting materials,
equipment and computerised systems (if
any) to be used and specify all
processing, packaging, sampling and
testing instructions. In-process controls
and process analytical technologies to
be employed should be specified where
relevant, together with acceptance
criteria.

BA (A s B CERA
SOPs) » >+ 3 {7 Z - F, i7/ 1T E L4 ;}%]
o

Procedures: (Otherwise known as
Standard Operating Procedures, or
SOPs), give directions for performing
certain operations.

PEE R
I SEF -

T2 L

Protocols: Give instructions for
performing and recording certain
discreet operations.

$37F -
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EARR A B 2 B L

ok m]L"" Fﬁ«

)‘]
-

Technical Agreements: Are agreed
between contract givers and acceptors
for outsourced activities.

k& #4148 £ #7 7/ (Record/Report type )<

‘t*@;ﬁ-:ﬁ:-th}%ﬁx 4 4 (7 B AR 1
F&pqﬁ,l}i:}ﬁ—' s Gilde L EE iin-~‘,%
L_?ile‘fkk ;\rﬂf AR B A St =%
GfER 0@ Z HEH AN o Lk 4{;1:% *
WA AR B kSR Ay ¥
Beo % § Hlee X R R s R
ERdelichp @ * o 3% kT PRk
i&?mﬁxﬁ v B 2 E RAe By o

tR Ak

Records: Provide evidence of various
actions taken to demonstrate compliance
with instructions, e.g. activities, events,
investigations, and in the case of
manufactured batches a history of each
batch of product, including its
distribution. Records include the raw
data which is used to generate other
records. For electronic records regulated
users should define which data are to be
used as raw data. At least, all data on
which quality decisions are based
should be defined as raw data.

AFBEP LT IREMYAEASS R RS
2B R PR e T2 R

Certificates of Analysis: Provide a
summary of testing results on samples
of products or materials® together with
the evaluation for compliance to a stated
specification.

ZEu;%]z P R E T U 2NN K p i
Brd iz PR FT AR el ip il
A2 45 i (PAT) > S 3-8 52 i

B (FEEB AL ATEG

? Alternatively the certification may be
based, in-whole or in-part, on the
assessment of real time data (summaries and
exception reports) from batch related
process analytical technology (PAT),
parameters or metrics as per the approved
marketing authorisation dossier.

L IRPTAEY P EAN R PRF
JEGE > i fo i % ~ B draE g 2

Lo

Reports: Document the conduct of
particular exercises, projects or
investigations, together with results,
conclusions and recommendations.

2 4

¢ 2 21 8 4] (GENERATION AND CONTROL OF DOCUMENTATION )




41 R ATy v Raugdlr e ot 2L 41 Alltypes of document should be defined
Pl fRag * A2 ERRE TR A T and adhered to. The requirements apply
AN o AF e K ALE KIS L 2 2 equally to all forms of document media
g T EH iy m'g FlezF s> it types. Complex systems need to be
(34 2/ 3e80) 7it R £ % understood, well documented, validated,
B R G & ﬂ‘LJ‘! EVE LI G and adequate controls should be in
HUv s A S A#H-HRE FNLE R place. Many documents (instructions
Foawma > BE A2 Tal - Ky and/or records) may exist in hybrid
T B2 BB AR R e forms, i.e. some elements as electronic
o ¥ T F 2 B bk A A HE D and others as paper based. Relationships
TERREREG R CREFEF DR and control measures for master
FEF ARG FiZssaz Fit. documents, official copies, data
handling and records need to be stated
for both hybrid and homogenous
systems. Appropriate controls for
electronic documents such as templates,
forms, and master documents should be
implemented. Appropriate controls
should be in place to ensure the integrity
of the record throughout the retention
period.
4.2 T RRBEEIERFCWESF 2 28 o 42 Documents should be designed,
EPF ZETRERISEASRENE prepared, reviewed, and distributed with
Wik b FET 2 Ep R IRA oKk p I care. They should comply with the
Az 1 iF2 g 72 8 FA WiE A E relevant parts of Product Specification
TP E e Files, Manufacturing and Marketing
Authorisation dossiers, as appropriate.
The reproduction of working documents
from master documents should not
allow any error to be introduced through
the reproduction process.
43  FAp L ehe 2 /@d EE gL B |43 Documents containing instructions

P ERrEm e RRE G PR
Z ] FE s BT FEshehe A 3 p B
‘4‘:J‘]‘?'Lio

¥

should be approved, signed and dated by
appropriate and authorised persons.
Documents should have unambiguous
contents and be uniquely identifiable.
The effective date should be defined.




44  Fdp 4 e Bop g RG0S %Y | 44 Documents containing instructions
Bt Pifter B2 RN BE L Kb HAg should be laid out in an orderly fashion
Tt g R ITEARA TR Ip 4 B2 and be easy to check. The style and
ER/ PR AT e uh A= = language of documents should fit with
their intended use. Standard Operating
Procedures, Work Instructions and
Methods should be written in an
imperative mandatory style.
45 EFER RPN Y PRI R E |45 Documents within the Quality
FFHBITRA o F - 2 BEBITE Management System should be
BF - GEEE S U TR EALE regularly reviewed and kept up-to-date.
* oo When a document has been revised,
systems should be operated to prevent
inadvertent use of superseded
documents.
46 2 EAELZEF 2P 7 2 BE ~Hdx |46  Documents should not be hand-written;

P R R chy B SEddy i o

although, where documents require the
entry of data, sufficient space should be
provided for such entries.

T4 ( GOOD DOCUMENTATION PRACTICES)

47 +£ 9B i;ﬂi TR Vi ¥ $=7% | 4.7  Handwritten entries should be made in
E: B2 Ei AN A clear, legible, indelible way.
48 EB-E I TR "’f’ﬁ?&é%%’r o ¥yt » 2% | 48  Records should be made or completed at
SREF BT ERER YT YR the time each action is taken and in such
a way that all significant activities
concerning the manufacture of
medicinal products are traceable.
49 B EPE P TRGER L | 4.9  Anyalteration made to the entry on a
A REILEP PR AFHPR document should be signed and dated;
KenFin o & pFo { eIl redi2 o the alteration should permit the reading
of the original information. Where
appropriate, the reason for the alteration
should be recorded.
<+ % i%3% (RETENTION OF DOCUMENTS)

$40F -
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410 RFEA e E BREEHAPM k4 | 410  Itshould be clearly defined which
2H G R E KX 2E A R record is related to each manufacturing
LEBRGH R S P L activity and where this record is located.
& IR R T REAT o Secure controls must be in place to
ensure the integrity of the record
throughout the retention period and
validated where appropriate.
411 3P B g Lg% E R | 411 Specific requirements apply to batch

[ 3 I3%P T 2 AP His- £ %F T
HIZP ARG R AR
I3 .%.:‘ngxﬁgkﬁ oﬁ-%.«;ﬁgz’# IR
P ERE RG] TR 2B e
b I8 e e SRRSO M- L N S L -
LT E Y 2 g aE T &R
CECE B R A & (bl FE
V%f%r‘?ﬂ>~7fﬁf&wz%" Bl e e up
JEPOLMS R W IS T RAAE

\‘}ﬁ'& oy

ﬂJ (3

o

!

documentation which must be kept for
one year after expiry of the batch to
which it relates or at least five years
after certification of the batch by the
Authorised Person, whichever is the
longer. For investigational medicinal
products, the batch documentation must
be kept for at least five years after the
completion or formal discontinuation of
the last clinical trial in which the batch
was used. Other requirements for
retention of documentation may be
described in legislation in relation to
specific types of product (e.g. Advanced
Therapy Medicinal Products) and
specify that longer retention periods be
applied to certain documents.




412 #>H B ggAlans 2o Uk H 17 | 412 For other types of documentation, the
FiEdm T o P HFT TR retention period will depend on the
¢ 7 RAcBcyy (blde ERte X AR business activity which the
Mg D) Bp o izt B 3FT kG okih documentation supports. Critical
B4 FFeod Bedpe d - B R DRT documentation, including raw data (for
&%B" RpE s R 2 (bl 2 example relating to validation or
STAR 2 & AR A R e Ecdy ) B stability), which supports information in
ME T #&» e f 2 2 %“’T‘ Al M the Marketing Authorisation should be
e 2 20t 8 g gt 2 i i retained whilst the authorization remains
& R blde s AR ARAT By DTN in force. It may be considered
v Har g R e B B s 0 B I acceptable to retire certain
R S A e TR ar L g documentation (e.g. raw data supporting
TR PR K B B AR IR o validation reports or stability reports)
where the data has been superseded by a
full set of new data. Justification for this
should be documented and should take
into account the requirements for
retention of batch documentation; for
example, in the case of process
validation data, the accompanying raw
data should be retained for a period at
least as long as the records for all
batches whose release has been
supported on the basis of that validation
exercise.
TEKRENT Y Ea- P b A AERA The following section gives some
e T E LA 2 SRR A examples of required documents. The
g Ry v R o quality management system should
describe all documents required to
ensure product quality and patient
safety.
#.¥ (SPECIFICATIONS)
413 Rt~ AR E B¥ A S KT i F 5 | 413 There should be appropriately

a2 I op o g

authorised and dated specifications for
starting and packaging materials, and
finished products.

RFZ & g AR E (Specifications for starting and packaging materials )




414 RALZ EiRe AR S EHR 2 R
B ek T e 45T IR

4.14

Specifications for starting and primary
or printed packaging materials should
include or provide reference to, if
applicable:

a) Rypdaggit o o 3 a)  Adescription of the materials,
including:
- AN LHE NS G ~ The designated name and the
internal code reference;
- FL BHROLY TR ) ~ The reference, if any, to a
pharmacopoeial monograph;
- WY NREE 2 H s A ~ The approved suppliers and, if
¥ (o7 i pr); reasonable, the original
producer of the material,
- BRI R A — Aspecimen of printed
materials;
b) itk -~ te&RdpT S b)  Directions for sampling and
testing;
) L7 ERFBEFFZ TPE I ¢)  Qualitative and quantitative
B requirements with acceptance
limits;
d BFdFEEz 8% d)  Storage conditions and
precautions;
e) L& OBRERTIR - e)  The maximum period of storage

before re-examination.

L] F BRI SRR RS

(Specifications for intermediate and bulk products )

4.15

TR AR Feh s RS P2 XY R

PRASEES EARELE T R -
L P R B IOY RRE A RS A

Rt o

4.15

Specifications for intermediate and bulk
products should be available for critical
steps or if these are purchased or
dispatched. The specifications should be
similar to specifications for starting
materials or for finished products, as
appropriate.

B .# 2 2 # (Specifications for finished products )

416 B ¥ A SRR/ ETAIEP ¢ | 416 Specifications for finished products
should include or provide reference to:
Q) A& TLHEE ST B (T a)  The designated name of the
7B ) s product and the code reference
where applicable;
b) [Fe> b)  The formula;

% 43F > 2 109 F




c)  Adescription of the
pharmaceutical form and package

details;
d #KZ2ESRTIT d)  Directions for sampling and
testing;
e) 27 ERFEFRL LML TE D e)  The qualitative and quantitative
LG N requirements, with the acceptance
limits;
f) GEFFEE2 ZPFLd@aii® f)  The storage conditions and any
B (VAR special handling precautions,
where applicable;
g) EED g)  The shelf-life.

Rigpe 2 #ivdy 4
(MANUFACTURING FORMULA AND PROCESSING INSTRUCTIONS)

$rerk Qigeh® - BASEH LR
Efaad o W Bk iT 4 o

Approved, written Manufacturing
Formula and Processing Instructions
should exist for each product and batch
size to be manufactured.

417 Wgpe> ke fpTIE P 4.17 The Manufacturing Formula should
include:

Q) ASLHEERRFHAESSY a)  The name of the product, with a

(P product reference code relating to
its specification;

b) A&F&A -~ 782 P8 Tyt b)  Adescription of the
pharmaceutical form, strength of
the product and batch size;

C) TP RF2Z Rtz H* g HE c)  Alist of all starting materials to be

T ORAP ik TEARY VoA & A 2 used, with the amount of each,

CRCE N described; mention should be
made of any substance that may
disappear in the course of
processing;

d HEFEHEEEFEH g R d)  Astatement of the expected final

MEAMER R/ FAESES (7 yield with the acceptable limits,
7 PF) o and of relevant intermediate
yields, where applicable.
4.18 Hki¥4p £ e HETAHEP 4.18 The Processing Instructions should
include:
¥ 44 F 5 £ 109 F




a) IFEHFATE AR KRG aRP a)  Astatement of the processing
location and the principal
equipment to be used,;

b) M HRAER G TR F 2 E (b b)  The methods, or reference to the

Yo R R EF) & methods, to be used for preparing

e R EE A S the critical equipment (e.g.
cleaning, assembling, calibrating,
sterilising);

) WALEEXRAFLEIIEFrE AT DA c)  Checks that the equipment and
s rE A e g v E AR work station are clear of previous
PROTZEGAFEIFER Y products, documents or materials

not required for the planned
process, and that equipment is
clean and suitable for use;

d) FwmhEhREivdys [Glie R d)  Detailed stepwise processing
Fete & IPH > TR e R instructions [e.g. checks on
ALerg o~ Mg A Sl (PR - materials, pre-treatments,
BRERE)] sequence for adding materials,

critical process parameters (time,
temp etc)];

e) =Rl gHldps 2 RS e)  The instructions for any in-process
controls with their limits;

f) B BFale KA RZEGR f)  Where necessary, the requirements
R VAR e HEEFR T2 for bulk storage of the products;
Prulapkzigid including the container, labeling

and special storage conditions
where applicable;

g) BB HERBFRILEA g)  Any special precautions to be

observed.

4 & £45 £ (Packaging Instructions)

419 HH A Fe FEEANRT SPE | 419 Approved Packaging Instructions for
Y ES %ﬁ#ﬂ oo relf“ IR i each product, pack size and type should
BpAH ST exist. These should include, or have a

reference to, the following:
a) ASEHeREFLSIKESEE a)  Name of the product; including
B A & the batch number of bulk and
finished product;
$45F » £ 109 7




b) &Al>2H 3z & (7 FpF) cnfyit; b)  Description of its pharmaceutical
form, and strength where
applicable;

C) ¢xRE > NUAFAERRF B c)  The pack size expressed in terms

EEEEFE AT of the number, weight or volume
of the product in the final
container;

d #1723 ikl 2 452 d)  Acomplete list of all the
Bg BN B KR packaging materials required,
2R MRS R 5 including quantities, sizes and

types, with the code or reference
number relating to the
specifications of each packaging
material;

e) P ARREC B2 ¢ AL e)  Where appropriate, an example or
FoAF RS ME AL R reproduction of the relevant
TR R 2 A printed packaging materials, and

specimens indicating where to
apply batch number references,
and shelf life of the product;

) WwAaHFXFEI TS g Lo f)  Checks that the equipment and
Adg s @b Ahd EITENT e work station are clear of previous
R AR (FR) 2R A AR products, documents or materials
ETGFE T not required for the planned

packaging operations (line
clearance), and that equipment is
clean and suitable for use;

9) e FeE AR ER 0 ¢ R g)  Special precautions to be
WHITERERGE > UFRITER observed, including a careful
dpn e m A A e EARa T examination of the area and

equipment in order to ascertain the
line clearance before operations
begin;

hy #&leXiv¥zHmt ezt h)  Adescription of the packaging

ot EE R T @ TR

operation, including any
significant subsidiary operations,
and equipment to be used;




2 o e

)] Details of in-process controls with
instructions for sampling and
acceptance limits.

=< #]:¢ % #+ (Batch Processing Record )

420 & - g A ilde
oo 8 RIpIMGART Pl e 2 BT

REL) CER R

4.20

A Batch Processing Record should be
kept for each batch processed. It should
be based on the relevant parts of the
currently approved Manufacturing
Formula and Processing Instructions,
and should contain the following
information:

8 A& LALEE

a)  The name and batch number of the
product;

b) 2AzZRBi~E&¢ FREEZ A
P PEER

b)  Dates and times of
commencement, of significant
intermediate stages and of
completion of production;

3
L
=

c) Identification (initials) of the
operator(s) who performed each
significant step of the process and,
where appropriate, the name of
any person who checked these
operations;

d - RFEOPELE [N o457 4D
BLAG LR F A2 R (F 4R
ez E Yo & E d et 5
2352 ER);

d)  The batch number and/or
analytical control number as well
as the quantities of each starting
material actually weighed
(including the batch number and
amount of any recovered or
reprocessed material added);

e) EAPM 2 EITITEATER B
2.3 B

e)  Any relevant processing operation
or event and major equipment
used;

s Flmes s R
Reng 2 %%

f)  Arecord of the in-process controls
and the initials of the person(s)
carrying them out, and the results
obtained;

$47F 0 £ 109 |




0) WEDP FHEZ MR TER g)  The product yield obtained at
A& A different and pertinent stages of
manufacture;

h) #wiPdE2 %> ¢ 3 kp Wdpe h)  Notes on special problems

BRI 4 2 E R4 antimie including details, with signed

o T FEERRT authorisation for any deviation
from the Manufacturing Formula
and Processing Instructions;

) gd AR T F AR PR o i)  Approval by the person
responsible for the processing
operations.

i

DR flAThe 5 45 T RI2 E )
PERIE B0 A 2 AR AT BN AL
R 28K/ 4AH:(00S) Hefpdr 2 -

Note: Where a validated process is
continuously monitored and controlled,
then automatically generated reports
may be limited to compliance
summaries and exception/
out-ofspecification (OOS) data reports.

=t 4 & #.% g+ (Batch Packaging Record )

421 F - EP RIS P R P
Nlé kb et kA Eh 4
chfp B3R A o

4.21

A Batch Packaging Record should be

kept for each batch or part batch
processed. It should be based on the
relevant parts of the Packaging
Instructions.

Pl Fredpe 7 TIAFR

The batch packaging record should

contain the following information:

a) A& a)  The name and batch number of the
product;
by &/# Kix¥ehp 2 pERF b)  The date(s) and times of the
packaging operations;
) RNEF-LRA/e EHFI2ITE c) Identification (initials) of the
AR L E LR RT operator(s) who performed each
PP PHADE L significant step of the process and,
where appropriate, the name of
any person who checked these
operations;
d #le Fdp s 2 @3N EE Lo d)  Records of checks for identity and

e 100 3 ad ¥4l

conformity with the packaging
instructions, including the results
of in-process controls;

% 487F > x 109 B




e) HiEL/e KiTEDmE o 7 e)  Details of the packaging
KK B s TR operations carried out, including
references to equipment and the
packaging lines used;
f) F=FFap ¥ 2ehe KR f)  Whenever possible, samples of
fﬁﬁl’ o @ 35 NE R p Ep printed packaging materials used,
@A B B A including specimens of the batch
coding, expiry dating and any
additional overprinting;
) FLFHELMEFFEZHE 9 7 g)  Notes on any special problems or
kpale Liph 2 EwifhLant unusual events including details,

s TS E R

with signed authorisation for any
deviation from the Packaging
Instructions;

hy =44

h)  The quantities and reference

2B fp| e number or identification of all

g 9;& 4 %jil% Hgw] o printed packaging materials and

SARUEAY, J55 S PR AT I g) S bulk product issued, used,

EAfre able ZHEFH 3 & r*] 2z destroyed or returned to stock and

THERE R ZEBEATS the quantities of obtained product,

LA i X in order to provide for an adequate
reconciliation. Where there are
robust electronic controls in place
during packaging there may be
justification for not including this
information;

i) cd e HiTEaf F AR i)  Approval by the person
Ao responsible for the packaging

operations.

25 81 % & (PROCEDURES AND RECORDS)

# 7t (Receipt)

422 H- R (F4aEAlE AR AR/
PR A SN RS AR ) B B
e ZHP 2 el e P E R
R F b E G RA S

4.22 There should be written procedures and
records for the receipt of each delivery
of each starting material, (including
bulk, intermediate or finished goods),
primary, secondary and printed
packaging materials.

423 Bl b e 4

4.23  The records of the receipts should

include:

$49F -
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a) FHEZ2FERPFH2Z LH

a)  The name of the material on the
delivery note and the containers;

b) AL TRN LA I A
(4o 3rapF )

b)  The "in-house™ name and/or code
of material (if different from a);

C) Eixp ¥

c) Date of receipt;

d HREpFOLHEZ AR EH

d)  Supplier’s name and,

manufacturer’s name;

e)  iE BB S 5L e)  Manufacturer’s batch or reference
number;
) B g2 3 Bedep f)  Total quantity and number of

containers received:;

0)  Hdfciidy P

g)  The batch number assigned after
receipt;

h)  iEiAp B cde it o

h)  Any relevant comment.

424 J3 Ratse EHat s Sy H s H48 9| 424 There should be written procedures for
Rl %7 TR/ B 2 5 ehd G ALK o the internal labeling, quarantine and
storage of starting materials, packaging
materials and other materials, as
appropriate.
# # (Sampling)
425 PHBETF T o ARSR EALR B 9T & | 4.25 There should be written procedures for
e R E SRR fr‘g;\f} = eNIE A sampling, which include the methods
36 MU R AR s R R T et and equipment to be used, the amounts
% o to be taken and any precautions to be
observed to avoid contamination of the
material or any deterioration in its
quality.
#5 (Testing)
426 v FWEHEKRERI 2 25 KT |4.26 There should be written procedures for
E W 2 R N S R I A R PE P S testing materials and products at
Woo TR A sk o different stages of manufacture,
describing the methods and equipment
to be used. The tests performed should
be recorded.
# # (Other)
$50F » % 109 F




427 R E A &2 S FEdEY > 4B Ad 4p | 427 Written release and rejection procedures
T2 %‘»%»1‘% AR ¥EM A ST s should be available for materials and
EoRF T wmARA - ”Lr"ﬁ AT AR products, and in particular for the
A BiF o },@ Bk S AT AN R certification for sale of the finished
Bt o R ET R AR TR R L o product by the Authorised Person(s). All

records should be available to the
Authorised Person. A system should be
in place to indicate special observations
and any changes to critical data.

428 RBiFEwEF - A &F2EFH 880 4.28 Records should be maintained for the
R N L b distribution of each batch of a product in

order to facilitate recall of any batch, if
necessary.

4.29 4.29 There should be written policies,

ERL X “ra%x:B* (e aB s SN ol gy procedures, protocols, reports and the

Mid P> T AR associated records of actions taken or
conclusions reached, where appropriate,
for the following examples:

- AR KW R SRR B R ~ Validation and qualification of

processes, equipment and systems;

- KA ZEEE R

&)
=

- Equipment assembly and calibration;

- B

- Technology transfer;

- HEEE TR E R AR

- Maintenance, cleaning and sanitation;

- 43¢ f§oFE - AGMP2
PAEE A 2 F A b R 3

R R A

— Personnel matters including signature
lists, training in GMP and technical
matters, clothing and hygiene and
verification of the effectiveness of
training.

- BEER - Environmental monitoring;
- AR — Pest control;

- ¥ — Complaints;

- W - Recalls;

- 3w - Returns;

- RLEH ~ Change control;

- HmABF B ESRE S

- Investigations into deviations and
non-conformances;

~ R IVEFIGMPR & AR S ;

- Internal quality/GMP compliance
audits;




- BB R (EEPF) (bl
Fiesd):

[
A
A

— Summaries of records where
appropriate (e.g. product quality
review);

- BRERAE -

— Supplier audits.

430 A& PE e ek kT Edk T | 430  Clear operating procedures should be
A2 o available for major items of
manufacturing and test equipment.

431 JeiRir i & S MAeEOL P& 2 AR K | 431 Logbooks should be kept for major or

P ARA A RBOPIELERF PR critical analytical testing, production

BEFREIZPR Y gl ~ KK/ equipment, and areas where product has

FEoRD CMEERRE GRS R ITE been processed. They should be used to

FEREFTERTDPHEL A DR L record in chronological order, as
appropriate, any use of the area,
equipment/method, calibrations,
maintenance, cleaning or repair
operations, including the dates and
identity of people who carried these
operations out.

432 EFREIR kSN ehv B H e e | 432 Aninventory of documents within the
Quality Management System should be
maintained.

$52F » %109 F




$7I% # 4 (PRODUCTION)

R Bl (PRINCIPLE)

EN RLE Y AR i e o
ERAMERP AR 0 L EEE 2
sy SO ) R iR Ry (ECE

HFT o

Production operations must follow
clearly defined procedures; they must
comply with the principles of Good
Manufacturing Practice in order to
obtain products of the requisite quality
and be in accordance with the relevant
manufacturing and marketing
authorisations.

- &4 % (GENERAL)

51 Z2ARd RBEFREFLEE - 5.1  Production should be performed and

supervised by competent people.

52 RPFHEF T 2 0 bl4edkdc ~ | 5.2 All handling of materials and products,
e T B Wi s such as receipt and quarantine,
mle 2 EH > pkd e A N4 sampling, storage, labelling, dispensing,
70 & S odk o processing, packaging and distribution

should be done in accordance with
written procedures or instructions and,
where necessary, recorded.

53 #13 Bl RPFFES P H o gL |53 All incoming materials should be
B amHApR o R FEES T checked to ensure that the consignment
o TR DF AT o corresponds to the order. Containers

should be cleaned where necessary and
labelled with the prescribed
information.

54 P B2RF2HERFPEEFT AL HE |54  Damage to containers and any other
PRz PR B BE problem which might adversely affect
EE T RS ST R AT the quality of a material should be

investigated, recorded and reported to
the Quality Control Department.

55 R ASFAFZEHAE &S EEJcL e |55 Incoming materials and finished
S BT S AR Trcg L DI products should be physically or
BRH S EFER Y AEH L o administratively quarantined

immediately after receipt or processing,
until they have been released for use or
distribution.

% 53F > x 109 F




56 L@ g/ FA SN FES/e KA |56  Intermediate and bulk products

5o AR AR I R R e purchased as such should be handled on
receipt as though they were starting
materials.

5.7 13 Ry M ZE A &Y R EEREE 2 i |57 All materials and products should be
FOEET X UG S NG 0 1 stored under the appropriate conditions
PRI B3 i dk o established by the manufacturer and in

an orderly fashion to permit batch
segregation and stock rotation.

58 MRITE > RBPHAIZEFLE/HED |58 Checkson yields, and reconciliation of
oo MR ER ftaﬂz e FA R o quantities, should be carried out as

necessary to ensure that there are no
discrepancies outside acceptable limits.

59 2k ARDF AZITE 2 EFALKF- % |59 Operations on different products should

EPRRFRFAESEHGE f? LR S not be carried out simultaneously or
TR FHNR R e consecutively in the same room unless
there is no risk of mix-up or
cross-contamination.

510 #@Azens - FFE > ¥R R4 42 & | 510 Atevery stage of processing, materials
XA E BB ES and products should be protected from

microbial and other contamination.

511 rJZickcnRh 2 & 5pF 0 B4 P4 | 511 When working with dry materials and
5] e gaa#ﬁ KRR VI 20 X2 e BT S T o products, special precautions should be
oo FrWAE TR RGPS F T taken to prevent the generation and
¢ 3B RATIELS F P o dissemination of dust. This applies

particularly to the handling of highly
hazardous, including highly sensitising
materials.

512 #Hitx4e¥ > 475 Ry f - L@ &% % ~ | 512 Atall times during processing, all

KEDLRADE LRPFRY Dffiv3x
CREET 0 ER D BrR Y A SR
PR SHZE (k7 F) 2 L
FA UG o W AR T Y Rk R
2 AR

materials, bulk containers, major items
of equipment and where appropriate
rooms used should be labelled or
otherwise identified with an indication
of the product or material being
processed, its strength (where
applicable) and batch number. Where
applicable, this indication should also
mention the stage of production.

554 -
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513 * 23 E - R A & FEF#7hi7 + & | 5.13  Labels applied to containers, equipment

FR PR TR T - R e or premises should be clear,
i B AU A B unambiguous and in the company's
(Blde BB~ £8 ~IEY ~ B/ C agreed format. It is often helpful in
FE) W F Ay e addition to the wording on the labels to
use colours to indicate status (for
example, quarantined, accepted,
rejected, clean).

514 HrmiE* 3R i Atz 4 78~ B % & | 514 Checks should be carried out to ensure
ﬁ%]:z Y- BRPOEREHBRG that pipelines and other pieces of
Gt ge il BRERA - equipment used for the transportation of

materials and products from one area to
another are connected in a correct
manner.

515 e viac®dL kpdps & ivE4A 5z | 515 Any deviation from instructions or
PAE B BARF Bd BT AR M procedures should be avoided as far as
TR ORFELTF ST R AR D possible. If a deviation occurs, it should
F B o be approved in writing by a competent

person, with the involvement of the
Quality Control department when
appropriate.

516 x4 AR5 BRIV R - 5.16 Access to production premises should

be restricted to authorised personnel.

2AP AR FReOB L
(PREVENTION OF CROSS-CONTAMINATION IN PRODUCTION)

%557 > % 109 F




517 ¥ > 2ER2 4 2 B4 I T2 A2 | 517 Normally, the production of
BERORBPERE Y L2 o hoig ¥ non-medicinal products should be
PFo TRBT 2 oy 3 AT B avoided in areas and with equipment
FRAFADEN c LES P Aoy destined for the production of medicinal
HOOpr U ES) HpE AL products but, where justified, could be
AEIREG > A EF M ERS Z 2 allowed where the measures to prevent
BT R o cross-contamination with medicinal

products described below and in
Chapter 3 can be applied. The
production and/or storage of technical
poisons, such as pesticides (except
where these are used for manufacture of
medicinal products) and herbicides,
should not be allowed in areas used for
the manufacture and / or storage of
medicinal products.

518 Bt A A S Y - Ry 4 & 4 5 | 518 Contamination of a starting material or
AR TR B LR G R of a product by another material or
f2d AEAIZ RAE A R (A product should be prevented. This risk
e @WAe ) 2 A RAr A A gl B s F of accidental cross-contamination
W-ZF F5 AFHESKEF resulting from the uncontrolled release
R F 2 FlivE L R R E of dust, gases, vapours, aerosol, genetic
o ORATER o Gk R ERES L materials or organisms from active
PO EFERE A PAE SR > RS substances, other materials (starting or
AAEFIERE LR hF F2 in-process) and products in process,
BE bR o L 0 RS L DTSR from residues on equipment, and from
B 515 ARG A E B EH % 2 operators' clothing should be assessed.
F KR & oo The significance of this risk varies with

the nature of the contaminant and that
of the product being contaminated.
Products in which cross-contamination
is likely to be most significant are those
administered by injection and those
given over a long time. However,
contamination of all products poses a
risk to patient safety dependent on the
nature and extent of contamination.
$56F >+ 109 F




519 R FABEF = F 4 0 5d LR B | 5.19 Cross-contamination should be
SEWEELAF 22X NP o BEA prevented by attention to design of the
REEARE TR Fs.,? FFE 2 4% premises and equipment as described in
WP o @ 45 2R VLR R AR Chapter 3. This should be supported by
B MEdlRR 5 ;—{L R oo attention to process design and

implementation of any relevant
technical or organizational measures,
including effective and reproducible
cleaning processes to control risk of
cross-contamination.

520 & Fh&piEAE (F 450 2 2 LE 520 A Quality Risk Management process,

ﬁ%)@ﬁU%?’U¢%K§$d

@ls\ex R R FLR S o :‘u.
% 4 IR K AR R L AR
B oden s figd B Lmrgﬁ ~ R 2
TR s AR E SRR 0 A
d A i m e fiE 2 MNP R LR 2 &
Frae 4 oo+ ﬁf%"t”“"/ﬁ o R R R
WAL S A L FE AR R S R
ﬂ%l@gﬁ**’?%ﬁﬁwﬁ A & R IE
BEPEBEZAH TV IR
A SRR CAE B ARG o
PETRRF > A d A SEEFEEP > KA

A8 U iR s p KR P A

hY

GBEYE= X -k

-gn‘\
¥
fﬂ

which includes a potency and
toxicological evaluation, should be used
to assess and control the
cross-contamination risks presented by
the products manufactured. Factors
including; facility/equipment design and
use, personnel and material flow,
microbiological controls,
physico-chemical characteristics of the
active substance, process
characteristics, cleaning processes and
analytical capabilities relative to the
relevant limits established from the
evaluation of the products should also
be taken into account. The outcome of
the Quality Risk Management process
should be the basis for determining the
necessity for and extent to which
premises and equipment should be
dedicated to a particular product or
product family. This may include
dedicating specific product contact parts
or dedication of the entire
manufacturing facility. It may be
acceptable to confine manufacturing
activities to a segregated, self contained
production area within a multiproduct
facility, where justified.




5.21

S G WE R DR Y A ¥
ERELE S WA ERE SR ¥ R
AR AR o T T IR A BIAN
MTERCE L

5.21 The outcome of the Quality Risk

Management process should be the
basis for determining the extent of
technical and organisational measures
required to control risks for
cross-contamination. These could
include, but are not limited to, the
following:

Technical Measures

i Dedicated manufacturing facility
(premises and equipment);

DI R T JEE B
= 23 (HVAC)

=zl

23 <
B0 s H R
e

ii  Self-contained production areas
having separate processing
equipment and separate heating,
ventilation and air-conditioning
(HVAC) systems. It may also be
desirable to isolate certain
utilities from those used in other
areas;

TN Iy
AT~ A FFFEDF L 22
i AT) WA TR AR

iii  Design of manufacturing process,
premises and equipment to
minimize risk for
cross-contamination during
processing, maintenance and

cleaning;
iv @ TP ki MITE K2R iv. Use of “closed systems™ for
Ry A S-2 4% processing and material/product
transfer between equipment;
% @ FRER AR (¢ dEREE v Use of physical barrier systems,
B) OF5FHHE including isolators, as
containment measures;
Vi vi  Controlled removal of dust close

v ’F I ESR R 54 “f#&iﬁr‘}% RPN
s Be o Gl4oid i B 03 Kﬁg_ .

to source of the contaminant e.g.
through localised extraction;




vii FRE B RGP EE vii  Dedication of equipment,
HE T2 I FFRDEE (A //% dedication of product contact
B) > MEEY RERALIE parts or dedication of selected
parts which are harder to clean
(e.g. filters), dedication of
maintenance tools;
Vili & — S * 2 e 3N P viii  Use of single use disposable
technologies;
iX R R AR H iXx  Use of equipment designed for
ease of cleaning;
X HERTFHETERIPRE UK X  Appropriate use of air-locks and
Brif idr BN afFThmeE pressure cascade to confine
nos potential airborne contaminant
within a specified area;
Xi #d KRG AIE N IR 2T F Xi  Minimising the risk of
£ AR EATIRE N T A DF G contamination caused by
BETED BN recirculation or re-entry of
untreated or insufficiently treated
air;
Xii #* Srpocd otz pod R xii  Use of automatic clean in place
s R systems of validated
effectiveness;
Xili 3 X o- BOEEFRE - BKAG xiii  For common general wash areas,

ZLEEHE IR RO TR LA
B oo

separation of equipment washing,
drying and storage areas.

iz :%kz #ﬂ 35

Organisational Measures

wREE R AA Y (MR AR
B R RER S P AR
AA®RELEY O BFIEFEMR
H A el iR AR

i Dedicating the whole
manufacturing facility or a self
contained production area on a
campaign basis (dedicated by
separation in time) followed by a
cleaning process of validated
effectiveness;

ERCELY BRI R
o RAE R ERRT bW
P

il Keeping specific protective
clothing inside areas where
products with high risk of
cross-contamination are
processed;




R TRAE bR L ﬁ%’ﬁ—ﬁ
W%aWﬁJ,@:%
WAL S — 87 iRl
d¢®&*§?w~ ;17&* V+'

Cleaning verification after each
product campaign should be
considered as a detectability tool
to support effectiveness of the
Quality Risk Management
approach for products deemed to
present higher risk;

iV @ BANEAR% R TEPPAZ iv. Depending on the contamination
FEBFEALAPBRES TS risk, verification of cleaning of
¥ % 0 2L FER Pt A Sy non product contact surfaces and
o e UE RS/ monitoring of air within the
MIEF®E DT F manufacturing area and/or

adjoining areas in order to
demonstrate effectiveness of
control measures against airborne
contamination or contamination
by mechanical transfer;

V  BRAPRIE S RF GRatiek R B v Specific measures for waste
R JRAEE T handling, contaminated rinsing

water and soiled gowning;

Vi owsE S AT REES vi  Recording of spills, accidental
events or deviations from
procedures;

vii SREHRAE 2 R EROK vii  Design of cleaning processes for

PR FERNE T EIRTR premises and equipment such that
SAR R the cleaning processes in
themselves do not present a
cross-contamination risk;

vili KRS AR R e e B MR T viii  Design of detailed records for
0 EOL Y R i L eI l% cleaning processes to assure
P2 RS R R EARR completion of cleaning in

accordance with approved
procedures and use of cleaning
status labels on equipment. and
manufacturing areas;

IX AW PEFRTERE Y X B a- 4k ix  Use of common general wash

1

areas on a campaign basis;




X 3FERZER S MR ED R G
PR B L AR 2 AR E ]

X Supervision of working behaviour
to ensure training effectiveness
and compliance with the relevant
procedural controls.

522 RiER TR TH®ITF 2R 5 %522 Measures to prevent

He 2 Aot e cross-contamination and their
effectiveness should be reviewed
periodically according to set
procedures.

Feax (Validation )

523 gErht g st B AR R 0 ¥ k47 523 Validation studies should reinforce
iR qs c Bg%2 2hRK7 3 Good Manufacturing Practice and be
& e conducted in accordance with defined

procedures. Results and conclusions
should be recorded.

524 & T e £ @@ 22 | 524 Whenany new manufacturing formula
oo 3R P FR L B b 7 (T eh or method of preparation is adopted,
PrPE A RLLARPFE R steps should be taken to demonstrate its
A e Rk R 3 A I NN S L L ! suitability for routine processing. The
R - R2Z A& o defined process, using the materials and

equipment specified, should be shown
to yield a product consistently of the
required quality.

525 #HEFEMRT N € X EASEF2 /2% 525 Significant amendments to the
2 LRPhELAB DT > & #«?X R manufacturing process, including any
Pleniz e g { o B4 MFEIT change in equipment or materials,

which may affect product quality and/or
the reproducibility of the process should
be validated.

526 W42 2R BT 2P M E FErc > | 526 Processes and procedures should

VIFE RH dE i I g % g 4

undergo periodic critical re-validation to
ensure that they remain capable of
achieving the intended results.

R# (STARTING MATERIALS)




527 R ERRFTEHE T ﬁawv ~ #%/8 % | 527 The selection, qualification, approval
w2 2 Rl e RS BRIt and maintenance of suppliers of starting
B e 2o 300 o EAGR materials, together with their purchase
BIEZEd Bo s 2 b= and acceptance, should be documented
W TR v PFaRAE - W ER - Bk as part of the pharmaceutical quality
daeigfedt i 2 Rl A B Y ahgk B system. The level of supervision should
# oo FEHFE - BRBF/RAE AL be proportionate to the risks posed by
Vf Hhp oo FEpEERDLITA R RE the individual materials, taking account

ERR - HRAEZ PR RS ﬁﬂfrrn i of their source, manufacturing process,
fE o PR RAERE BA AN HE supply chain complexity and the final
PEF o use to which the material is put in the

medicinal product. The supporting
evidence for each supplier / material
approval should be maintained. Staff
involved in these activities should have
a current knowledge of the suppliers,
the supply chain and the associated risks
involved. Where possible, starting
materials should be purchased directly
from the manufacturer of the starting
material.

5.28 @l'fé R s Rkt »?Jﬁr% %‘Uﬁ R ® & | 5.28 The quality requirements established by

Bt d - ko2 &~ \zﬁm}‘“ﬁf the manufacturer for the starting

#i H g2~ o /»\/s Rt gk materials should be discussed and
Fe~¥ s w B BR 0 Bl N agreed with the suppliers. Appropriate
2 g R AR A e B aspects of the production, testing and

control, including handling, labelling,
packaging and distribution
requirements, complaints, recalls and
rejection procedures should be
documented in a formal quality
agreement or specification.

529 #3t Rl E pr AR BT chfr 8 2 2 | 529  For the approval and maintenance of
FooE RheT oo suppliers of active substances and

excipients, the following is required:
Tl % Active substances
$62F » % 109 F




REZ LT LR AR
Ade Al I B ¥ A S Mk 'R BT
Pl X T AEIL o AR P-AE R o “i%
‘3}3!7}"’5—%'?”\??%?& "o

Supply chain traceability should be
established and the associated risks,
from active substance starting materials
to the finished medicinal product,
should be formally assessed and
periodically verified. Appropriate
measures should be put in place to
reduce risks to the quality of the active
substance.

BT EEEBREE (¢ RPEFLA
4o L) it R sag w ¥
o B R e

The supply chain and traceability
records for each active substance
(including active substance starting
materials) should be available and be
retained by the manufacturer of the
medicinal product.

et e Rl &2 W 2 EHFEFHE
Pro A B AN BARRRE

PRAEHRFE R YFFT G
FRhp FaBBERAE DT E G- 2
FERuL Ao

Audits should be carried out at the
manufacturers and distributors of active
substances to confirm that they comply
with the relevant good manufacturing
practice and good distribution practice
requirements. The holder of the
manufacturing authorisation shall verify
such compliance either by
himself/herself or through an entity
acting on his/her behalf under a
contract. For veterinary medicinal
products, audits should be conducted
based on risk.

LR E TR - R
GMP &7 > & % PFEAER 5 53 b 3
kg IBE W REZBEAIR TS -
WL F P R AR Y T R
LN 2T S FIQF:}F] RINE N S
fiwoe ER FRAOFLIFF TR/ HF o

Audits should be of an appropriate
duration and scope to ensure that a full
and clear assessment of GMP is made;
consideration should be given to
potential cross- contamination from
other materials on site. The report
should fully reflect what was done and
seen on the audit with any deficiencies
clearly identified. Any required
corrective and preventive actions should
be implemented.




et R e F ILEAR Y AT )
B (718 AT o AR g
R L AR iy i

Further audits should be undertaken at
intervals defined by the quality risk
management process to ensure the
maintenance of standards and continued
use of the approved supply chain.

)

Excipients

PRAE 2 BT 139k PIC/S 3531 PI
045-1 Mg # 3t 4 % 2 22342 i 4 R
AR D AR R ER] > A
R WSS L e A
# -

Excipients and excipient suppliers
should be controlled appropriately
based on the results of a formalised
quality risk assessment in accordance
with the PIC/S Guideline PI 045-1
‘Guidelines on the formalised risk
assessment for ascertaining the
appropriate Good Manufacturing
Practice for excipients of medicinal

products for human use’.

530 Rm#leE - b B A/MPEHF e | 530 Foreach delivery of starting material
e B > ¢ FAPMPEI Bet b B4t the containers should be checked for
o ERE M E S RRFERT integrity of package, including tamper
E o B Rz S a i evident seal where relevant, and for
RMEEREFFTAZL - RfE 2 correspondence between the delivery
Bl LR~ i note, the purchase order, the supplier's

labels, and approved manufacturer and
supplier information maintained by the
medicinal product manufacturer. The
receiving checks on each delivery
should be documented.

531 htFz- =% % 24 pitories | 531 If one material delivery is made up of
FoA - BEPTRERE R different batches, each batch must be
BT o considered as separate for sampling,

testing and release.

532 e ®FOREEEF F 1 5.32 Starting materials in the storage area

7 GPEas
SI ) D BT I

should be appropriately labelled (see
section 13). Labels should bear at least
the following information:

Pl R
p¥) 5

|
sl
:r

£l

i The designated name of the
product and the internal code
reference where applicable;

i BT B

ii A batch number given at receipt;

564 F -
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i B N F PR (e
v \*ﬁ‘%gtl \z‘i;f—? \#E?“');

iii  Where appropriate, the status of
the contents (e.g. in quarantine, on
test, released, rejected);

iv LR p B AP Hkskenp B o

iv. Where appropriate, an expiry date
or a date beyond which retesting is

necessary.

T RDR R GG g o Pkt When fully computerised storage

FRERALTR LGP AR systems are used, all the above

+o information need not necessarily be in a
legible form on the label.

533 &7 it § hARS e kFr - — 1 /& | 5.33 There should be appropriate procedures
FLE B2 N F k- o iz R or measures to assure the identity of the
CETERTBNUEET GHFELE contents of each container of starting
F)e material. Bulk containers from which

samples have been drawn should be
identified (see Chapter 6).

534 W3 KSFEAIINF T > ¥ B AR % | 534 Onlystarting materials which have been

p #F Al S T released by the Quality Control
department and which are within their
retest date should be used.

535 %A S I‘aé FbB T MRk~ #1535  Manufacturers of finished products are

oty 2 Rl S ez e Rl e T U R responsible for any testing of starting
Kl G- A B SR BT R e L ANV Ll materials® as described in the marketing

*%’WM&P%dWSA/H =
(7 g R

authorisation dossier. They can utilise
partial or full test results from the
approved starting material manufacturer
but must, as a minimum, perform
identification testing® of each batch
according to Annex 8.

SO enS R B Y E 545 etk & %
L

% A similar approach should apply to
packaging materials as stated in section
5.45.

C R R AR B F T AR 2
E R PR F o

i e

* Identity testing of starting materials
should be performed according to the
methods and the specifications of the
relevant marketing authorisation dossier.
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5.36 The rationale for the outsourcing of this

testing should be justified and
documented and the following
requirements should be fulfilled:

i 20 EEF RS TEE TR
RIS R N E L R g
Jl.&kéﬂi’?# (FE P08 0 7y

i Special attention should be paid
to the distribution controls
(transport, wholesaling, storage
and delivery) in order to maintain
the quality characteristics of the
starting materials and to ensure
that test results remain applicable
to the delivered material;

i ;3 TRER LB %#b"i b
ik AR I U I
KW$%%’%&@5&@%*ﬁ
ﬁ@%wﬁ(éfﬁﬁ)%%%

o T E R P FRBEY 2

1%*‘”{7\ o

ii The medicinal product
manufacturer should perform
audits, either itself or via third
parties, at appropriate intervals
based on risk at the site(s)
carrying out the testing (including
sampling) of the starting
materials in order to assure
compliance with Good
Manufacturing Practice and with
the specifications and testing
methods described in the
marketing authorisation dossier;

i AR/ ERFREL A THE
mdod LR FHRE SR
AR ER SRR RS -
SpEEPHE SRR A SR
S I

iii  The certificate of analysis
provided by the starting material
manufacturer/supplier should be
signed by a designated person
with appropriate qualifications
and experience. The signature
assures that each batch has been
checked for compliance with the
agreed product specification
unless this assurance is provided
separately;




iV FRAEE R R AR iv  The medicinal product
Fenig § 55k (f BB ERP O manufacturer should have
B ) F TR AR LI appropriate experience in dealing
Eof gt b pIRBIEZ w e with the starting material
B o Y R RS A RRRER manufacturer (including
Pixd R L experience via a supplier)
including assessment of batches
previously received and the
history of compliance before
reducing in-house testing. Any
significant change in the
manufacturing or testing
processes should be considered:;
v TRAERPEAHIRAERF R v The medicinal product

H

FIERUN ﬁ,;spg v fM o B
AR 'k ity ORI
@ﬁiﬁﬁﬁ(ﬁéﬁfﬂﬁﬁ%
R E S DRET RS S
oo ok ZpERN N ERe LR
RIBEFRAATRP-RFHY > =
TR e R R
BREERT A HTED L o

manufacturer should also perform
(or via a separately approved
contract laboratory) a full
analysis at appropriate intervals
based on risk and compare the
results with the material
manufacturer’s or supplier’s
certificate of analysis in order to
check the reliability of the latter.
Should this testing identify any
discrepancy then an investigation
should be performed and
appropriate measures taken. The
acceptance of certificates of
analysis from the material
manufacturer or supplier should
be discontinued until these
measures are completed.

5.37
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5.37

Starting materials should only be
dispensed by designated persons,
following a written procedure, to ensure
that the correct materials are accurately
weighed or measured into clean and
properly labelled containers.




538 & - EAf R #ii 23 F 8% € % | 538 Eachdispensed material and its weight
BB w AP ET A ssr o or volume should be independently
checked and the check recorded.
539 & - paxBpen AT T - 420 T | 539 Materials dispensed for each batch

PR T o

should be kept together and
conspicuously labelled as such.

FieEE LGR/VRARE FA/¢ KAR
( PROCESSING OPERATIONS: INTERMEDIATE AND BULK

PRODUCTS)

540 i IFiTERinm > kP~ 3 > 1 | 540 Before any processing operation is
FEETEREIRFAFE A ETPIRG started, steps should be taken to ensure
TET2ZTEORPE A ASERT that the work area and equipment are
e o clean and free from any starting

materials, products, product residues or
documents not required for the current
operation.

541 L@ %/P FAREELSIe KA 5% 541 Intermediate and bulk products should
TR R iEET o be kept under appropriate conditions.

542 Mtz Sarrc(% L ~F 2T Frc )e | 542 Critical processes should be validated

(see "Validation™ in this Chapter).

543 i & @l4R? # 412 kB ¥ 1390k | 543  Any necessary in-process controls and
HiTLEA shk o environmental controls should be

carried out and recorded.

544 LW A F TP F R ASRES 4| 544  Any significant deviation from the
The PG o expected yield should be recorded and

investigated.

¢ %+ (PACKAGING MATERIALS)

545 E R EHALE e Rahe E2 & | 545  The selection, qualification, approval
BReaEE - HRFE B ZF BB R and maintenance of suppliers of primary
RALE S LR o and printed packaging materials shall be

accorded attention similar to that given
to starting materials.

% 68 F >
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546 SE e EHARES F SR - 3%+ | 5.46 Particular attention should be paid to
AR T AL 2eniEiE e > @ H R printed materials. They should be stored
g ARG DB o K2 H in adequately secure conditions such as
O o ;\—; Eritene AR s B to exclude unauthorised access. Cut
BB RETEEE ML AR &R labels and other loose printed materials
HARRET T AR EAR 0 RITE 2 should be stored and transported in
ERE 27 R s ST separate closed containers so as to avoid

mix-ups. Packaging materials should be
issued for use only by authorised
personnel following an approved and
documented procedure.

547 & - &2 p Bk - p=t2 B R|ihe % | 547 Each delivery or batch of printed or
HA & e EHF - BRES B 0 primary packaging material should be
S B A et o given a specific reference number or

identification mark.

5.48 w‘i’é 8y e | 5,48 Outdated or obsolete primary packaging

R T B e E R R I B R
PP B BRE

.
=

%

material or printed packaging material
should be destroyed and this disposal
recorded.

& e g iv¥ (PACKAGING OPERATIONS)

549 &z &fF T *‘:L;L L PR FNLE 0 # | 5.49 When setting up a programme for the
RFG S RREAF AN SR G T A packaging operations, particular
[ “ﬁfj& FRER > 2 g 52 F attention should be given to minimising
tt”f PAR AR [ R o the risk of cross-contamination, mix-ups
or substitutions. Different products
should not be packaged in close
proximity unless there is physical
segregation.
550 4 /& KITE e RBP4 3 - FgiR | 550 Before packaging operations are begun,

B A < U R
AFEa, 2 BRETTENT & L2 4
S RPN o A
RRDFREERFDAREANSG

TR miER A S

steps should be taken to ensure that the
work area, packaging lines, printing
machines and other equipment are clean
and free from any products, materials or
documents previously used, if these are
not required for the current operation.
The line-clearance should be performed
according to an appropriate check-list.




551 (F%¢ A 5 L2 $45 P && | 551 The name and batch number of the

- BAale A o product being handled should be
displayed at each packaging station or
line.

552 13 A &% F* che AP L% 4/ | 552  All products and packaging materials to
KInFmEy ke sle gt balfs be used should be checked on delivery
HEc® -2 - R to the packaging department for

quantity, identity and conformity with
the Packaging Instructions.

553 HE* hF BALE SR LK E G & | 553 Containers for filling should be clean
ARBELERFRP IS B ",f e before filling. Attention should be given
BBz RS - to avoid and remove any contaminants

such as glass fragments and metal
particles.

554 & ¥ - t‘é B EEE R E B4 dRT o | 5,54 Normally, filling and sealing should be
F 2t o BURRBYR F PARR 0 M followed as quickly as possible by
F? g AR e PR R o labelling. If it is not the case,

appropriate procedures should be
applied to ensure that no mix-ups or
mislabelling can occur.

555 EwmE R E¥ (bl4ot g ~ k»cp ) | 555 The correct performance of any printing
ZEhp 1 e - I A R N e A g operation (for example code numbers,
KirEougfer 27 B MK AT expiry dates) to be done separately or in
Fheedre T1ERES LR X T the course of the packaging should be
PR L/ - checked and recorded. Attention should

be paid to printing by hand which
should be re-checked at regular
intervals.

556 § ¢ KRR THRME P | 5.56  Special care should be taken when using
A EFWAR c AR BELRRE S cut-labels and when over-printing is
FasfRaad ¥ v SR . carried out off-line. Roll-feed labels are

normally preferable to cut-labels, in
helping to avoid mix-ups.

557 Fmika + F B~ R ELH | 557  Checks should be made to ensure that
RN D AT BREFR A/ any electronic code readers, label
o counters or similar devices are

operating correctly.
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558 SE R MME e K P hF 3 0 & | 558  Printed and embossed information on
PR R R FEARE B ERTE o packaging materials should be distinct

and resistant to fading or erasing.

5.59 A fe EHE é_%m%ﬂi 2 #1&i& {7 | 559 On-line control of the product during
A eAET IR P packaging should include at least

checking the following:
I ¢ K- b i General appearance of the
packages;
ii e KILTRE; il Whether the packages are
complete;
i A FR P FEOA e K, iii  Whether the correct products and
packaging materials are used,;
iv EeredF Il iv. Whether any over-printing is
correct;
vV Al AR EARELEE v Correct functioning of line
monitors.
ale BRI E7 @R o Samples taken away from the packaging
line should not be returned.

560 2z R ¥ FEaad R FEAMPEE L | 560 Products which have been involved in
RenFua P ~BAZRVE o B L an unusual event should only be
oo KRBT o BFEFZITELFE reintroduced into the process after
R special inspection, investigation and

approval by authorised personnel.
Detailed record should be kept of this
operation.

561 H#@EFAle KA SFE J ¢ F#k i | 5,61 Any significant or unusual discrepancy
22 A 0H A Hcp TEB P R observed during reconciliation of the
S ESNERTE ”# 2EE AR TR R amount of bulk product and printed
WIEEFAAITA BT E R o packaging materials and the number of

units produced should be investigated
and satisfactorily accounted for before
release.

562 A~/ Ziv¥-¥=a{s > EZ@AR*a | 562 Uponcompletion of a packaging
Erp el Bl AH RS e T operation, any unused batch-coded
Rm A F A U o AEPELZ PR e packaging materials should be

SRS L B T ER YR

destroyed and the destruction recorded.
A documented procedure should be
followed if un-coded printed materials
are returned to stock.




B % & % (FINISHED PRODUCTS)

563 R ¥ A FREFERTEIIEET EFNE
BEFEHRT > B PIBR M EES o

5.63

Finished products should be held in
quarantine until their final release under
conditions established by the

manufacturer.
564 A &5 ke fTw 0 ¥ A F8 < | 564 Theevaluation of finished products and
TRZFTFERITTE A R(FFTEA) - documentation which is necessary
before release of product for sale is
described in Chapter 6 (Quality
Control).
565 xiTfs 0 B M A Sk ERFITIER T | 565 After release, finished products should

PR R AT

be stored as usable stock under
conditions established by the
manufacturer.

B th~ fow il R 9w R SR

(REJECTED, RECOVERED AND RETURNED MATERIALS)

566 4E* chRPfx A Sy ¥4t 2 %R4E | 5,66 Rejected materials and products should
*ppg o A BREGFULEHY o P be clearly marked as such and stored
FREITERE ALY A NE separately in restricted areas. They
PR RN A o R R BE R TR RS should either be returned to the
et 4 R m;,’:;v” TS sk o suppliers or, where appropriate,

reprocessed or destroyed. Whatever
action is taken should be approved and
recorded by authorised personnel.

567 % & SinE AJR B B o 3% € &J2 | 5.67 The reprocessing of rejected products
Fhb B RhEFr X PEPFER should be exceptional. It is only
®oxX ’Ilp AR R ts o R DG permitted if the quality of the final
AR ERFRE 4 LF o ¥ H b product is not affected, if the
& g o specifications are met and if it is done in

accordance with a defined and
authorised procedure after evaluation of
the risks involved. Record should be
kept of the reprocessing.
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568 #&HTE SF 2 Amptte2IRA — #8568 Therecovery of all or part of earlier
Ao e enflE R H R AR batches, which conform to the required
.- BRI afrw s REFTEAFT o & quality by incorporation into a batch of
Blew B AT h e 0 ¢ 7 H YRR the same product at a defined stage of
HREFzZ TRV ?33?‘5 2_ i %;i v R R manufacture should be authorised
SRR T2 o 3R B 3T beforehand. This recovery should be

carried out in accordance with a defined
procedure after evaluation of the risks
involved, including any possible effect
on shelf life. The recovery should be
recorded.

569 G E AJZN H ~faw 2 A Feniz e | 569 The need for additional testing of any

o Bl SR AT Y g B A finished product which has been
ke g IR e reprocessed, or into which a recovered
product has been incorporated, should
be considered by the Quality Control
Department.

570 &3 Hi3w 2 S B F 2§44 | 570 Products returned from the market and
R Rl “f S R EE T which have left the control of the
FABES R el RIRTEA manufacturer should be destroyed
MM Ed g 2R BTG 0@ R unless without doubt their quality is
TATH L ~ £ AT B EE AT - Pt satisfactory; they may be considered for
T oo i fATE P 0 A& s TR R re-sale, re-labelling or recovery in a
T PR R E R HRIRZ Fre subsequent batch only after they have

ME RN REOEREE Y RS
TR oo KR AR E L AEIT N %3 %
SR RREASETAL B
[P ZT}C% Fans HiBgp & £ A7 %‘b
RERTRF o BT TR YIRS
AR Ry

been critically assessed by the Quality
Control Department in accordance with
a written procedure. The nature of the
product, any special storage conditions
it requires, its condition and history, and
the time elapsed since it was issued
should all be taken into account in this
assessment. Where any doubt arises
over the quality of the product, it should
not be considered suitable for re-issue
or re-use, although basic chemical
reprocessing to recover active
ingredients may be possible. Any action
taken should be appropriately recorded.




FIR i i & A ek
(PRODUCT SHORTAGE DUE TO MANUFACTURING CONSTRAINTS)

571 W@ Rk % F7F 7 —*Ff 3£ 4 #:¢ i¥ | 5,71 The manufacturer should report to the

¥¢0 Vo BERERRE Y Ui e 4] marketing authorisation holder (MAH)
TR e SR B PFIR(T > LN B FT any constraints in manufacturing
FOAPpEZ LEGe L PHEL operations which may result in
B o abnormal restriction in the supply. This

should be done in a timely manner to
facilitate reporting of the restriction in
supply by the MAH, to the relevant
competent authorities, in accordance
with its legal obligations.
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%+ % %% ¥4 (QUALITY CONTROL)

R Bl (PRINCIPLE)

* % o2 GMP 4351 ¥ F Ap b 354 —
AP -

This chapter should be read in
conjunction with all relevant sections of
the GMP guide.

ERERERE S RRERERE B
B2 BEERAEG M RS L
ey S T TRERASTE
BB R o R PR g AT R
FoORASRERCET R LA R 5
FEHD RO HRZTNCE - a i
EV B ARET Mty T
L R I LN S LTAD Rl S 8
WEHEASTEH LR F Tk o

Quality Control is concerned with
sampling, specifications and testing as
well as the organisation, documentation
and release procedures which ensure
that the necessary and relevant tests are
carried out, and that materials are not
released for use, nor products released
for sale or supply, until their quality has
been judged satisfactory. Quality
Control is not confined to laboratory
operations, but must be involved in all
decisions which may concern the quality
of the product. The independence of
Quality Control from Production is
considered fundamental to the
satisfactory operation of Quality
Control.

- &4 % (GENERAL)

6.1

B - BREHFT G FEIRT TR
FIZRFE o pL IR K H 9 IR )
KoXd EF @y FREEHRDLA
Foeom AR vl HAfz - B

6.1

Each holder of a manufacturing
authorisation should have a Quality
Control Department. This department
should be independent from other
departments, and under the authority of
a person with appropriate qualifications
and experience, who has one or several
control laboratories at his disposal.
Adequate resources must be available to
ensure that all the Quality Control
arrangements are effectively and
reliably carried out.
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6.2 S EAIL R BB PRENF - 6.2  The principal duties of the head of
¥ oo FEMa T BRI "T’ﬁ s Quality Control are summarised in
SRR E 0 Blde D FIRT s mRE LT TR Chapter 2. The Quality Control
SRR BRSPS A RS2 ”ﬁ Department as a whole will also have
BZ[&FFHREDEH (5" ) other duties, such as to establish,
F e & & F Bl ik o FE validate and implement all quality
AR TEAER FEfASET T control procedures, oversee the control
M2 ¥ e A% o gt ivE Y 1@&‘2 2 of the reference and/or retention
HARAERET 0 P AL B  BA samples of materials and products when
applicable, ensure the correct labelling
of containers of materials and products,
ensure the monitoring of the stability of
the products, participate in the
investigation of complaints related to
the quality of the product, etc. All these
operations should be carried out in
accordance with written procedures and,
where necessary, recorded.
6.3 HXAFIREE RS 7 AT AP M T 6.3  Finished product assessment should
32oe A AEE /WA RHOESE embrace all relevant factors, including
Wig (edgple ) 2 ER3t - P& production conditions, results of
BX A AR ﬁx’l AT TR G o in-process testing, a review of
manufacturing (including packaging)
documentation, compliance with
Finished Product Specification and
examination of the final finished pack.
6.4 GFPBENA o P ZFEHIAR |64 Quality Control personnel should have
B 2 AT o access to production areas for sampling
and investigation as appropriate.
LEFEHRBTRF

(GOOD QUALITY CONTROL LABORATORY PRATCTICE)

% 76 F >
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65 FAIFHIZIMEEIXARFTES=F |65  Control laboratory premises and
U SR A Pk S equipment should meet the general and
FHREIEAARTD TEBR "G ®F 2T specific requirements for Quality
T TELRPOIRFYL A Control areas given in Chapter 3.

HE AP EIHTREFRE > M Laboratory equipment should not be

EESIN I B=r) W SRR WE routinely moved between high risk areas
to avoid accidental cross-contamination.
In particular, the microbiological
laboratory should be arranged so as to
minimize risk of cross-contamination.

66 FH&ETT AR S RSEBEKAFR/E | 6.6  The personnel, premises, and equipment
W TEDE TR R ER in the laboratories should be appropriate
EApfE o B & % - 3 & B d g to the tasks imposed by the nature and
R AT o G FEgaEd K o (8 #E-)» it the scale of the manufacturing
H R IRBEL T o L B _W%@g +% & operations. The use of outside
SRR o laboratories, in conformity with the

principles detailed in Chapter 7,
Outsourced Activities, can be accepted
for particular reasons, but this should be
stated in the Quality Control records.

¥ % (Documentation)

67 fmi~ HYUTKGRSE e F 7S | 67  Laboratory documentation should
RAle B EFEH G MAEL > 22 follow the principles given in Chapter 4.
TAlmE TR EESE R AII0E R e An important part of this documentation
ol deals with Quality Control and the

following details should be readily
available to the Quality Control
Department:
(i R+ (i)  Specifications;
(i) itk -k 28 (¢ 3% (if)  Procedures describing sampling,
1FH 2Nk F LA ) ok testing, records (including test
BREIRAR R worksheets and/or laboratory
notebooks), recording and
verifying;
(i) RERI/HFEXG BHLFR D (ii1) Procedures for and records of the
VA B calibration/qualification of
instruments and maintenance of
equipment;
$T77F » %109 F




(iv) ‘LRI 2 R 2k 4 (iv) A procedure for the investigation
p I of Out of Specification and Out of
Trend results;
(V) HeskamEZ2/&2EP T (v) Testing reports and/or certificates
of analysis;
(Vi) B (24§ ~k8HB 2% %%) (vi) Data from environmental (air,
Rl T AL (& RpF )5 water and other utilities)
monitoring, where required;
(Vi) 3= 2 augscle s (VW (7pF) e (vii) Validation records of test

methods, where applicable.

68 “i=kspMzizREFE4l #5968  AnyQuality Control documentation
30 BB REE AR M BRIE relating to a batch record should be
ZZRB] e retained following the principles given

in Chapter 4 on retention of batch
documentation.

6.9 FrFA ol (4o k%S5 AF ~[69  Somekinds of data (e.g. tests results,
BB g A1) Bt nFrAREER e 3L yields, environmental controls) should
edk o TP AR 2 I AR By be recorded in a manner permitting
HOTEEDGE trend evaluation. Any Out of Trend or

Out of Specification data should be
addressed and subject to investigation.

610 *gAlr v 2 Fch s 2 R4ssic | 6.10 Inaddition to the information which is
Ppo blArF R LA [N e b Y part of the batch documentation, other
A WFE B NEE o raw data such as laboratory notebooks

and/or records should be retained and
readily available.

# ¥ (Sampling)

6.11 RHERFEZFEZ T HLAEHAGTE 6.11 The sample taking should be done and
Bro GARRERETIIE P recorded in accordance with approved

written procedures that describe:

(i) ez (i)  The method of sampling;

(i) @ K E (i)  The equipment to be used;

(iii) F PR H-E (iii) The amount of the sample to be
taken;

(iv) =& ok B fm b ihdp £ 5 (iv) Instructions for any required
sub-division of the sample;

(V) @%* 2 k&7 Baugi|s izt ; (v) The type and condition of the
sample container to be used;
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(vi)

ER s L Eer T i

(vi) The identification of containers
sampled;

(vi) e 7 eniE i FRL L EA 0 FY
M EFSDS G AP TR

(vii) Any special precautions to be
observed, especially with regard
to the sampling of sterile or
noxious materials;

(vill) gEF i (viii) The storage conditions;
(iX) ¥R & 2 R8s hdp 4 (ix) Instructions for the cleaning and
storage of sampling equipment.
6.12 H&EHHEBEp 2 At A2 540k | 6.12 Samples should be representative of the
AR XA PR Ik E XS ﬁxﬂiﬁt?ﬁ%"‘ batch of materials or products from
o AE FBH B AR R (Blde D fl AR which they are taken. Other samples
Bind 2 dh ) 520 o 97t * e Rt F may also be taken to monitor the most
ARG ER> 2> TRFrEPE stressed part of a process (e.g. beginning
E@ o or end of a process). The sampling plan
used should be appropriately justified
and based on a risk management
approach.
6.13 ﬁ T EERRET 2R i& o 6.13 Sample containers should bear a label
N #ér TRPHEHRETPAPLFR T indicating the contents, with the batch
TF“ Brd @R ek MR D B s TR R number, the date of sampling and the
SRR IIF AR FIE RS Ny containers from which samples have
I o been drawn. They should be managed in
a manner to minimize the risk of mix-up
and to protect the samples from adverse
storage conditions.
6.14 M HRESS T 3RS DR Hdp5] | 6.14  Further guidance on reference and
SRR 19 o retention samples is given in Annex 19.
¥ % (Testing)
6.15 2> F S FErx o 2L 7 R4sFEscin | 6,15 Testing methods should be validated. A
BERF R ’”ﬂ%%‘z G RFEE & laboratory that is using a testing method
P o g B FT B EY TR and which did not perform the original
WeiT sk TR Y BiRG w 0 2 validation, should verify the
AL e appropriateness of the testing method.
All testing operations described in the
Marketing Authorisation or technical
dossier should be carried out according
to the approved methods.
$T79F » £ 109 F




6.16 EFEERS i cFEis s M4eES | 6.16 The results obtained should be recorded.
(RS %‘L\@tmw% % }f%:;ﬁ FABE A 47 2 Results of parameters identified as
AT H > R ERRS T - R iZ critical quality attributes should be
Pt B ORS BERR%E o trended and checked to make sure that

they are consistent with each other. Any
calculations should be critically
examined.

6.17 R Fd%ES 582 1 2 ke #£7 5] | 6.17 The tests performed should be recorded

By A

and the records should include at least
the following data:

(i) "h#HEAE

(i)  Name of the material or product

7)) and, where applicable, dosage
form;

(i) #5-2 H@WERE/AERE (& (ii) Batch number and, where

W) appropriate, the manufacturer
and/or supplier;

(i) ApBERFeE W HARR 5T FTAL (iii) References to the relevant
specifications and testing
procedures;

(V) #eaZ% > % 822 (iv) Test results, including

PHRRED Y T observations and calculations, and
reference to any certificates of
analysis;

(V) w==p. (v) Dates of testing;

(Vi) ik A R DE (vi) Initials of the persons who
performed the testing;

(Vii) £ PF o reidtesk 2 3P 8 %2 4 (vii) Initials of the persons who

Reng & verified the testing and the
calculations, where appropriate;

(viii) P v 4 r (N H 8K e 7)) (viii) A clear statement of approval or

2 HEP 2 4y "«r;* A = rejection (or other status decision)
PR E and the dated signature of the
designated responsible person;

(ix) slad#rig * a2k & o (ix) Reference to the equipment used.
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6.18 =3 WAz FH4] > ¢4 é i A AR &4 ]6.18 Allthe in-process controls, including
A% P OTIT D & &R IR those made in the production area by
v 2 F o 1 ;?s&rﬂ Sk e production personnel, should be

performed according to methods
approved by Quality Control and the
results recorded.

6.19 1@#3‘?"4 ARFHRETEM AR HBWE | 6.19 Special attention should be given to the
T HRBREEEZIERZATZ LT T quality of laboratory reagents, solutions,
Mtz o A2 B Qa2 g 4] e F dlenfz glassware, reference standards and
BREEERY 2 %G 2% LHEFAp culture media. They should be prepared
FiL e and controlled in accordance with

written procedures. The level of controls
should be commensurate to their use and
to the available stability data.

6.20 HRIEE SRS EHIET* 2 0 | 6.20 Reference standards should be
HBRB A RERP AP friss o § 7 established as suitable for their intended
KRS R AR R use. Their qualification and certification,
LRI R A A as such, should be clearly stated and
= BAR R R R e i e documented. Whenever compendial
Rl Rgri@ ™ = SR &0 i 2 g HBM Y reference standards from an officially
FRES TP TREEE BH recognised source exist, these should
voArky it enp enig * oo preferably be used as primary reference

standards unless fully justified (the use
of secondary standards is permitted once
their traceability to primary standards
has been demonstrated and is
documented). These compendial
materials should be used for the purpose
described in the appropriate monograph
unless otherwise authorised by the
National Competent Authority.
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6.21 FEEFRFM R0 HERESEESEEE | 6.21  Laboratory reagents, solutions,
ARiEcd @ @itp 2l i reference standards and culture media
IER o EHMERELADR TP B should be marked with the preparation
BH BN OREGTER - BT AR and opening date and the signature of
Foopbth o R A PTIE R 0 BT the person who prepared them. The
HET- K2 p 2 EiTadey & expiry date of reagents and culture
#ic o media should be indicated on the label,

together with specific storage
conditions. In addition, for volumetric
solutions, the last date of standardisation
and the last current factor should be
indicated.

6.22 & EZpF ERF TR ITEZ TR F | 6.22  Where necessary, the date of receipt of

(Blde: 28~ 3R HERERER) o any substance used for testing
Bl p PET AT EY o R 2 GO operations (e.g. reagents, solutions and
Ip 4 Rt B e R B R reference standards) should be indicated
CAETIENE T AR S R R e -5 on the container. Instructions for use and
LRk R [ H s 85k o storage should be followed. In certain
cases it may be necessary to carry out an
identification test and/or other testing of
reagent materials upon receipt or before
use.

623 % PEIEPHEEEE S > 844|623 Culture media should be prepared in
Mok R % R g REYHF - 1 accordance with the media
B A AGPTN Bt b R o manufacturer’s requirements unless

scientifically justified. The performance
of all culture media should be verified
prior to use.

6.24 SR isaukA FERA AL ARAER | 6.24  Used microbiological media and strains

%*ﬁf—?ﬁi}%@m m A ELE o U
RRFAEAGF T o PRk
ERE 5 5 Gl N RN R
ERTIENE- - £F- - R A

should be decontaminated according to
a standard procedure and disposed of in
a manner to prevent the
cross-contamination and retention of
residues. The in-use shelf life of
microbiological media should be
established, documented and
scientifically justified.




6.25 * e AP s RPN G S o
EAE P R NS RAL o U PR AR
Wl LIE R A2 Peh % 2
A 2 S BEEET  FREGTRET

Hogr BT i E Kbk e

6.25 Animals used for testing components,
materials or products, should, where
appropriate, be quarantined before use.
They should be maintained and
controlled in a manner that assures their
suitability for the intended use. They
should be identified, and adequate
records should be maintained, showing
the history of their use.

ByeF2 % 24 (On-going stability programme)
626 &P s HE M REFEOEE | 6.26  After marketing, the stability of the
PEFEFTR IR FR e medicinal product should be monitored
Boe KR e A RMBZ TRE L according to a continuous appropriate
SRR (Blde s A2 E 0 &3 4R programme that will permit the
Hdw et ) detection of any stability issue (e.g.
changes in levels of impurities or
dissolution profile) associated with the
formulation in the marketed package.
6.27 #HFFiEiFonx TP E2 P ki S |6.27 The purpose of the on-going stability
R B ZRZA S TR T AT programme is to monitor the product
BT g G iE T o A g T over its shelf life and to determine that

SRR )

the product remains, and can be
expected to remain, within
specifications under the labelled storage
conditions.




6.28 1 & e KER2 PG > AR | 6.28  This mainly applies to the medicinal
T RHES e KA K RITEY ¢ b product in the package in which it is
oo g Fale XA S t+_a % RNy | sold, but consideration should also be
HATHED| ¢ EHTE o BEE- K& given to the inclusion in the programme
edlp [ Bf Bt e KA K2 X T of bulk product. For example, when the
o 4 3R o T AiE enp RiE bulk product is stored for a long period
TR e gttt J{R LT 2R before being packaged and/or shipped
FERY P FA RS BES TR TR from a manufacturing site to a
PARZAFDE TN 2T C LA S packaging site, the impact on the
REHERGEE 27L& 4- BFYE stability of the packaged product should
Tensh P ZOp2 o Ra oo TR AL be evaluated and studied under ambient
A FE LT LA E conditions. In addition, consideration
B e should be given to intermediates that are
stored and used over prolonged periods.
Stability studies on reconstituted
product are performed during product
development and need not be monitored
on an on-going basis. However, when
relevant, the stability of reconstituted
product can also be monitored.
6.29 #HFEiFzZ X EPE }@Lﬂi %2 % |6.29 Theongoing stability programme should
- AP s gt E Rk o © be described in a written protocol
I N LR o i = A “w“#i; following the general rules of Chapter 4
gz epPrdaxg (% and results formalised as a report. The
T FEREAGE) RRHEY = —E; e TEJ equipment used for the ongoing stability
15 4r i BE T S B o programme (stability chambers among
others) should be qualified and
maintained following the general rules
of Chapter 3 and Annex 15.
6.30 HFFiEF2Z X TP IFFan 53 > 630 The protocol for an on-going stability

il F 1 EGEP R B ¥ e gl

AT Pl

programme should extend to the end of
the shelf life period and should include,
but not be limited to, the following
parameters:

() *=fzEerrrgzp

(EEp);

(i)  Number of batch(es) per strength
and different batch sizes, if
applicable;




(i) APMEengrom « (v el 2 2
B ik ik

(i) Relevant physical, chemical,
microbiological and biological
test methods;

(i) e AR A

(iii) Acceptance criteria;

|

(iv) Reference to test methods;

(V) % BAE e

-~

=

(v) Description of the container
closure system(s);

(Vi) REEFIE (B2

(vi) Testing intervals (time points);

(vii) G E 2o (B * &4 ik
- R B ICH £ 8%
)

(vii) Description of the conditions of
storage (standardised ICH/VICH
conditions for long term testing,
consistent with the product
labelling, should be used);

(viil) & & g * 302 E S o

(viii) Other applicable parameters
specific to the medicinal product.

6.31

CEER RSt A SN L
RS SIAS - AR R £ N,
BT ALY TR LT TR
drrd E AR (Bldhe @ RGEME 0 A
& ICH 2 23R %38 { A7PF ) o

6.31 The protocol for the on-going stability

programme can be different from that of
the initial long term stability study as
submitted in the Marketing
Authorisation dossier provided that this
is justified and documented in the
protocol (for example the frequency of
testing, or when updating to ICH/VICH
recommendations).
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6.32

FLRBP BRI S A i R il
BE g ;{@@*%wfﬂy4 -
Zd o FR R E- R
PR R SHE S ww%’4ﬁ4
CRF - B A IMTEHY
(fized g 23 ) ARz e
Feng TP RRE Y T &R * B 5 kP
PR T e A e p Ol O g
RIFERT Y R RCE DR o B ht
R R P TR S L
AEFEELR PRI -

2z 5 -

6.32 The number of batches and frequency of

testing should provide a sufficient
amount of data to allow for trend
analysis. Unless otherwise justified, at
least one batch per year of product
manufactured in every strength and
every primary packaging type, if
relevant, should be included in the
stability programme (unless none are
produced during that year). For products
where on-going stability monitoring
would normally require testing using
animals and no appropriate alternative,
validated techniques are available, the
frequency of testing may take account of
a risk-benefit approach. The principle of
bracketing and matrixing designs may
be applied if scientifically justified in
the protocol.

6.33

2R R ATt vt
O v et =X o Bl FIR A g

m+¢

FERESRLAE~RAL  BRE
FFeEFang I PET o EZoL e
LRIy (TES T B

6.33

In certain situations, additional batches
should be included in the on-going
stability programme. For example, an
on-going stability study should be
conducted after any significant change
or significant deviation to the process or
package. Any reworking, reprocessing
or recovery operation should also be
considered for inclusion.




6.3 #FHFEFZL TP FEHNES B |6.34 Resultsof on-going stability studies

GEAR o FFU AR A P o P should be made available to key
FoFad s Rk LEsle £ A personnel and, in particular, to the

B A Eafl g et ¥ - BHATRE Authorised Person(s). Where on-going
FoMES LR e thk e W stability studies are carried out at a site
BERETEEFEFS LR DS other than the site of manufacture of the
MEELEBMRE - bulk or finished product, there should be

a written agreement between the parties
concerned. Results of on-going stability
studies should be available at the site of
manufacture for review by the
competent authority.

6.35 7 MR G AEF 2L AAEFPF o & | 6.35 Out of specification or significant

AAA o EPEET L RPERRE DR atypical trends should be investigated.
FEEFOL AR e 2T T Any confirmed out of specification

B H2 RPEDE P e A g result, or significant negative trend,

B dedr » Xkl Rl s affecting product batches released on the
FRAAAMAFBMIIFEE: TR market should be reported to the

HA3H g b A S22 P =0 e ad & e relevant competent authorities. The

# o possible impact on batches on the

market should be considered in
accordance with Chapter 8 of the GMP
Guide and in consultation with the
relevant competent authorities.

6.36 A4z 3 Bdp/FadER 0 ¢ 235F | 6.36  Asummary of all the data generated,
P2 Em RS e, o Bk IT including any interim conclusions on the
R PRSI F R ) N A programme, should be written and
maintained. This summary should be
subjected to periodic review.

¥ 2% 2 ek i & (Technical transfer of testing methods )
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637 aBE- Bk F2Zw 0 BES TR | 6.37 Priorto transferring a test method, the
FERlite s> i E g BT A Ap M transferring site should verify that the
HFh R P AT W TR S o e BR  E test method(s) comply with those as

2 AR R TRE S F J‘M’éf%ﬁ described in the Marketing

T ICH & F o R EFLes L 2 4 Authorisation or the relevant technical

170 MOREER B B AR R A2 dossier. The original validation of the

FEIL T eNIE AT SuFE AT o test method(s) should be reviewed to
ensure compliance with current
ICH/VICH requirements. A gap analysis
should be performed and documented to
identify any supplementary validation
that should be performed, prior to
commencing the technical transfer
process.

6.38 ek iEK- BF&T (A9 %% ) |6.38 The transfer of testing methods from
Y- BR&EE (BRP&HE ) f o one laboratory (transferring laboratory)
B3 EmantE 3¢ it e to another laboratory (receiving

laboratory) should be described in a
detailed protocol.

6.39 B E I RGO FHEERBTT AL | 6.39 The transfer protocol should include, but
¥ not be limited to, the following

parameters:
(i) P2 Pk IE P 5 AP R (i) Identification of the testing to be
/é Zo@E] performed and the relevant test
method(s) undergoing transfer;
(i) e dTRE FomEr (if) Identification of the additional
training requirements;
(i) #TE A2 ARE SR SRy (iii) Identification of standards and
samples to be tested;
(V) k&2 TP FuBEBEiEs (iv) Identification of any special
i e transport and storage conditions
of test items;
(V) BA®ZHE2ZRER»FT N (v) The acceptance criteria which
2 RYICH & R gie i o should be based upon the current
validation study of the
methodology and with respect to
ICH/VICH requirements.
$88F % 109F




6.40

ApES RS L T BB TFE
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6.40

Deviations from the protocol should be
investigated prior to closure of the
technical transfer process. The technical
transfer report should document the
comparative outcome of the process and
should identify areas requiring further
test method revalidation, if applicable.

6.41

AR Al S Rk
drdg b TR R R U HE o

"%

6.41

Where appropriate, specific
requirements described in other
guidelines should be addressed for the
transfer of particular testing methods
(e.g. Near Infrared Spectroscopy).
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R Bl (PRINCIPLE)
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Any activity covered by the GMP Guide
that is outsourced should be
appropriately defined, agreed and
controlled in order to avoid
misunderstandings which could result in
a product or operation of unsatisfactory
quality. There must be a written contract
between the Contract Giver and the
Contract Acceptor which clearly
establishes the roles and responsibilities
of each party. The Pharmaceutical
Quality System of the Contract Giver
must clearly state the way that the
Authorised Person certifying each batch
of product for release exercises his/her
full responsibility.

YR (GENERAL)

71 B3 e ExQaidipm A ST ¥5 |71 Thereshould be awritten contract
Mz % ¢t /éa‘h PR BEEE G2 Zie g M covering the outsourced activities, the
IR TR o products or operations to which they are
related, and any technical arrangements
made in connection with it.
72 i rpEsHL Z%TF & 24 | 7.2 All arrangements for the outsourced
EpEr A H #E R EANE AT activities including any proposed
L P RPEILGFEREPMATZ changes in technical or other
W FE arrangements should be in accordance
with regulations in force, and the
Marketing Authorisation for the product
concerned, where applicable.
73 IR EFv e FeW@ AR | 7.3 Where the Marketing Authorisation
BERAF aﬂ“rﬂ‘ 2_ R B Rt g g e holder and the manufacturer are not the
#oe same, appropriate arrangements should
be in place, taking into account the
principles described in this chapter.
% %‘4’*—?{ (THE CONTRACT GIVER)
$90F » # 109 F




7.4
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7.4

The Pharmaceutical Quality System of
the Contract Giver should include the
control and review of any outsourced
activities. The Contract Giver is
ultimately responsible to ensure
processes are in place to assure the
control of outsourced activities. These
processes should incorporate quality risk
management principles and notably
include:

74.1

7.4.1 Prior to outsourcing activities,
the Contract Giver is responsible
for assessing the legality,
suitability and the competence of
the Contract Acceptor to carry
out successfully the outsourced
activities. The Contract Giver is
also responsible for ensuring by
means of the contract that the
principles and guidelines of
GMP as interpreted in this Guide
are followed,

7.4.2

R L R
TR oA R H kA S0

%’g N .;g
ﬂkémwﬁﬁ%mﬁ%v

7.4.2 The Contract Giver should
provide the Contract Acceptor
with all the information and
knowledge necessary to carry
out the contracted operations
correctly in accordance with
regulations in force, and the
Marketing Authorisation for the
product concerned. The Contract
Giver should ensure that the
Contract Acceptor is fully aware
of any problems associated with
the product or the work which
might pose a hazard to his/her
premises, equipment, personnel,
other materials or other products;




743 A RE RS L
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7.4.3 The Contract Giver should
monitor and review the

PLAE o performance of the Contract
Acceptor and the identification
and implementation of any
needed improvement.
75 AFFBETH _%‘i ikt vhiEde4p | 7.5 The Contract Giver should be
M2 Ser % o mihEd £32 JF‘f Hop responsible for reviewing and assessing
B 2 &M»%E AR 0 & 3 the records and the results related to the
FRFAEFXFHFTLHL G A &2 R outsourced activities. He/she should also
Pl ik GMP 2 1 3 257 2 {7 RJL o ensure, either by himself/herself, or
based on the confirmation of the
Contract Acceptor’s Authorised Person,
that all products and materials delivered
to him/her by the Contract Acceptor
have been processed in accordance with
GMP and the Marketing Authorisation.
X 3L —‘,?f (THE CONTRACT ACCEPTOR)
7.6 EFEFRa L ABRELFAGL fLJF‘f #7321 7.6 The Contract Acceptor must be able to
Hend 15 bldeg 3§ P 5 /% ~ K carry out satisfactorily the work ordered
B BRI B EamA oo by the Contract Giver such as having
adequate premises, equipment,
knowledge, experience, and competent
personnel.
1.7 XFEFRFLATR R ety A%~ R | 7.7 The Contract Acceptor should ensure

A~
BT N I S W T > N 1
PRBERE B EHEIFETLP o

that all products, materials and
knowledge delivered to him/her are
suitable for their intended purpose.




78 XFEHFAKLFF2ZETAFREFL 0 |78  The Contract Acceptor should not
F R AL izl (T LR subcontract to a third party any of the
5z o % ;f—j;‘f By z > i work entrusted to him/her under the
T RFEERe TR FZ 22 A contract without the Contract Giver’s
Bt R Sy B prior evaluation and approval of the
FROET PR SRR . arrangements. Arrangements made
between the Contract Acceptor and any
third party should ensure that
information and knowledge, including
those from assessments of the suitability
of the third party, are made available in
the same way as between the original
Contract Giver and Contract Acceptor.
7.9 XFEF ARG OEERTRERIEL | 7.9 The Contract Acceptor should not make
R FET L F LM ERR unauthorised changes, outside the terms
e U s - T L of the Contract, which may adversely
affect the quality of the outsourced
activities for the Contract Giver.
710 =% gLJF‘f },@Eﬁﬁ’;’i ‘bE# (¢ 2% %) | 7.10 The Contract Acceptor should
GRETRE FUER-E ) Ea i understand that outsourced activities,
including contract analysis, may be
subject to inspection by the competent
authorities.

# % (THE CONTRACT)




711 EEFE R F R BETR N %R | 711 Acontract should be drawn up between
PR M “i hE B RN FE R R the Contract Giver and the Contract
HARR o TP sk o d ’ﬁ if Acceptor which specifies their
[HERNS R R RN LA ] ;s.'? T respective responsibilities and
S IE A BT o & B Ry communication processes relating to the
PR EASAPM 2ZILFTIERE P EFET outsourced activities. Technical aspects
R T LSRR of the contract should be drawn up by

competent persons suitably
knowledgeable in related outsourced
activities and Good Manufacturing
Practice. All arrangements for
outsourced activities must be in
accordance with regulations in force and
the Marketing Authorisation for the
product concerned and agreed by both
parties.

712 2 9°¢ RiF *Jj“ P FE b ER 2 & - | 712 The contract should describe clearly
HHRD LG R E S e g which party to the contract has
P s bR gL s R responsibility for conducting each step
SR BB Ry R E (T~ L of the outsourced activity, e.g.

FAAZ SRS (o Z RS FH] knowledge management, technology

PR E %) transfer, supply chain, subcontracting,
quality and purchasing of materials,
testing and releasing materials,
undertaking production and quality
controls (including in-process controls,
sampling and analysis).

713w L hEE 2 aph k& ed L34 % | 7.13  All records related to the outsourced
FoRT :% = ?’*'gﬁ’%ﬂ v 4o D B activities, e.g. manufacturing, analytical

LR RS F G
B E\'F%E/}Fal% A &
'F’Eé_ww%&p;"ﬁ”ﬁ %
A EE L APM

and distribution records, and reference
samples, should be kept by, or be
available to, the Contract Giver. Any
records relevant to assessing the quality
of a product in the event of complaints
or a suspected defect or to investigating
in the case of a suspected falsified
product must be accessible and specified
in the relevant procedures of the
Contract Giver.
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The contract should permit the Contract
Giver to audit outsourced activities,
performed by the Contract Acceptor or
their mutually agreed subcontractors.




¥ A% ¢ A vz (COMPLAINTS AND PRODUCT

RECALL)

B B (PRINCIPLE)
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In order to protect public and animal
health, a system and appropriate
procedures should be in place to record,
assess, investigate and review
complaints including potential quality
defects, and if necessary, to effectively
and promptly recall medicinal products
for human or veterinary use and
investigational medicinal products from
the distribution network. Quality Risk
Management principles should be
applied to the investigation and
assessment of quality defects and to the
decision-making process in relation to
product recalls corrective and
preventative actions and other
risk-reducing actions. Guidance in
relation to these principles is provided
in Chapter 1.

% 96 F >
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All concerned Competent Authorities
should be informed in a timely manner
in case of a confirmed quality defect
(faulty manufacture, product
deterioration, detection of falsification,
non-compliance with the marketing
authorisation or product specification
file, or any other serious quality
problems) with a medicinal or
investigational medicinal product
which may result in the recall of the
product or an abnormal restriction in
the supply. In situations where product
on the market is found to be
non-compliant with the marketing
authorisation, there may be a
requirement to notify concerned
Competent Authorities. Reference
should be made to relevant legislative
requirements.
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In case of outsourced activities, a
contract should describe the role and
responsibilities of the manufacturer, the
marketing authorisation holder and/or
sponsor and any other relevant third
parties in relation to assessment,
decision-making, and dissemination of
information and implementation of
risk-reducing actions relating to a
defective product. Guidance in relation
to contracts is provided in Chapter 7.
Such contracts should also address how
to contact those responsible at each
party for the management of quality
defect and recall issues.

A ¥ & 2 % (PERSONNEL AND ORGANISATION)




81 J&d SWFFRETFEHR2ZAHA L |81 Appropriately trained and experienced
? B R = SR & personnel should be responsible for
2w p L ¢¢‘= AL (& 3w ) o7 managing complaint and quality defect
F Rz LR R o % sty Hwmd o investigations and for deciding the
AR REY ’% IMEAPT 2 oo 4ok i measures to be taken to manage any
AR AR (- PR potential risk(s) presented by those
P T HEM AP A O ARREA R E issues, including recalls. These persons
FIAPREFETALE - EFRGRME should be independent of the sales and
Wi ixew tivE marketing organisation, unless otherwise

justified. If these persons do not include
the Authorised Person involved in the
certification for release of the concerned
batch or batches, the latter should be
made formally aware of any
investigations, any risk-reducing actions
and any recall operations, in a timely
manner.

82 Y R R ARJE 7R - A | 8.2 Sufficient trained personnel and
EHit o MEFNERRGRMETE R resources should be made available for
FEREYVROAFET R EA Y the handling, assessment, investigation
WHIb2Z g 7Ry L5y et and review of complaints and quality
RE Tk e defects and for implementing any

risk-reducing actions. Sufficient trained
personnel and resources should also be
available for the management of
interactions with Competent Authorities.

83 Y it BARE B & R 2 | 8.3 The use of inter-disciplinary teams
RS FEE AR AN o should be considered, including

appropriately trained Quality
Management personnel.
84 F Y aEFAIHARILERSEPMd ¢ & |84 Insituations in which complaint and

SLE R I AR L 2 i B & 4
ﬁ;ﬁﬁk‘?‘ )@4‘: I‘] < fi
7 R

OISR NE

SRR BEE A

quality defect handling is managed
centrally within an organisation, the
relative roles and responsibilities of the
concerned parties should be documented.
Central management should not,
however, result in delays in the
investigation and management of the
issue.




BRIEHABY e TN LETRIGRP 2R
(PROCEDURES FOR HANDLING AND INVESTIGATING COMPLAINTS
INCLUDING POSSIBLE QUALITY DEFECTS)

85 B3 T o ARAEMIZEY FFFATE B | 85  There should be written procedures
2 fAd o T AR R R describing the actions to be taken upon
MR AT R A B AEDEFT  HB receipt of a complaint. All complaints
[ T should be documented and assessed to

establish if they represent a potential
quality defect or other issue.

8.6 JEFwuL L FEEY s & F 4 KaE | 8.6 Special attention should be given to
THG Mo establishing whether a complaint or

suspected quality defect relates to
falsification.

87 d o FmEL vy ¥ AX BN LR |87 Asnotall complaints received by a
Rehg Tk ke sk dp NIRRT A T company may represent actual quality
PR R T BELEF B defects, complaints which do not indicate
e e MRS AR 0 B a potential quality defect should be
Yo A LE o documented appropriately and

communicated to the relevant group or
person responsible for the investigation
and management of complaints of that
nature, such as suspected adverse events.

88 51 A#FMN AT LF 5 & | 8.8 There should be procedures in place to
EHARAE MR LB LGP E SO o facilitate a request to investigate the

quality of a batch of a medicinal product
in order to support an investigation into a
reported suspected adverse event.

8.9 #iad SR AR L B4R 12|89 When aquality defect investigation is

A3 TR

initiated, procedures should be in place
to address at least the following:

| STHRAR 2 B g i

i The description of the reported
quality defect.

%997 > 2109 F
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The determination of the extent of
the quality defect. The checking or
testing of reference and/or
retention samples should be
considered as part of this, and in
certain cases, a review of the batch
production record, the batch
certification record and the batch
distribution records (especially for
temperature-sensitive products)
should be performed.

FROY ARG B HaE SOl
ERFET S B af RERS
pE o F R AR

The need to request a sample, or
the return, of the defective product
from the complainant and, where a
sample is provided, the need for an
appropriate evaluation to be
carried out.

A BT e R AR
B ek & b o

The assessment of the risk(s) posed
by the quality defect, based on the
severity and extent of the quality
defect.

B>t Aid 4 e
R M ER (Ao é_r%‘?*'i'{)
NH B FH A EAR o

The decision-making process that
is to be used concerning the
potential need for risk-reducing
actions to be taken in the
distribution network, such as batch
or product recalls, or other actions.
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Vi

The assessment of the impact that
any recall action may have on the
availability of the medicinal
product to patients/animals in any
affected market, and the need to
notify the relevant authorities of
such impact.

vii

gt it i (7 0 302 0302 i
dERG -

vii

The internal and external
communications that should be
made in relation to a quality defect
and its investigation.
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viii The identification of the potential
root cause(s) of the quality defect.
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iX  The need for appropriate
Corrective and Preventive Actions
(CAPAS) to be identified and
implemented for the issue, and for
the assessment of the effectiveness
of those CAPA:s.

# 524K (INVESTIGATION AND DECISION-MAKING )

810 "TRIFFEF w2 FFHIHF BT R

A ek FHEATF PR mE BN o 54
PP AN AR BT AR
A ) AR L & T D R R P
Bl i PR e JT B M TR R R At i 0
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8.10 The information reported in relation to
possible quality defects should be
recorded, including all the original
details. The validity and extent of all
reported quality defects should be
documented and assessed in accordance
with Quality Risk Management
principles in order to support decisions
regarding the degree of investigation and
action taken.

81l F- = oF RS WA ”;3 & B B | 8.11 If a quality defect is discovered or
oY e A B AR suspected in a batch, consideration
RTHRAHEB AN METE LTS X should be given to checking other
PIRE  FUET NG ABRP AL batches and in some cases other
FRA R e e e s T A 3 products, in order to determine whether
4o they are also affected. In particular, other

batches which may contain portions of

the defective batch or defective

components should be investigated.
EL e # HiF 2 5 F 4> 53R | 8.12 Quality defect investigations should

TRkt UBFRF
T DAt Wl L=
ﬁni{fﬁﬁﬁ@ °

include a review of previous quality
defect reports or any other relevant
information for any indication of specific
or recurring problems requiring attention
and possibly further regulatory action.

% 101 F >

+ 109 |




813 A&kt A 2 B2 {5971% ) | 8.13 The decisions that are made during and
2 AT F PR A RASTE DR R AR following quality defect investigations
BoME G ELH HFTIAE SRR should reflect the level of risk that is
GMP & R ® 4 o 32 LU E % PFe presented by the quality defect as well as
TR B PR R 2R R ARR AR the seriousness of any non-compliance
Fen™ 34 R RR B oan% 2 oo with respect to the requirements of the

marketing authorisation/product
specification file or GMP. Such decisions
should be timely to ensure that patient
and animal safety is maintained, in a way
that is commensurate with the level of
risk that is presented by those issues.

8.14 d = %‘fﬂﬁ Faz M2 F 2 f2 & ch 2 % F 3t | 8.14 As comprehensive information on the
Fa bR AR A S PIFETERE T nature and extent of the quality defect
PEEA LY K EARD B AR may not always be available at the early
£ Fé& BLERBGE R DR R I TE 0 T stages of an investigation, the
Flow Bk tam B2 - L B3 % ¢ decision-making processes should still
it o ensure that appropriate risk-reducing

actions are taken at an appropriate
time-point during such investigations.
All the decisions and measures taken as a
result of a quality defect should be
documented.

815 § &4 a™ svid = A vt & & ik | 8.15 Quality defects should be reported in a

T ¥ Uplenliin ™ o W R E et
BTG HIAEHE T PM AR
Fﬁgﬁﬁr@'%ﬁrﬂﬂ Fere

timely manner by the manufacturer to the
marketing authorisation holder/sponsor
and all concerned Competent Authorities
in cases where the quality defect may
result in the recall of the product or in an
abnormal restriction in the supply of the
product.

RARTFILITEELBTEH 78
(ROOT CAUSE ANALYSIS AND CORRECTIVE AND PREVENTATIVE
ACTIONS)
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816 A &mFalat AT REFRFAEA
2 AT R FIA AL OE o F RS T
R A R Tl 4 sl 57 i iR

8.16 An appropriate level of root cause
analysis work should be applied during
the investigation of quality defects. In

g F| TR AT R o cases where the true root cause(s) of the
quality defect cannot be determined,
consideration should be given to
identifying the most likely root cause(s)
and to addressing those.

8.17 st & B W A L ARG i 2 54 Ka | 8.17 Where human error is suspected or

e FIRE o Bl NEPH S E identified as the cause of a quality defect,

Mo AR LvE /AR ARR B AT K this should be formally justified and care

SLeE RN R RE (B F AP ) should be exercised so as to ensure that
process, procedural or system-based
errors or problems are not overlooked, if
present.

8.18 Tl & F 4k Fali s ¥ kB~ £ s 2 %5 | 8.18 Appropriate CAPAs should be identified

B AR BREPRITTFRZE RO and taken in response to a quality defect.

R e The effectiveness of such actions should
be monitored and assessed.

819 Z Zii Hza ¥ M Haoix® Pt | 819 Quality defect records should be

B Rt ST Tk B0 D R
ﬂ@z’fb/,,\aﬁ o

reviewed and trend analyses should be
performed regularly for any indication of
specific or recurring problems requiring
attention.

ARFPREBBEFTFRZRGFATH

(PRODUCT RECALLS AND OTHER POTENTIAL RISK-REDUCING

ACTIONS)

820 ZiEfFEmwTivrE &
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8.20 There should be established written
procedures, regularly reviewed and
updated when necessary, in order to
undertake any recall activity or
implement any other risk-reducing
actions.
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8.21
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8.21 After a product has been placed on the
market, any retrieval of it from the
distribution network as a result of a
quality defect should be regarded and
managed as a recall. (This provision does
not apply to the retrieval (or return) of
samples of the product from the
distribution network to facilitate an
investigation into a quality defect
issue/report.)

8.22

WAT T e g
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8.22 Recall operations should be capable of
being initiated promptly and at any time.
In certain cases recall operations may
need to be initiated to protect public or
animal health prior to establishing the
root cause(s) and full extent of the

quality defect.

8.23

PR SEEH SRS G F Tt
AP 2 e ZHYPPFEERER
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8.23 The batch/product distribution records
should be readily available to the persons
responsible for recalls, and should
contain sufficient information on
wholesalers and directly supplied
customers (with addresses, phone and/or
fax numbers inside and outside working
hours, batches and amounts delivered),
including those for exported products

and medical samples.
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8.24 In the case of investigational medicinal

products, all trial sites should be
identified and the countries of destination
should be indicated. In the case of an
investigational medicinal product for
which a marketing authorisation has been
issued, the manufacturer of the
investigational medicinal product should,
in cooperation with the sponsor, inform
the marketing authorisation holder of any
quality defect that could be related to the
authorised medicinal product. The
sponsor should implement a procedure
for the rapid unblinding of blinded
products, where this is necessary for a
prompt recall. The sponsor should ensure
that the procedure discloses the identity
of the blinded product only in so far as is
necessary.

8.25

d—s;ka« ;IJ_‘EP
MmN T
fr_]_?ﬁﬁfﬁgo

8.25

Consideration should be given following
consultation with the concerned
Competent Authorities, as to how far into
the distribution network a recall action
should extend, taking into account the
potential risk to public or animal health
and any impact that the proposed recall
action may have. The Competent
Authorities should also be informed in
situations in which no recall action is
being proposed for a defective batch
because the batch has expired (such as
with short shelf-life products.)

% 105 F >
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8.26 “ A \.fr?ﬁ W feenEiR T o B E AL o7 | 8.26 All concerned Competent Authorities
FOARRE A F R o HN Y B E R A should be informed in advance in cases
(TP R BREFTpEEE) VgL where products are intended to be
ERUELERL -3 RSk S W recalled. For very serious issues (i.e.
ﬁ z‘ﬁ oA vt ) e ¥ T B‘»k e R those with the potential to seriously
T AR A B E e impact upon patient or animal health),
rapid risk-reducing actions (such as a
product recall) may have to be taken in
advance of notifying the Competent
Authorities. Wherever possible, attempts
should be made to agree these in advance
of their execution with the concerned
Competent Authorities.
827 B pHE Nz witF¥£E F ¥ it2 A F | 827 Itshould also be considered whether the
7 VR e B F AR proposed recall action may affect
TR AR 27 R - ek e different markets in different ways, and
KiTd o T & #B Fs,% a ~g WhE 3 o 4 g T if this is the case, appropriate
Hiok*# & bR ER (b4 market-specific risk-reducing actions
W) 2 }@ 4 ﬁa &S FV 2F N Feh should be developed and discussed with

#ﬁ&%oﬁm%ﬁmﬁiﬁﬁa&%%
7 B eryd- 7 K}@iid nrgﬁmg};

the concerned Competent Authorities.
Taking account of its therapeutic use the
risk of shortage of a medicinal product
which has no authorised alternative
should be considered before deciding on
a risk-reducing action such as a recall.
Any decisions not to execute a
risk-reducing action which would
otherwise be required should be agreed
with the Competent Authority in
advance.
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8.28 wirA & F iF AT H B ¥ ¥ 2 5% | 8.28 Recalled products should be identified

P P RS R R TR AR T and stored separately in a secure area

FE % 22 F i o OTF W olTa R 5t while awaiting a decision on their fate. A
) AN S LR A o J R A NS 3 formal disposition of all recalled batches
AR A A v T Ap should be made and documented. The
LR BMEm e g F EhigE rationale for any decision to rework
AP AFRERDRS TR o recalled products should be documented

and discussed with the relevant
Competent Authority. The extent of
shelf-life remaining for any reworked
batches that are being considered for
placement onto the market should also be

considered.
8.29 w TiE AR 2 .%;Fifiz &5 8- PB4 T 4% | 8.29 The progress of the recall process should
NBHIFL WA/ FEIE T be recorded until closure and a final
B A /3 =< m@:L A e e report issued, including a reconciliation

between the delivered and recovered
quantities of the concerned

products/batches.
830 wr T ¥ 2 & P hy st S T H = | 8.30 The effectiveness of the arrangements in
o MFERHEfERET i B * o ZEITR place for recalls should be periodically
R &E FIIPFERZ TR P iEiF evaluated to confirm that they remain
ZEFGRE BY R AT RZR TR robust and fit for use. Such evaluations
JofTd o PTG AR BT EMH 518 should extend to both within office-hour
4 o situations as well as out-of-office hour

situations and, when performing such
evaluations, consideration should be
given as to whether mock-recall actions
should be performed. This evaluation
should be documented and justified.
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8.31

A0 F S R R DD R R T T
LGRS A N N T
GEART LB EERESE AR

=
WEMTR YV é‘é"}; é,i‘fé;,i#u:'(ﬁj%(ﬁ
EAL R R AR R A
B FEAMAFBMEES -

8.31 In addition to recalls, there are other

potential risk-reducing actions that may
be considered in order to manage the
risks presented by quality defects. Such
actions may include the issuance of
cautionary communications to healthcare
professionals in relation to their use of a
batch that is potentially defective. These
should be considered on a case-by-case
basis and discussed with the concerned
Competent Authorities.
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%1% p#A%+: (SELFINSPECTION)

R Bl (PRINCIPLE)

FEREARSRPRMNLF LY
2o RHFEAR AL li‘“\“g s
R RUEEE

Self inspections should be conducted in
order to monitor the implementation
and compliance wit(with) Good
Manufacturing Practice principles and
to propose necessary corrective
measures.

91 A F Ry EW XA~ E~4 A 191 Personnel matters, premises, equipment,
SRERCEEOEH G HY Faw documentation, production, quality
JeenT P R g AEP o P REREAL control, distribution of the medicinal
T2 FFAFEFFEARE M products, arrangements for dealing with
BRAPBEETREDRD - complaints and recalls, and self

inspection, should be examined at
intervals following a pre-arranged
programme in order to verify their
conformity with the principles of
Quality Assurance.

92 pAAEPd 2P 4B E 9.2  Self inspections should be conducted in
B s ? 3men V(57 o b3k E an independent and detailed way by
R 2 LT s Hg * e designated competent person(s) from the

company. Independent audits by
external experts may also be useful.

93 3 pAAPIES &L ke 7 | 9.3 Allself inspections should be recorded.
AP F AT BB SR Reports should contain all the
T g L e ke 1 F Pz 7 observations made during the
SR R A e o inspections and, where applicable,

proposals for corrective measures.
Statements on the actions subsequently
taken should also be recorded.

% 109 F - £ 109 T




