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The holder of a Manufacturing
Authorisation must manufacture
medicinal products so as to ensure that
they are fit for their intended use, comply
with the requirements of the Marketing
Authorisation or Clinical Trial
Authorisation, as appropriate, and do not
place patients at risk due to inadequate
safety, quality or efficacy. The attainment
of this quality objective is the
responsibility of senior management and
requires the participation and
commitment by staff in many different
departments and at all levels within the
company, by the 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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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.
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% 1 (PHARMACEUTICAL QUALITY SYSTEM 1)
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'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 &SFERE- BRLPME - %A J& |11 Quality Management is a wide-ranging
FEABLE LR RFASST O % concept, which covers all matters, which
oo A R X Pl e individually or collectively influence the
MFE R SR G IR TR LR e quality of a product. It is the sum total of
Flpt > BB A HUB R HFE R 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 g * » sy * #Ranfllid ~ Hjiv | 1.2 GMP applies to the lifecycle stages from

ﬁﬁ\ﬁ%ﬂ%ﬁ S8k s bl
FEf o w8 4ok ICH Q10 #7453t »
—.-r-r»’}‘r, AV OLEN P ERE 4 A
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the manufacture of investigational
medicinal products, technology transfer,
commercial manufacturing through to
product discontinuation. However the
Pharmaceutical Quality System can
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 F BB IrailE s %‘r gt iz x®y 9 | 1.3 The size and complexity of the

SLPE S R g o *Eﬁfs_fi’ A e o company’s activities should be taken into

g BLETRE R R i{, ) WL consideration when developing a new

Bl e g1 EBehi@* i o BEIR K Pharmaceutical Quality System or

AR e R e AjaFradm @ H i modifying an existing one. The design of

oo W EFE - o RRE Rk the system should incorporate appropriate

SLeng sl ¥ W EH TR e 1 risk management principles including the

AL 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 @eEERUgnWEST |« ik 1.4 A Pharmaceutical Quality System

FIFEIE appropriate for the manufacture of

medicinal products should ensure that:

() AFFRISH K RE R (i)  Product realisation is achieved by
(I TR S RS L designing, planning, implementing,
RIS = ? AL R S maintaining and continuously
T A 5 improving a system that allows the

consistent delivery of products with
appropriate quality attributes;

(i) AFeffemadd &P sy (i) Product and process knowledge is
Ry e g managed throughout all lifecycle

stages;

(i) 22K 2FF > RY B (iii) Medicinal products are designed
LR PR R and developed in a way that takes

account of the requirements of
Good Manufacturing Practice;

(iv) 2AfrE 43RS 72 X (iv) Production and control operations

R R are clearly specified and Good
Manufacturing Practice adopted;

(V) FRFERS GFER T (v) Managerial responsibilities are

clearly specified;

(vi) 5 rraz Rofler e Eapanyl (vi) Arrangements are made for the

CERERY  ERFOER S
E’-E\, A pﬁm}g,& {% r;q,\j\

E] q_’f’: il Eﬂl‘;‘@é‘éi LA #E ;

manufacture, supply and use of the
correct starting and packaging
materials, the selection and
monitoring of suppliers and for
verifying that each delivery is from

the approved supply chain;
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(vii) Processes are in place to assure the
management of outsourced

activities;

(Viii) S50 B2 @ 7§ skenT Rl
IR S E A el e
L For R

(viii) A state of control is established and
maintained by developing and
using effective monitoring and
control systems for process

performance and product quality;

(iX) B =@z aBiTRgy
YR ASEURE RO % T8
BApl AR UL AR R A

henif g

(ix) The results of product and
processes monitoring are taken into
account in batch release, in the
investigation of deviations, and,
with a view to taking preventive
action to avoid potential deviations

occurring in the future;

(X) x @ir%/“ Fé&g‘_r"’{«rﬁ"ﬁ-”ﬁ UK ?
o E ERH B @ifi" ?#‘Jfﬁ
P R

(X)  All necessary controls on
intermediate products, and any
other in-process controls and

validations are carried out;

(xi) gd i &RFEAEY A Sk
LR R H R S X B2
E A

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

knowledge;

(xii) ¥ gizRFRdF e e (38
) PRI R i g T

f—;ag?*ﬁ;éﬁﬁvﬁ;a’g*ﬁiﬁgﬁv

(xii) Arrangements are in place for the
prospective evaluation of planned

changes and their approval prior to

&P implementation taking into account
regulatory notification and
approval where required;

(xiii) A E PR { FH2LEEFTF=R 0N (xiii) After implementation of any

Fsnd R PR T2 A RS change, an evaluation is undertaken

B AP e AR to confirm the quality objectives

were achieved and that there was
no unintended deleterious impact

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

problems.

ETHEENR G ERRAT A
T2 o FRADE TR R FA A
FEEPE 0 RIS JgFF5 37 i e0id
AR F] 0 TfRAEE R AL o AR
REEIA AL H ORI b
PHERE s UFEERAYE L
2~ AR B FAT k Sehgs 3R B AT
(75 fPF) o RFEIRT FRPiE 3§
L FE B IR FE L i
G A Sy T=d SEk Y
B IR R G RS

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) A GARPRfE A ue & -

(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;




(xvi) 52 k% ~FH 2 S AL
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(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)§ B A2 2 /& S F A5 L s
%’{,lsiﬁ i& * l]‘i 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 FAPREHmFELAR LA FTRELZ |15 Senior management has the ultimate
PR ELT ko T AR e responsibility to ensure an effective
B~ BLBERFET B afEs Pharmaceutical Quality System is in
L ERRFTE-RERPRFOEEED place, adequately resourced and that
BERAUEET AL INEL D B roles, responsibilities, and authorities are
GRS AR s defined, communicated and implemented
Forenl (T4 R W E STk svand throughout the organisation. Senior
FookE - 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 FRF 1.6  There should be periodic management
HoXG R K EEY 28 AR review, with the involvement of senior
A g AT pA kDL s g o management, of the operation of the
Pharmaceutical Quality System to
identify opportunities for continual
improvement of products, processes and
the system itself.
17 WERF Ak h 22t o g | 1.7  The Pharmaceutical Quality System

Léir“?%frinméﬂwikf ML
B e EmARBF AP LETE

%, Le 2 r oy
E)
;:.,ﬁ SLENTw .'SiL °

=t

should be defined and documented. A
Quality Manual or equivalent
documentation should be established and
should contain a description of the quality
management system including

management responsibilities.

Frbiilyg i’ﬁ.f’ (GOOD MANUFACTURING PRACTICE FOR MEDICINAL
PRODUCTS)
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1.8

Good Manufacturing Practice is that part
of Quality Management which ensures
that products are consistently produced
and controlled to the quality standards
appropriate to their intended 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:

F‘@‘f_%?fi RO s ;%F'J‘F—,— AL —
RER R R
HF i .

(i)  All manufacturing processes are
clearly defined, systematically
reviewed in the light of experience
and shown to be capable of
consistently manufacturing
medicinal products of the required
quality and complying with their

specifications;

(i) WAzobl b 22 Hilizat <

TS

(if)  Critical steps of manufacturing
processes and significant changes

to the process are validated;

(i) #eERaE g2
#

L

(iii)  All necessary facilities for GMP are
provided including:

® Sy PR RLVRSL

® Appropriately qualified and

trained personnel;

® X s BITETR ® Adequate premises and space;
ot iE BoARKA 2 L #‘iFRﬂZ‘ : ® Suitable equipment and services;
LAE R A FEE AR ® Correct materials, containers and

labels;

O in GBS kAP R 2 ARR R

® Approved procedures and

% instructions, in accordance with
the Pharmaceutical Quality
System;
® iy iEEEE ® Suitable storage and transport.

(IV) 1y /F ik.‘_: * Z, ‘l"gmz\ 1§i ’\: 5 jg‘;ll?]
LA fERE R AR FESAN g
FUEE P MR TR

(iv) Instructions and procedures are
written in an instructional form in
clear and unambiguous language,
specifically applicable to the
facilities provided;

10




(V) AABREFEFRE REEFLYL (v) Procedures are carried out correctly
PR and operators are trained to do so;
(vi) WigEsze > 1L B2 /N RE (vi) Records are made, manually and/or
TiTE & P N LER B4 4 by recording instruments, during
TR AT HAY R R manufacture which demonstrate
702 & Sl g & & F Aotrap 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;
(vii) EidgF cnip £ 395 i jedkr © (vii) Any significant deviations are fully
VAT AR F] G P AREFH recorded, investigated with the
F N - T i ek Tyl ] objective of determining the root
fial cause and appropriate corrective
and preventive action implemented;
(viil) # z38H Ap 2 W e b BT (viii) Records of manufacture including
WfE2 VBR8N G o EE distribution which enable the
AP 2 R EEREAT complete history of a batch to be
traced are retained in a
comprehensible and accessible
form;
(ix) A &@a i H {3 &S50 (ixX) The distribution of the products
HIE P b ' E T ﬁx [ERIE e - A minimises any risk to their quality
EH AR and takes account of good
distribution practice;
X) BF-EpH e EREYICE (X) A system is available to recall any
(E SENY JE S I batch of product, from sale or
supply;
(xi) FaM>»A &Y 7 A ASTE (xi) Complaints about products are
B R F] o OO A R B examined, the causes of quality
Py ape o M RE RS o defects investigated and

appropriate measures taken in
respect of the defective products

and to prevent reoccurrence.

&% % #1 (QUALITY CONTROL)

11
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1.9

Quality Control is that part of Good
Manufacturing Practice which is
concerned with sampling, specifications
and testing, and with the organisation,
documentation and release procedures
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:

() =3 @ ames s L@ Rt
Z SR AR B o B ok
@ﬁ~é%ﬁﬁ~iﬂ&wﬁg
RNEAIE EA R B AN
*ﬁ%ﬁs@x@w%#i
EORIRB R

(i)  Adequate facilities, trained
personnel and approved procedures
are available for sampling and
testing starting materials,
packaging materials, intermediate,
bulk, and finished products, and
where appropriate for monitoring
environmental conditions for GMP

purposes;

(i) Rk~ @ R s X EE/ A
SN EFA/E KA RE BY A SR

(i)  Samples of starting materials,

packaging materials, intermediate

FREFETMA R E2 2 B2 products, bulk products and
finished products are taken by
approved personnel and methods;

(il)) =% ¥ St (iii) Test methods are validated,
(iv) e+ 82 /dedik B itk (iv) Records are made, manually and/or

o BTG R Reof iR kG2
’Fﬁ%i‘l"_}:‘ﬁ c .‘?Kﬂ*{‘ﬁo ERCN-A S
}’J,Diff SET A E

C

by recording instruments, which
demonstrate that all the required
sampling, inspecting and testing
procedures were actually carried
out. Any deviations are fully

recorded and investigated;

12




(V) ZRELDHFTAREFRKFT (v) The finished products contain
T T E 2 G A A D active ingredients complying with
RHAE B LTE R2LBE the qualitative and quantitative
PRHAEE FEN X ErR 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) R~ 2R /P FAES Fa/ (vi) Records are made of the results of
FEAREBYA ST ALK inspection and that testing of
Btk ek THBHE AR materials, intermediate, bulk, and
S ;-T- 2o é_ rr?ﬁf%i ¢ ZARRE 2 finished products is formally
ARG PgsTn o R R assessed against specification.
AR iy A A5 Product assessment includes a

review and evaluation of relevant
production documentation and an
assessment of deviations from
specified procedures;

(Vil) # 32 5> ZLEARRE AT B8 (vii) No batch of product is released for
R FET 28 o 2 (B iFH g sale or supply prior to certification
R by an Authorised Person that it is in

accordance with the requirements
of the relevant authorisations;

(viii) iz F!E R 19 BT K R e (viii) Sufficient reference samples of

RS UEF AR R starting materials and products are
H$ WA STk LSk @ 2 % retained in accordance with Annex
BREEFET LE B £ o 19 to permit future examination of

the product if necessary and that
the sample is retained in the final
pack.

A & & F#3t (PRODUCT QUALITY REVIEW)

13
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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:

() * W ASZREE & EHA
{mﬁﬁé%%%ﬁi%ﬁ’%ﬂ
SR Sy OV R LY e R )
e

(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) Mar @iy §412 28 i85

(i)  Areview of critical in-process

S i3t controls and finished product
results;
(iii) 72 RE&TETRR I 2 H (ili) A review of all batches that failed
Bh 2t to meet established specification(s)
and their investigation;
(iv) “Lr*ﬁ Myraomi 2 286 Hiph (iv) A review of all significant

% B R R BhEg
o it

P #F-] 35 3L

deviations or non-conformances,
their related investigations, and the
effectiveness of resultant corrective

and preventive actions taken;

(V) @A o472 org R 2t

(v) Areview of all changes carried out
to the processes or analytical

methods;

(Vi) 3 3Fv {7/ /Pa/d a2
B2t s Z AR 2 2R

[

(vi) Areview of Marketing
Authorisation variations submitted,
granted or refused, including those
for third country (export only)

dossiers;

SR FEEE IR

(L

(vii) % 2L E
LARS 2

(vii) A review of the results of the

stability monitoring programme

and any adverse trends;

14




(viii) #77 2 & F M 2% v ¥ R
o2 E PR ER A 2 HeH

(viii) A review of all quality-related
returns, complaints and recalls and
the investigations performed at the

time;

(ix) EwH

(ix) Areview of adequacy of any other
previous product process or

equipment corrective actions;

() ATEF TR RL LD T

CEN A R

(x) For new Marketing Authorisations
and variations to Marketing
Authorisations, a review of

post-marketing commitments;

(Xi) APBEZK & B2 2% K% > Blde o 23 (xi) The qualification status of relevant
&% (HVAC) ~ 7k & 5o fi‘{ﬁ;ﬁ i equipment and utilities, e.g. HVAC,
e RS ;-FL i s water, compressed gases, etc;

(Xil) ol % - Fo7h 22 2P &Y (xii) A review of any contractual

X PRIt AR E S ERAT o

arrangements as defined in Chapter

7 to ensure that they are up to date.

1.11

BHERT A WS T
#BL;’};JZZF‘?'F& %1}?&:@;»?\%& 2teni
R TR 3 TR
ﬁéﬂirzoﬂ*ﬁﬁaﬁ,?ﬂ;
Tl TR R F AR 0 2 Ap
VEH PR R ~E¢L5FEJ§:*7 F o o
LR J—%'H‘Fﬁ’w%‘r%ﬁﬂ‘.ﬂﬁﬁ
kA

3~ R REAE

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.

15
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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.

FF R %% § 2 (QUALITY RISK MANA

GEMENT )

1.12 r'r'?mk “ﬁ? ﬁ‘«LfFJ’ﬁ’*—“*rr'rr?ﬁ& & 2%
B~ B F] R Z R0k LA o T
P HREALE g S k-

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 Sk %G H LR S

1.13 The principles of Quality Risk

Management are that:

(i) &FhGasre LA (i)  The evaluation of the risk to quality
N Rk S B R is based on scientific knowledge,
Bzl 3 experience with the process and
ultimately links to the protection of
the patient;
(i) S5 h'epmEfay 4 1500 (ii) The level of effort, formality and

2t RRIEE R 'GALRE AP

-

documentation of the Quality Risk
Management process is
commensurate with the level of

risk.

Bk BRR G E T2 iBARR R D
AR 20 & ICH Q9 -

Examples of the processes and
applications of Quality Risk Management

can be found inter alia in Annex 20 or

ICHQ.

16
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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)

2.1 é’?ffiz/@ﬁ’o BASAR P EREFHRE |21 The manufacturer should have an
TarEsk - 3P RF AT L HEES adequate number of personnel with the
BB 5 gk (A ﬁ N EZ necessary qualifications and practical
EGEELFE) URGFZ2 aFYer ?ﬁ experience. Senior management should
B P AE R B G o o R A determine and provide adequate and
- BADT EDRER IR S appropriate resources (human, financial,
FREWPR % ° 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.
2.2 gg;ﬁ,\)@»ﬁ R N A 2.2 The manufacturer must have an

:':;L
"k’biﬂ—*’25n$“rﬁ£~rv?§-;éé‘
S H A F 2 BBl R0 R ARPRE A

i o et M M E B

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.
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23 RR i AR “ﬁ F o fFmp et |23 People in responsible positions should
FEFEBRE o LRy e UHAE have specific duties recorded in written
B oo BRFIFAd Rk iEandy e job descriptions and adequate authority
AT o g PARE R G M A to carry out their responsibilities. Their
R BBE AT RF & ALHRP DE duties may be delegated to designated
L 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 RABERYHURELE GO UE r‘% 2.4  Senior management has the ultimate

Bk ,uuxigtr%%‘rpfﬂi v LR AR 2

¢ B ET AR B REEY BR I\‘@wivﬁ’
%‘%?’i"ﬁuﬁ%%a{o@%}?@_ﬂz@é
T-BEFRX o RESTELTIM
N EN FRERE Ay S PRy
RHHomiFEUEST 0y GMP R
A g g ol e

responsibility to ensure an effective
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.

Mét <+ B (KEY PERSONNEL )
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25 F KPR T b aE ? BAR @ 2.5  Senior Management should appoint Key
A AL E rr%‘r BHILE > MR Ak Management Personnel including the
BiEAP TSy - 7 ﬁ A &2 0T head of Production, the head of Quality
PF o ST 2 P ety TPBRIE A o Control, and if at least one of these
T2 mﬂ%‘« i ¥ Rd B %‘« AREE A persons is not responsible for the release
ArmFE FIINP e F AP o of products the Authorised Person(s)
CERT G LELRAR O FEE 2T designated for the purpose. Normally,
2.8 2 29 0% ¢ AT 2 RA BRI o ¥ 0h key posts should be occupied by
Rip o 2 Rl e g > 7 g full-time personnel. The heads of
WS L AT E A F Production and Quality Control must be
FEBRGET WP 03T 2728 82 20 0k ¢ 47 independent from each other. In large
fo i BRE o G s B BRI R organisations, it may be necessary to
2AAL RS FIF KRy delegate some of the functions listed in
WHER e H A BT 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 AR ZET T pAT 2.6 The duties of the Authorised Person(s)

are described in the national
requirements and can be summarised as

follows:

Q) AR LRGSR - P E S
bﬁyﬁﬁ]ﬁﬁ ESEN R T S
Freng e lE B g

a)  An Authorised Person must
ensure that each batch of
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;
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b)  The Authorised Person(s) must
meet the qualification
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) AL LFF T LEELI @
W T - AR A o

c)  The responsibilities of an
Authorised Person may be
delegated, but only to other

Authorised Person(s).
27 A AP hAFEF G TR 2.7  The head of Production generally has
the following responsibilities:

(i) ZEFE RDOEF > BREFZER (i)  To ensure that products are
SRR Y 22 R AR produced and stored according to

the appropriate documentation in
order to obtain the required
quality;

(i) g2 2ivEs Meadpgsd > T (i) To approve the instructions
[Nl A s p relating to production operations

and to ensure their strict
implementation;

(i) 2 A %4k d SRIEDAR (iii) To ensure that the production
LB ER records are evaluated and signed

by an authorised person;

(iv) FEEH IR ~ % KW ER G sk (iv) To ensure the qualification and
WA AEFE maintenance of his department,

premises and equipment;

(V) FEi%e = =if 4 GwEst; (v) To ensure that the appropriate

validations are done;

(Vi) FERHEIRM et B o (7978 F (vi) To ensure that the required initial
B 2 3 FoRo ¥ RF REF and continuing training of his
R department personnel is carried

out and adapted according to
need.
28 HFEHlhAFEN G TART 2.8 The head of Quality Control generally

has the following responsibilities:
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() E@EpF - PaddE® B~ ¢ XH
B XS FAE S TR/ R
AoE B AR

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

(i) FEike #7975 w & s > ° 4f
T R

(i)  To ensure that all necessary
testing is carried out and the

associated records evaluated;

(i) Pt 1o frds £
ERTEN & R IE

N EIE

(iii) To approve specifications,
sampling instructions, test
methods and other Quality

Control procedures;

kS

E

ke

(iv) %z= A S S

(iv) To approve and monitor any

contract analysts;

(V) FERH IR~ B 5 KB K
WEREREL

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

equipment;

(Vi) FEiRe % if § 9wEse

(vi) To ensure that the appropriate

validations are done;

(vii) FERH 3R ek B o HiFHE R (vii) To ensure that the required initial
SPBRT B E IR Tk f R and continuing training of his
B iﬁ ° department personnel is carried
out and adapted according to
need.
R IR B PR Other duties of Quality Control are
i e summarised in Chapter 6.

29 A AfeRFEFlena g o 1 E ApMEFR | 29 The heads of Production, Quality
(A R E FAiE o HFF - Control and where relevant, Head of
RS LR BT ORET Quality Assurance or Head of Quality
Fule FUEEF R EF - 5 Unit, generally have some shared, or

RS R G RE B R
FoE AL o ¢ 42

jointly exercised, responsibilities
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:

(i)  The authorisation of written
procedures and other documents,

including amendments;
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(i) BLa A T plEE 4

(i)  The monitoring and control of the

manufacturing environment;

(i) = Reird s

(iii) Plant hygiene;

(iv) ®Azresc;

(iv) Process validation;

(V) P

(v) Training;

(vi) }5?'47"1‘* ERR AmLT 2 B

(vi) The approval and monitoring of

suppliers of materials;

< 2z @ié}gg\ul H s GMP 4p B 2

(vii) =3
L HFEE R IRLY 2 R

(vii) The approval and monitoring of
contract manufacturers and
providers of other GMP related

outsourced activities;

(vViii) B4z &

ggwR;

2 T I i ey 7

(viii) The designation and monitoring
of storage conditions for materials

and products;

(iX) & &ehisss s

(ix) The retention of records;

(x) #& GMP & Rz £4;

(X) The monitoring of compliance
with the requirements of Good

Manufacturing Practice;

(xi) &R \?4 ﬁﬁ!a‘w’», o fg T

(xi) The inspection, investigation, and
taking of samples, in order to
monitor factors which may affect

product quality;

(Xii) %2 WAzt -

(xii) Participation in management
reviews of process performance,
product quality and of the
Pharmaceutical Quality System
and advocating continual

improvement;

(xiii) FE & & F PP Y 3 2keiid 2 W
oA R-E R RAT R Y Tl

B IR R ek B o

(xiii) Ensuring that a timely and
effective communication and
escalation process exists to raise
quality issues to the appropriate

levels of management.

3 (TRAINING )
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210 EFR#E*FIEBEFT &~ 2 A2 %% | 210 The manufacturer should provide
B EHIR &R DG ﬁ (& FEHH training for all the personnel whose
MBEAZGFHEAR) BN H R duties take them into production and

TS -2y Jh %’r hH s AR o R E storage areas or into control laboratories

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

2.11 ",% T3 MEEST e R UEE R | 211 Besides the basic training on the theory
IR BT R G A A2 b s R Eoen and practice of the Pharmaceutical
CPERBERRGENER IR TGy Quality System and Good
Ry BREFFIDR TR Manufacturing Practice, newly recruited
PR Ernk A GER o BT AR personnel should receive training
frigd AP A S IR b appropriate to the duties assigned to
PoBaR 3t E c RS BS KT 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 ¥#¥a-375% A2 EFTZ%E 0 ) | 212 Personnel working in areas where
R E RSN AR AN A& contamination is a hazard, e.g. clean
BAPARIES T2 Y 1 iThA areas or areas where highly active, toxic,
B o BES Fula i infectious or sensitising materials are

handled, should be given specific
training.

213 #* 4P A B2 AXEYRHA R 0 F | 213 Visitors or untrained personnel should,
EARACIAREETEAIRY o & preferably, not be taken into the
FELFE O BT RFARBETAL R E production and quality control areas. If
B R AM TR A L 2 Rk this is unavoidable, they should be given
%o information in advance, particularly

about personal hygiene and the
prescribed protective clothing. They
should be closely supervised.

214 R > AL HHmEAUE ST L s | 214 The Pharmaceutical Quality System and
PLE B 97T a3 @-f—f': Ij‘l. fR8 17 iy all the measures capable of improving

’?Jo

its understanding and implementation
should be fully discussed during the

training sessions.

R

(PERSONNEL HYGIENE )
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215 FHwmhfErd kS E 2 > T 441 f | 215  Detailed hygiene programmes should be
NN e R A e AR IEAR established and adapted to the different
R EA VR EIREZNMARR o 7 needs within the factory. They should
HEfaer2 A %L FHTDEBA include procedures relating to the health,
T R ER R i 5&?’%\% Toop hygiene practices and clothing of
gk A bl 3 E T A R F’“ 3 personnel. These procedures should be
MR o 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 BB Y BB o R | 216 All personnel should receive medical
i HfE2ips  MEFELAEAS examination upon recruitment. It must
SR E G B2 EERIRE GE T be the manufacturer’s responsibility that
Eod- WKL RIITEAR R there are instructions ensuring that
278 BEH G - 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.
217 B ¥ auHEPH Ao ik 3 X% | 217  Steps should be taken to ensure as far as
FEB R A DA RGNS is practicable that no person affected by
FpOREREG v a KF B ] an infectious disease or having open
B e lesions on the exposed surface of the
body is engaged in the manufacture of
medicinal products.
218 2 W wenE BA AR RTAGEEE | 218 Every person entering the
AR TR ITL K o manufacturing areas should wear
protective garments appropriate to the
operations to be carried out.
219 42 A ®RZ G RBLIAS 3% | 219 Eating, drinking, chewing or smoking,
T oo N AR AP AR S e B A or the storage of food, drink, smoking
F R o Folflld R A mnvan materials or personal medication in the
XTI AREHhERAS FEY R production and storage areas should be
BLEwr EEdafEa e 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.
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220 1A B REAFLTEREFAE 2.20 Direct contact should be avoided
A B R K R RERINA . 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 Jsdp £ N R W P 2.21 Personnel should be instructed to use the
hand-washing facilities.

222 A Ew@Faank £ plae@lid & AR | 222 Any specific requirements for the

A% PR A & e dS A 4R B R
P oo

manufacture of special groups of
products, for example sterile

preparations, are covered in the annexes.

AR

(CONSULTANTS)

2.23

BER 3 B ang @~y gk
el & oo M HE TR A AT
ER

2.23

Consultants should have adequate
education, training, and experience, or
any combination thereof, to advise on

the subject for which they are retained.

TR ehdd 4o~ bk s FTRE R 2 PRI
Z"LF"?t]m 473‘ },@4‘:JZ '%l:f’ o

Records should be maintained stating
the name, address, qualifications, and
type of service provided by these

consultants.
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% A&5%w2%% (PREMISES AND EQUIPMENT)

& B (PRINCIPLE)

EREERE L K~ E Ay
% %’ggﬁ’b@jb%f}i RN FITE o B
FOAGRKEA L BFOR G EI AR R
;#75 o;cm;F FEMERLE > NELIR
A B ESAIE R BVELHE S
R ERAJIREL P&

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.

CEES

35 (PREMISES)

- 4. %_ (General)

3.1

F A SRR AR R
AL Eile ol 2 52 Biti5 4
h*eRB P o

3.1 Premises should be situated in an
environment which, when considered
together with measures to protect the
manufacture, presents minimal risk of
causing contamination of materials or
products.

3.2

SRS RAIERE > YR E 3@ ad
FEFEBTNAREET o By B FF
AT RFmend G 25 F 2 -

3.2 Premises should be carefully maintained,
ensuring that repair and 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.

3.3

BB~ R /a§a1§&}n@£g,nqg
¥ 2 i ERERr T e T “bﬁﬁ
FRATEL G HBE -

3.3 Lighting, temperature, humidity and
ventilation should be appropriate and
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.

3.4

5 %3t
NWﬁ&ieﬂﬂﬁ%ﬁ%m°

3.4 Premises should be designed and
equipped so as to afford maximum
protection against the entry of insects or
other animals.
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35 AP ARBEDLRE Y BEEY 3.5 Steps should be taken in order to prevent

FodAF HEEREETEAFRS F T the entry of unauthorised people.

H2E3E % 1 ITA R el B oo 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 My ASESD WEW WL g R e 3.6 Cross-contamination should be prevented

Pk R F AR o kR ;%%Lﬁ?%%(;{@;.%i’)ﬁ
AR R A E I RAIER TR 2
FH10 %

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.

ki
t&_

A}ivﬁﬁ&,'a;;%‘t%@%?ﬁﬂpga{

’\'ﬁ&%‘ﬂﬁﬁl:\gﬁ/é‘&\/ iFé,‘—_’u?ﬂ"&j
FEERATE 2R o

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.

PESETFLTE- RFIERE G HAH
FRERT KN

i

Dedicated facilities are required for
manufacturing when a medicinal product
presents a risk because:

VIR E TR B NEF YR

i the risk cannot be adequately

H ] controlled by operational and/ or
technical measures,
i RpAREEcopEdpa 2 L ET ii  scientific data from the toxicological
FAlok s (H4okp 3 R fazirﬂ B il evaluation does not support a

AL e B fRR) 2

controllable risk (e.g. allergenic
potential from highly sensitising
materials such as beta-lactams) or

I R

Edlr VA S

i 472
JES /%T&/Hi°

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

- Henfp A N T R R 2232415

Further guidance can be found in Chapter 5
and in Annexes 2, 3,4,5 & 6.
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37 RS RWEREITEMAE Z R ROFER 3.7 Premises should preferably be laid out in
S Rl o R AT BIEE R R such a way as to allow the production to
BwREY LA take place in areas connected in a logical

order corresponding to the sequence of
the operations and to the requisite
cleanliness levels.

38 ITEZREEUBEY IR E B 3.8 The adequacy of the working and
FREE R 1‘—' FOEEY &S BESICE in-process storage space should permit
AR ELNH Bt EF 2R R RS the orderly and logical positioning of
PIBHE LI FR o FREPHES P equipment and materials so as to
Fh FReid B 2 BEF Pk e TE TS o 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 RMEEHe EHPE XU/ FASSEF 3.9 Where starting and primary packaging
Ml EASRBORES B P INE G (B materials, intermediate or bulk products
PEEZITEE)ETFC AHNYLE: AR C B are exposed to the environment, interior
Mo D AEREHES T TRF R G T surfaces (walls, floors and ceilings)
BpF oo ek RV should be 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 ¥ -RPER ~dFr 2 HBRWRES 3.10 Pipework, light fittings, ventilation
KPP B AL AL IR e points and other services should be
BEFER2ZP T B e AME R EF designed and sited to avoid the 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 RIS T HFHRF EE R 3.11 Drains should be of adequate size, and

KA - B BEEFLE N EERE  EPF R have trapped gullies. Open channels

ANE D lFFEY A -

should be avoided where possible, but if
necessary, they should be shallow to
facilitate cleaning and disinfection.
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312 2 A %G il b o T WG &K 3.12 Production areas should be effectively
A& RPN EF ATER AR ventilated, with air control facilities
2ZZBEE (¢ ZRAE EFe ZRRE (including temperature and, where
Wig) e necessary, humidity and filtration)

appropriate both to the products handled,
to the operations undertaken within them
and to the external environment.

313 RmflafEE o ¥ b FEF TR 3.13 Weighing of starting materials usually
- BIRSaf=E 0 52 ° should be carried out in a separate

weighing room designed for such use.

314 ¢ A 2k Anlin (blde: s f2E SR 3.14 In cases where dust is generated (e.g.
WA (T2 o A Kb e KEHEA ) )% during sampling, weighing, mixing and
FRP-FF R NI 0 IR L R F R T processing operations, packaging of dry
oo products), specific provisions should be

taken to avoid cross-contamination and
facilitate cleaning.

315 FEEAole B 5 K% 0 YR ER 3.15 Premises for the packaging of medicinal
BEoMELRRAIRFL products should be specifically designed

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

316 A A®RET LERP > Fu L A FMm 3.16 Production areas should be well lit,
BARE ] ensgt o particularly where visual on-line controls

are carried out.

317 @WAe? FHIF gHAL AN REZFhEE 0 T 3.17 In-process controls may be carried out
rAA®RPMRG within the production area provided they

do not carry any risk to production.
#% % (Storage Areas)
318 G ®EG ¥INF E > NFF LAY D 3.18 Storage areas should be of sufficient

}ﬁ%ﬁig‘gw}!l‘+ﬁmlpq]?’ ;j"é.}/\%l;}«'—\
S Sk R A S ,iw\/é EF
EBMAS S FRAS S REFAS Y A

R Rt L Rk

capacity to allow orderly storage of the
various categories of materials and
products: starting and packaging
materials, intermediate, bulk and finished
products, products in quarantine,
released, rejected, returned or recalled.
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3.19

RET R RERIAAGF 0 U
P e FR IR HRREFEFFELSGE O
BEFLVRIDERFEPN o 7 FERTIE

RGO R 2 RR) BRREEE RS
oot TAeRAIPEHE TR -

T L AFRE TS

3.19 Storage areas should be designed or
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.

3.20

A

o % 2 i R

A 3.20 Receiving and dispatch bays should
A F R o el WA R protect materials and products from the
B & Eﬁnb e ,‘?’rif’a\/\% ool 2 weather. Reception areas should be
£ designed and equipped to allow
containers of incoming materials to be
cleaned where necessary before storage.

3.21 ;ﬁ d Bt e B R B kR IR AR F K 3.21 Where quarantine status is ensured by
F oo R RRSG T B B storage in separate areas, these areas
B2 AR - ERPAZFHERD SR & must be clearly marked and their access
HKEk Eaox pHo restricted to authorised personnel. Any

system replacing the physical quarantine
should give equivalent security.

322 RHEAFRF HRPEORHFEFSE o AT FN 3.22 There should normally be a separate
REWEE > BT LEF RS F R0 sampling area for starting materials. If
2R FL . sampling is performed in the storage

area, it should be conducted in such a
way as to prevent contamination or
cross-contamination.

323 FIEY s witATwah PR S A S 3.23 Segregated areas should be provided for
etz R o the storage of rejected, recalled or

returned materials or products.

324 BRPIFFTAASBH T L2 E LW 3.24 Highly active materials or products
B oo should be stored in safe and secure areas.

325 B g %Jf NEROBLLIRER 3.25 Printed packaging materials are
0 e HILR fsé S SR RS e considered critical to the conformity of
RE T o the medicinal product and special

attention should be paid to the safe and
secure storage of these materials.

&% ¥ #1% (Quality Control Areas)
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326 ¥ P REFEFIFTRIBEZAFTIHRYE - & 3.26 Normally, Quality Control laboratories
WA 2P F 2 %5k g g ) should be separated from production
FHREIFHER L FHRETTRIT APIEY - areas. This is particularly important for
laboratories for the control of biological,
microbiological and radioisotopes, which
should also be separated from each other.

327 BHIFHREIBRF AR ENLTLFTREN 3.27 Control laboratories should be designed
HEFPEE > TRES XRZEF > PR to suit the operations to be carried out in
FEE QLR PR o HNHRFELET R LA them. Sufficient space should be given to
TR OREFIE avoid mix-ups and cross contamination.

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

328 L EEFNORFRG AR T FF 3.28 Separate rooms may be necessary to
BE2ERFELEE ARDOREZTV AR protect sensitive instruments from
G e vibration, electrical interference,

humidity, etc.

329 RJIZEFE| PR 0 blded foik &R s R 3.29 Special requirements are needed in
TR T REG N DE R laboratories handling particular

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

330 RALAZFERBRBREHB REIRYE - 3.30 Rest and refreshment rooms should be

separate from other areas.

331 R~ FERRACR AP N K WS TR 3.31 Facilities for changing clothes, and for
A AR 2 A B FITEA AT washing and toilet purposes should be
% A EE AP o easily accessible and appropriate for the

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

332 MR EFEEZIFRELARRPET VR 3.32 Maintenance workshops should as far as
o d AwRHMEFEEIES BT L possible be separated from production
HE* FAE*FP o areas. Whenever parts and tools are

stored in the production area, they should
be kept in rooms or lockers reserved for
that use.

333 ®HFFREEE RBLLIIFH LG A HD 3.33 Animal houses should be well isolated

from other areas, with separate entrance
(animal access) and air handling
facilities.

% % (EQUIPMENT)
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334 HWRAABERY REZHEBERS > P 3.34 Manufacturing equipment should be
EHIFEP eho designed, located and maintained to suit
its intended purpose.
335 BEz2ABERTELIFIHAEASDOEFT LR 3.35 Repair and maintenance operations
TR EE o should not present any hazard to the
quality of the products.
336 Wi wzk o BRERF A TARE T 3.36 Manufacturing equipment should be

/’Do’f\y{%f’%l; med—mfiﬁ‘/ﬁ /75 ) Tl [ﬁ"
TURED SRR R T

designed so that it can be easily and
thoroughly cleaned. It should be cleaned
according to detailed and written
procedures and stored only in a clean and
dry condition.

337 EREGFEFXA BN ERERY > R HT 3.37 Washing and cleaning equipment should
€ x 2B Rk o be chosen and used in order not to be a

source of contamination.

338 EAHABUPEF O NEHE U T PR 3.38 Equipment should be installed in such a
B R way as to prevent any risk of error or of

contamination.

339 ZAARFAEFEIRHFASEF ERET - 2 & 3.39 Production equipment should not present
KE LR R A > BHE B Ao any hazard to products. Parts of
B2 B AP RE SO A production equipment that come into
FREwmpEE o 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 Ty RIESFIEN SR NI T EE R 3.40 Balances and measuring equipment of an
?K f% P R A AR ERIEER o appropriate range and precision should

be available for production and control
operations.

341 SRR R IR AR R D 3.41 Measuring, weighing, recording and
E@*FE'F A S AT 32 A C LI . o) control equipment should be calibrated
2. o B RPIEE R B ERS r o and checked at defined intervals by

appropriate methods. Adequate records
of such tests should be maintained.

342 HEZE Lm? REpFEETEP T ER 3.42 Fixed pipework should be clearly

/H"l?' ),;@;*%ﬂ" °

labelled to indicate the contents and,
where applicable, the direction of flow.

32




3.43

?3;‘%’1”}\ N é%ﬁ-:" K Z @1&]33‘?;5'_ B * 7}\7\?75?
Jo ik g o ARA R F R AL 0 372 2
WA SLEHRE R },@Iﬁg"ﬁ”#ﬁ'*@ .

3.43 Distilled, deionised and, where
appropriate, other water pipes should be
sanitised according to written procedures
that detail the action limits for
microbiological contamination and the
measures to be taken.

3.44

FA IR o ek T B AR R S
FEHwHN &1 FEETHEZ
SEE

3.44 Defective equipment should, if possible,
be removed from production and quality
control areas, or at least be clearly
labeled as defective.
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Yz § < & (DOCUMENTATION )

&R R (PRINCIPLE)

B ’““»f?‘:’\'rr'%rr/ A A s g
mood 2 AR 8 /# EGMP & .iuu;ss.fm
Bigto#rie % 2. LFERE A ehe 2R ET
P e g oS R Y e
BoRor BF 54550 % b & 450U
4 %
GBI BB S FE S F ] B
B e w EEoEER L RATE
PREFASEFTOTF Ao o ER
B fﬁlf—pﬁ,,. R E T RER T
e Rk 7 i;'arﬂ:}ﬂ%rm
EEERRREN N ST 30 S B Y
Rz HEERF D .

AAihs T3 R BT e 2

,»

[ER g PN

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.

PP RAEHGMPRE B iLL e
R i ’Lxr-;fp (;fp%; B R) &
EER/RA o iR F DR BYIER
LT 4 i‘?”‘ln’ﬁ # e

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.
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e i g chg ) R RS B ahl
(EARNE TN A A FEAE TR Al
S R Rl A
Lap B R TR Ariesr v i anlic
A EE R A R

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.

“% & e GMP < & (F47)
[ REQUIRED GMP DOCUMENTATION (BY TYPE)]

1 Bufh & F4L (Site Master File) © # it
%] 12 B 2. GMPAp B 55 #5 e 12 o

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

the manufacturer.

ip 5 (dp# & & R) #3] [Instructions (directions, or requirements) type] :

R R F R L‘%ﬂ AT * g o
S L T ST Ry St G
TR LY

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.

Higpe ~ |/l ~ A/ ER IR
g RETRRY 2975 R KA
BRI LA (4eF ) sl TR
M AR/ A e ESBRER% D
Aotk @ ahflde ¥l WAL AT
P e e f iR (£ @) B3
IR e

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.

R (A RETERAE QA
SOPs ) » #3044 {7 R & 4 1F/1F ¥ 44 4y
o

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

certain operations.

FEI U E SR AR
/]F#/\—:’% :}F] ks

Protocols: Give instructions for
performing and recording certain

discreet operations.

BRI RI L R A g L B
BB LR o

Technical Agreements: Are agreed
between contract givers and acceptors

for outsourced activities.
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% /38 % #73) (Record/Report type ) :

BRI AR S
UL YRR PR SN S
3 AR hFRT R - B A ST
PR ¢ FHEH AP o ke Fai
WA R e Rl T S &
Bk gl T Fph WL IR R
R BR300 TG Pk
Ell i p) = SN I S S i

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.

Pt g pemER .

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.

P AR T LRk
etz PR T AR Sl ip B E

B (FEEB AL GmEG

2 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 HPFITEY S EAREORF
JESE s i e % ~ BB aER A2 2

it oo

Reports: Document the conduct of
particular exercises, projects or
investigations, together with results,

conclusions and recommendations.

v dehg 4 gl ( GENERATION AND CONTROL OF DOCUMENTATION )
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41 B ETE 2 o a \ﬁ T2 ot F & |41  All types of document should be defined
Fele fRag * 2t BALE TAAE A A and adhered to. The requirements apply
A5 o AF R K ALT ;If‘.’. 2~ = —I— < equally to all forms of document media
s g X EH R R v @ types. Complex systems need to be

(dp 4 2 /283 {ra»—) fe R & A 5;“ F understood, well documented, validated,

B 7m s 3R EE RS AAH and adequate controls should be in

Hw Rl j‘ & z#& IR E R R place. Many documents (instructions

Foasea 4 A2 Tal* o Bdpie and/or records) may exist in hybrid

Wbz BB g 136 F e forms, i.e. some elements as electronic

HeofF» T F v o bldek A L HE A and others as paper based. Relationships

v R FEG ?, Hle L HiE m*g + and control measures for master

R B T R R e . 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.

42 < i “'q"_?;f: EX:~®WiT~%+22 2% |42 Documents should be designed,

EPF ZE R EASRENE prepared, reviewed, and distributed with

Wgr r3Fv 2 2afphfits ok p care. They should comply with the

Az 1 iF2 Baug o2 TR HEAE relevant parts of Product Specification

»EREEF 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 A ehe B d iy D EREDA ﬁ 4.3  Documents containing instructions

P B F XL Bﬁﬂov E/ RN
2] FE s BT Flehe 4 2T p EP),@
‘4‘:J}‘;'L£o

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.

37




44  FAp g BT f'," e Ve Y | 44 Documents containing instructions
Lot~ B2 BN EFZ L RRE ?FT should be laid out in an orderly fashion
Tt ih o BT ﬂ’:}i CERp s B and be easy to check. The style and
PER PR 1T elts b - = 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 EFEE P Y 2T e p‘f & |45  Documents within the Quality
FFHBITRA cF - 2 BEBITE Management System should be
B — G AE® > ok (TR 2 ?ﬁt‘éﬁf— regularly reviewed and kept up-to-date.
#F oo When a document has been revised,
systems should be operated to prevent
inadvertent use of superseded
documents.
46 2 PE2ALZEF P72 BHE 2y (46  Documents should not be hand-written;

P R R chy Bt Sl o

although, where documents require the
entry of data, sufficient space should be

provided for such entries.

B2 gty (GOOD DOCUMENTATION PRACTICES)

47  E BB TR e VA 2 4.7  Handwritten entries should be made in
etz . clear, legible, indelible way.
48 HRP-EIFFEPE Wk esro FlUt > 2% | 48  Records should be made or completed at
SREF MO ERER YT ER the time each action is taken and in such
a way that all significant activities
concerning the manufacture of
medicinal products are traceable.
49 < i éﬂ““i’ﬂ I8P friachiz e L P2 | 4.9 Any alteration made to the entry on a

ERANE TS G 7“*33"}5?
° V«EF% { LS LN }‘@éc

document should be signed and dated;
the alteration should permit the reading
of the original information. Where
appropriate, the reason for the alteration
should be recorded.

% ¢ %% (RETENTION OF DOCUMENTS)

410 i &R FR R IRE IS T N B kA

2P ke 4 AL AT 2F A LR
BERBESDE S B LR
" SRR TREAT o

4.10

It should be clearly defined which
record is related to each manufacturing
activity and where this record is located.
Secure controls must be in place to
ensure the integrity of the record
throughout the retention period and

validated where appropriate.
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ff'\am ENRERE =i 2 eF 4 ST AR AN
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411

Specific requirements apply to batch
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.
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412 $p3tH @ EEA Y 2 iR 8 rU-k 2 iF | 412 For other types of documentation, the
FEbm o B FET TR E retention period will depend on the
¢ 7 Rty (blde: *’EIEGIE\‘ £ ZAp business activity which the
Mg D) R o hsz ) P 3FE kG snih documentation supports. Critical
) F’“ el g o Bedpe d - B AT documentation, including raw data (for
BB g R 2 i ( ’mj 4o X FERE example relating to validation or
PR 2 B F AR R he iy ) B T stability), which supports information in
M VR et 2 }%\“f oy the Marketing Authorisation should be
P Ae 2 ity 2 B gtk e ik retained whilst the authorization remains
g fo ) b4 o AR ARFE R R in force. It may be considered
P Bt g e Ak S R 0 B 8 acceptable to retire certain
SV B SR Y T L A e documentation (e.g. raw data supporting
TG P kPR AR R 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.
THKREMNT Y Ea- R bl A miEA The following section gives some
Rl R F R o) - B T di examples of required documents. The
Sh iR = s LU I E quality management system should
describe all documents required to
ensure product quality and patient
safety.
3.4 (SPECIFICATIONS)
413 Rt~ M E B¥ A S KT i F 5 | 413  There should be appropriately

Fa

U R

authorised and dated specifications for
starting and packaging materials, and

finished products.

RALZE & EH TR (Specifications for starting and packaging materials )

4.14

FRLE B R KR e SRR
*%-"&F%?f‘? ’)@é#éT;.'JIEB:

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

applicable:
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Y= TR,

a) A description of the materials,

including:

RN LR R R R

— The designated name and the

internal code reference;

~EL BmaEd TR0} )

- The reference, if any, to a
pharmacopoeial monograph;

_ ’”—_’mlt‘)ﬁé;r? y 2 H },%i-ﬁr,m—l)’g_’

'?;]z (’lif'\: ﬂb Fé’:> ’

- The approved suppliers and, if
reasonable, the original

producer of the material;

L

- A specimen of printed

materials;

b) ik~ eI T b)  Directions for sampling and
testing;

0 27 ERFEFRL UL TE D ¢)  Qualitative and quantitative

£k requirements with acceptance

limits;

d) REeifitz 13 ER d)  Storage conditions and
precautions;

e) LEHwOBRERTDF - e)  The maximum period of storage

before re-examination.

LG RREE FR/E LR R

(Specifications for intermediate and bulk products)

415 HOUTMEEN I A FiEL XYW R/
PRASEES EASRE T RE
AP B MR T RS BB A

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.

BB 2 &R (Specifications for finished products )

416 B¥A SRS LA ETAED

4.16 Specifications for finished products

should include or provide reference to:

a) A& 4 fE B ELRHE (7 a)  The designated name of the
TR product and the code reference
where applicable;

b) p b)  The formula;

C) A &AAZ ¢ Kiwa gy it C)  Adescription of the
pharmaceutical form and package
details;

d #EZ2ERTIT d)  Directions for sampling and

testing;
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e) £ ERIEEFFZ L LE D e)  The qualitative and quantitative
&R requirements, with the acceptance
limits;
f) Gz ZrEud2aiil® f)  The storage conditions and any
B (VAR special handling precautions,
where applicable;
9) FigP e g)  The shelf-life.

Wigpe 2 3% F%’ﬂ £
(MANUFACTURING FORMULA AND PROCESSING INSTRUCTIONS )

R Hid s - BA

|4 ;;t:;lmﬂ f@vﬁ

SR o W BT s

Approved, written Manufacturing

Formula and Processing Instructions

should exist for each product and batch

size to be manufactured.

417 Ragpe e ET AP 4.17 The Manufacturing Formula should
include:

Q) A&FLHEHRLETHOEEET a)  The name of the product, with a
PN product reference code relating to

its specification;

b) A&SHIA ~ZEEPE N b) A description of the
pharmaceutical form, strength of
the product and batch size;

) rpRF Rtz H* E g H c)  Alist of all starting materials to be

TR AP Ak ITEARY F o4l X 2 used, with the amount of each,

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

d HEPEHsRAFEH LR d) A statement of the expected final
A AR ERS/ BRASAEF (T yield with the acceptable limits,
TPF) o and of relevant intermediate

yields, where applicable.
418 Fitip s B dpT AP - 4.18 The Processing Instructions should
include:

a)  TEEFATE A BREG P a) A statement of the processing
location and the principal
equipment to be used,

b) b)  The methods, or reference to the

methods, to be used for preparing
the critical equipment (e.g.
cleaning, assembling, calibrating,

sterilising);
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) WAHEXRFEIITHHTaLandi c)  Checks that the equipment and
AT L P s s R E M work station are clear of previous
PROEZRFALFEIRFERY products, documents or materials

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

d) FwehiEhF iy s [Glde R d)  Detailed stepwise processing
Btk &/~ B T e R g instructions [e.g. checks on
Aleig B~ B 4E R A2 Sl (PR - materials, pre-treatments,
EEZE)] sequence for adding materials,

critical process parameters (time,
temp etc)];

e) =@ gHlndps 2 RS e)  The instructions for any in-process

controls with their limits;

f) &g, Fo/e KRS TE f)  Where necessary, the requirements
Fo v s RREFE T Z for bulk storage of the products;
Fru|enkg g g i including the container, labeling

and special storage conditions
where applicable;

g) R ThEREFELLER - g)  Any special precautions to be

observed.

4/ & £y £ (Packaging Instructions )

419 =3F A Fehd EKE B 4\ BF Soaag | 419  Approved Packaging Instructions for
AYES t*:}h SR U ) LA L] each product, pack size and type should
FPAH YT exist. These should include, or have a

reference to, the following:
Q) A&SCHHFAEEASE K a)  Name of the product; including
C: ol e e the batch number of bulk and

finished product;

by HA-x2HZE(FHER) i b)  Description of its pharmaceutical
form, and strength where
applicable;

c) &% €)  The pack size expressed in terms

of the number, weight or volume
of the product in the final

container;
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d 17 23 KHPagE o o 58 d) A complete list of all the
(g - BN e B packaging materials required,

2 ARRT f’&? ZEIRP T S i including quantities, sizes and
types, with the code or reference
number relating to the
specifications of each packaging
material;

e) ESiEPFo ARM e Rl ¢ ERlan e)  Where appropriate, an example or
FolNAF RS U EF TPLELE reproduction of the relevant
P iTE R 2 R A printed packaging materials, and

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

) wAHEAEXRFELEFrabgah f)  Checks that the equipment and
Adg s @b A ey HITENT e work station are clear of previous
2R R () ¥ R E AR products, documents or materials
ETEERY not required for the planned

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

) )E%ﬁ TR > ¢ A g)  Special precautions to be
WHITERERGE > UFRITER observed, including a careful
PR A NES < Tk SR examination of the area and

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

hy &~/ ZFT¥zHmt > epErrmik h) A description of the packaging
shif B2 (TR 2 A7 @ F ki operation, including any

significant subsidiary operations,
and equipment to be used;

) ﬁl fed FAlhmE o X g fRip 4 i)  Details of in-process controls with

T g ] o instructions for sampling and

acceptance limits.

4=t &8 % #+ (Batch Processing Record )

420 - QWi ik

Pk

b" 13 lf\#i{lﬁ_,f‘r IR m@iwﬁa—& E f l't‘;ff;l

R X

- 51]"“‘% :

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:
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a) A& a)  The name and batch number of the
product;
b) 2ZA2ZR4~E&7 FRHKEE = b)  Dates and times of
p Hp e commencement, of significant
intermediate stages and of
completion of production;
) REF-ELRWEAFLTELR c) Identification (initials) of the
g Lo R BRI E operator(s) who performed each
FPEE R L significant step of the process and,
where appropriate, the name of
any person who checked these
operations;
d & - R ELE /R SR Fh d)  The batch number and/or
BAE A FruEfER2 £ 8 (¢ 45T analytical control number as well
RS S ES LR as the quantities of each starting
2 EER ) material actually weighed
(including the batch number and
amount of any recovered or
reprocessed material added);
e) EPAPM2ZIITITEATER B e)  Any relevant processing operation
Z.4 RRA or event and major equipment
used;
f)  Wam? gl s s HEEE A f)  Arecord of the in-process controls
Reng &2 %% and the initials of the person(s)
carrying them out, and the results
obtained;
0) WED2 FHEZ MR TER g)  The product yield obtained at
A2 A S different and pertinent stages of
manufacture;
h) #wlriiEz sz ¢ 2 kp Wdpe h)  Notes on special problems
BE I L 2 E e i L antinge including details, with signed
o T3 EEFIRT authorisation for any deviation
from the Manufacturing Formula
and Processing Instructions;
) gd AR Tl F AR PR o i)  Approval by the person

responsible for the processing

operations.
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ol p# A4 R 2 7 o B R A
FEEER Y/ HAPRKE(00S) #Hfpir 4 o

G RE el Asde L 5T R H

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.

M

4/ & #.% 8+ (Batch Packaging Record )

421 F - FiFP &ML PR HPS

bl e

Kb GRS RERA/ K

AR R IR 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.

P/ Rebrke 3 T;n]?.%gm :

The batch packaging record should

contain the following information:

a) A& EfaEl; a)  The name and batch number of the

product;

b) &/¢ ZxEqp iz pEE,; b)  The date(s) and times of the

packaging operations;

) REF-L&RA/e XHF2ITE c) Identification (initials) of the
ARenE Lo R BGERF O GTE T operator(s) who performed each
FRIPHAOER L significant step of the process and,

where appropriate, the name of
any person who checked these
operations;

d #/¢ Fdp s 268 E gty d)  Records of checks for identity and
Hesrr 10 7 WAe? g4l conformity with the packaging
% instructions, including the results

of in-process controls;

e) Hias/e HixEdme 2 Z R e)  Details of the packaging
S N ROV ek S operations carried out, including

references to equipment and the
packaging lines used;

) Fgvapr,>@*z2ehé g f)  Whenever possible, samples of
ks @ AP NG - A p printed packaging materials used,
2 E R R Bl A including specimens of the batch

coding, expiry dating and any
additional overprinting;

g) FHFHEABYEE2ZH e 3 g) Notes on any special problems or

kp /e %#ﬂ—»ilil\! B & T

y Lo A ;z,w

Pu—
N

unusual events including details,
with signed authorisation for any
deviation from the Packaging

Instructions;
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h)  The quantities and reference
number or identification of all
printed packaging materials and
bulk product issued, used,
destroyed or returned to stock and
the quantities of obtained product,
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;

) dod mA/e ki Eag AR P

7

e

i)  Approval by the person
responsible for the packaging

operations.

25 2 % 4 (PROCEDURES AND RECORDS)

727z (Receipt)

422 & - Rt (edp@Fm/e KA S~ L@ 5/ |4.22 There should be written procedures and
PREFASEAERMEAE S ERS A records for the receipt of each delivery
Fdee B2 B e il F 2 of each starting material, (including
bRl Y RT T 0 REE B8 bulk, intermediate or finished goods),
primary, secondary and printed
packaging materials.
423 Btk BT 3 4.23  The records of the receipts should

include:

a) EHEEFEIRPHEL LA

a)  The name of the material on the

delivery note and the containers;

b)  RE AL TR AR I R
(4c B >rapF ) ;

b)  The "in-house" name and/or code

of material (if different from a);

c) Edxp i

c) Date of receipt;

d)  BRE LS L RN

d)  Supplier’s name and,

manufacturer’s name;

e) BBl R LA

e)  Manufacturer’s batch or reference

number;

) RlfcehpE s F Bedkp

f)  Total quantity and number of

containers received;

) iciidy e

g)  The batch number assigned after

receipt;

h) = P AP R ezt o

h)  Any relevant comment.
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424 &3 RA~e KRz LEEPEE W en
M T IR/ FRE G G 2R o

4.24

There should be written procedures for
the internal labeling, quarantine and
storage of starting materials, packaging
materials and other materials, as

appropriate.

# # (Sampling )

425 PHEET T 0 ALH TARR R TR R
iﬁﬁﬁ%l@ﬁiﬁﬁﬁ
AR <R i SR ol i el
x'ﬁo

* o JE B2k

4.25

There should be written procedures for
sampling, which include the methods
and equipment to be used, the amounts
to be taken and any precautions to be
observed to avoid contamination of the
material or any deterioration in its

quality.

#% (Testing)

426 w72 FHEHFERERFZ 25 KT | 426 There should be written procedures for
2o THER AR R KR * 7 2 2K testing materials and products at
oo TRk A ek o different stages of manufacture,

describing the methods and equipment
to be used. The tests performed should
be recorded.

# # (Other)

427 RAFLE A &2 3 FEIEY > 4B Ad dn | 427 Written release and rejection procedures
TR 2 /’%ﬁ;ﬁ%ﬁ AR ¥R A ST A should be available for materials and
BT TR ARS T BERT BRI products, and in particular for the
A BF o },@ BOF kSR T BEST g ] R certification for sale of the finished
AP Shal E-3 </ EAERTE S 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 JEaE - A &S24 ko e & pF | 428 Records should be maintained for the
LK W T o distribution of each batch of a product in

order to facilitate recall of any batch, if
necessary.

4.29 é"ﬂ"f JIEAETF Lo rc K~ A2/ ~ 34 | 429  There should be written policies,

SER A R TR BT B R i A B g procedures, protocols, reports and the

F&g.scﬁle:" B e 7T

5!]‘? B -

associated records of actions taken or
conclusions reached, where appropriate,

for the following examples:

WAL ~ KK B R B R

- Validation and qualification of

processes, equipment and systems;

- RHZLEEERET

- Equipment assembly and calibration;
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— Technology transfer;

- MR ERA o FIRE R FARIL - Maintenance, cleaning and sanitation;
- A% AR E L E - AGMPE - Personnel matters including signature

FAE TR 2 FEFEL
FERL PG 2t S

IOl SVE

lists, training in GMP and technical
matters, clothing and hygiene and

verification of the effectiveness of

training.
- BB PR - Environmental monitoring;
- BPAE - Pest control;
- 3 — Complaints;
- " - Recalls;
- 8w - Returns;
- RLEH — Change control;

- WmEEF P LRSS

- Investigations into deviations and

non-conformances )

P A F/GMP R £ AL S

- Internal quality/GMP compliance

audits;

- EEER (SRR (bde 255
Fikst)s

— Summaries of records where

appropriate (e.g. product quality

review);
- BRFEEEL — Supplier audits.

430 i &P ERHEA LT FE0d T | 430 Clear operating procedures should be
2R o available for major items of

manufacturing and test equipment.

431 R Fi LSBT TR%R 2 AKA | 431 Logbooks should be kept for major or
ZAEAARROPIR ERFED A critical analytical testing, production
BREFREEZPREY RS ~ KF/ equipment, and areas where product has
FEoRD MR R RS R T been processed. They should be used to
¢ FRFpLFE T HEAL ﬁ g Lo 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 &FFER AN hY 5 H e i | 432 Aninventory of documents within the

Quality Management System should be

maintained.
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i

¥ 2 4 (PRODUCTION)

R Bl (PRINCIPLE)

2R F R i O iAo 2
R R PR R TR R
S ET-ERES TS RS TR

B FT 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.

- 44 % (GENERAL)

51 Z2ARd RBEFREFLEE - 5.1  Production should be performed and

supervised by competent people.

52 AP HEZ S F I 0 bldedkdc ~ |52 All handling of materials and products,
Bk~ #dv in ~REF T B e s Wi s such as receipt and quarantine,

Y LER ﬁ% dwARA 2 dp 4 R sampling, storage, labelling, dispensing,

(A B*fi% A 3T processing, packaging and distribution
should be done in accordance with
written procedures or instructions and,
where necessary, recorded.

53 T3 EBERCTRIES ¥ uFER3e |53 All incoming materials should be
B amHApR o R FERES T checked to ensure that the consignment
o TR DT AT o corresponds to the order. Containers

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

54 ZFB2RF2HERFEEFTTALHE |54  Damage to containers and any other
PRI RE P RSB L problem which might adversely affect
Pl T R AR TR AN e the quality of a material should be

investigated, recorded and reported to
the Quality Control Department.

55 wRAEFAZ EH A& A4t 4 |55 Incoming materials and finished
6 BT LFMS Frop It IR products should be physically or
EIDH ST R NEH G administratively quarantined

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

56 X H /P FAE TS FAS/2 KA |56  Intermediate and bulk products

o R BAR B R AR T o

purchased as such should be handled on
receipt as though they were starting
materials.
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5.7 13 R4 H 2 A &Y R ReE 2 g |57 All materials and products should be
BOEET > UG R Nk o 1Y stored under the appropriate conditions
TP A DR IEE R SR o established by the manufacturer and in

an orderly fashion to permit batch
segregation and stock rotation.

58 MRFZE - BEHAFZEFLE/HEN |58 Checkson yields, and reconciliation of
fro nFEFEREALS e RPL R o quantities, should be carried out as

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

59 2 RASTDZAITE > 2 F k- IF% |59 Operations on different products should
e e RS VF AR R e not be carried out simultaneously or
TR F AR R consecutively in the same room unless

there is no risk of mix-up or
cross-contamination.

510 #WAzeh® - > ¥R R 42 Z | 510  Atevery stage of processing, materials
SR AE BB A and products should be protected from

microbial and other contamination.

511 rJZicE Rl 2 & Bp o l@:}%’ﬁ’»% 5.11 When working with dry materials and

BN e o Lk g 4 2 products, special precautions should be
oo FFEIF T A %Tm/%@f"__ ) taken to prevent the generation and
¢ 3B RATELS F AP o dissemination of dust. This applies
particularly to the handling of highly
hazardous, including highly sensitising
materials.
5.12 #;?f T242¢ > 975 Ry X &% E | 512 Atall times during processing, all

KA P BITP 2 LFPERr andfivs
P RAET BB BRMIEITP A SRR
PR NHZE (k¥ F) 2 P5EEE
AL e TR R T e 2
AR o

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.
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513 * 3 E - K& & FEH 707 + & | 5.13  Labels applied to containers, equipment
'}7?- P 2@ 0 F - Rl oo or premises should be clear,
dbrp e Fobo % gmd hom Ak i unambiguous and in the company's

(blde: &~ £ B ~ Fik/e agreed format. It is often helpful in

R L F Ay Feeno addition to the wording on the labels to
use colours to indicate status (for
example, quarantined, accepted,
rejected, clean).

514 LZmE* Rtz 2 5~ B%EF | 514 Checks should be carried out to ensure
ﬁia?]%" EJ Foh- BRPOEMRE AL NG that pipelines and other pieces of
Gl Vi BRERE - equipment used for the transportation of

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

515 e viac®d kpdps & ivE4A 5z | 515  Any deviation from instructions or
PimAE o F 2 MAR  Jd BF AR procedures should be avoided as far as
TR ORFELTF TR AR D possible. If a deviation occurs, it should
58 o be approved in writing by a competent

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

516 x4 AR5 RIUTHIEEALR - 5.16 Access to production premises should

be restricted to authorised personnel.

2RV RRFReEB L

(PREVENTION OF CROSS-CONTAMINATION IN PRODUCTION)

517 # ¥ » &2 4 A REFL AL A
5;:-5 e »%P;,%égio,egiriw
%’?%%TQ%%3iw#7ﬁﬁf

SRR G R o 1 E A o
) (

URCERES BT ESNT S Ep
L LR EERE LYY
E\}T%%]T ES

5.17 Normally, the production of
non-medicinal products should be
avoided in areas and with equipment
destined for the production of medicinal
products but, where justified, could be
allowed where the measures to prevent
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.
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518 B+ AF S E SR Y - Ry & 4 5 | 518 Contamination of a starting material or
AR BRI ALk RTH of a product by another material or
B AEFIZ RREE B R (A2 product should be prevented. This risk
e @WAeY ) 2 A AT A A e B~ F of accidental cross-contamination
WZF FF AFHELS A F resulting from the uncontrolled release
B z’v’ﬁi“a 3’ 2 FITE AR DR E of dust, gases, vapours, aerosol, genetic
FoORMITFR o RGBTSR materials or organisms from active
PO TEREFLDEED R > LR substances, other materials (starting or
AAEIIEE LB DF T2 0 in-process) and products in process,
BB bR o LE o RS RS R from residues on equipment, and from
B 9T A&ESE A B R R S 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.
519 R FAR/EF = F 4 0 54 L F B | 519 Cross-contamination should be
SREEXH 2K U o BiEA prevented by attention to design of the
LRI EEwp F&:? Pt 2y premises and equipment as described in
AR w0 e i VL Iﬁ,m/,a AR Chapter 3. This should be supported by
B Mgl s —’L 22l WU 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.
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520 S Fh e p iR (¢ 4pafr 225
) BAe @R o iR R gl or
Wit2 AFERMAIGF ARG o ¢35
T E G OREKE AR L AR
Epin s AP E YA R B2
g s QAR FRARA 0 112
d A &P R 2 MU 2 &
R4 oA e R R RGE
ARG * S S EINE R S K
EX R RIS Rl Rk S el

5.20 A Quality Risk Management process,

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.

521 S Fh ‘&P LEARNE S ETL R
IR B AR EATR 2R RS
FR AR o BE TS A BTN
TR RE 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);
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i p RN ARE S &G D i Self-contained production areas

B X VE 2 =z (HVAC) having separate processing
R BB s b B equipment and separate heating,
o ZOFIRR ke 7 Boing ventilation and air-conditioning

(HVAC) systems. It may also be
desirable to isolate certain
utilities from those used in other

areas;
i WA SRR GF 2K 0@ iii  Design of manufacturing process,
GAg s MR GFRTEDPF2Z 2R premises and equipment to
i gl SR Sl L minimize risk for

cross-contamination during
processing, maintenance and

cleaning;
iv @ TP ki MITE K 2R iv  Use of “closed systems” for
B & 52 45 i processing and material/product
transfer between equipment;
v PR ER AR (¢ RBIREE v Use of physical barrier systems,
) T 5 EHHE including isolators, as
containment measures;
Vi rp 122 U BRI A S R vi  Controlled removal of dust close
et Be o bldoid i A 304 Gl to source of the contaminant e.g.
through localised extraction;
vii XA B FRREHEELS vii  Dedication of equipment,
HE T2 EGR DR E (e //@ dedication of product contact
B) o MEEF @EELEIE parts or dedication of selected

parts which are harder to clean
(e.g. filters), dedication of
maintenance tools;

vili @ % - R 2 Yo R N viii  Use of single use disposable
technologies;
X i R AR A iXx  Use of equipment designed for
ease of cleaning;
X @EERFFHEERAR R X Appropriate use of air-locks and
BT F AP RULAEF LR B pressure cascade to confine
nos potential airborne contaminant

within a specified area;
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Xi #d ARG I N eI R 2T Xi  Minimising the risk of
£ AR LATE N TG R DF R contamination caused by
BoE TR BN recirculation or re-entry of

untreated or insufficiently treated
air;

Xii % Smmoxd ool p#R i xii  Use of automatic clean in place
IR systems of validated

effectiveness;

Xill ${3% 5 a- BORjisFREe o BK G xiii  For common general wash areas,
2R IR REE GRS LA separation of equipment washing,
oo drying and storage areas.

LR OE Organisational Measures

i BREE i A AH Y (PER LSRR i Dedicating the whole
B R EREERTS P LR manufacturing facility or a self
AAFEEY O BFEFLE contained production area on a
H g redb e R @A campaign basis (dedicated by

separation in time) followed by a
cleaning process of validated
effectiveness;

i @™ F R GFLAFR %A S i Keeping specific protective
o BT EERT AT RS clothing inside areas where
mos products with high risk of

cross-contamination are
processed;

i AHERRILG2ZAS 5 4 iii  Cleaning verification after each
LR N W Rl b O TN product campaign should be
BARLG - AT B E > A F considered as a detectability tool
R W R R e R e to support effectiveness of the

Quality Risk Management
approach for products deemed to
present higher risk;

v BANEAR% 2 TEPPIZ iv  Depending on the contamination

FEAFEFFEPBRES ST L R
144 KZaaN BT el ey, Rk =3 £
o A IR AE RS2/
;ﬂg#%-?vfé‘f‘f”ﬁ% ;

risk, verification of cleaning of
non product contact surfaces and
monitoring of air within the
manufacturing area and/or
adjoining areas in order to
demonstrate effectiveness of
control measures against airborne
contamination or contamination
by mechanical transfer;

56




Vo ORAPEIE S 25 Lb ek R B
2 B P A

v Specific measures for waste
handling, contaminated rinsing
water and soiled gowning;

VioomgRE s AR AR BaaR

vi  Recording of spills, accidental
events or deviations from
procedures;

Vil B R B 2 R B AR vii  Design of cleaning processes for
PO RFRERAL T §ERR premises and equipment such that
SRR the cleaning processes in
themselves do not present a
cross-contamination risk;
viii viii  Design of detailed records for

f"L:F /F lj?ﬁﬁim ¥ %4k MFEE
BpE AR R AR F AR

bl VE
TIR A i $ S T ¥

2

+ 2z @ile ¥

cleaning processes to assure
completion of cleaning in
accordance with approved
procedures and use of cleaning
status labels on equipment. and
manufacturing areas;

o
LS

iX AN EL R LR e
e s

iXx  Use of common general wash
areas on a campaign basis;

X 1157 4 2 E’rrﬁ», YRR D R 2
itz @B EARM 2 AR R R A -

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

522 R TARR TH®ITHF L TR G 40| 522 Measures to prevent
#e 2 B G ootk cross-contamination and their
effectiveness should be reviewed
periodically according to set
procedures.
F£3z (Validation )
5.23 FErcATy as it ip L R 0 ¥ k7| 523  Validation studies should reinforce

B2 iz 5§ % o Big%k %
%’7‘0

o

Good Manufacturing Practice and be
conducted in accordance with defined
procedures. Results and conclusions
should be recorded.
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524 ##* T ireh@ld g &A@ H 202 | 524 Whenany new manufacturing formula
P 3R P B B b 7 1T eh or method of preparation is adopted,
MR RPN E KGO steps should be taken to demonstrate its
Gh oA REN A AN BEE suitability for routine processing. The
REH - R2Z A& o defined process, using the materials and

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

525 HWigEsav i ¢ BTA TS T A /8% | 525 Significant amendments to the
Bz FWMMHHE BT 0 FIELH AR manufacturing process, including any
Pfleniz e 1 0 e FEIT o change in equipment or materials,

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

526 @WARZ A2R B 7 2P B4 E FErx 0 | 5,26 Processes and procedures should
WEERH aiFiE AT g R 4 o undergo periodic critical re-validation to

ensure that they remain capable of
achieving the intended results.

R (STARTING MATERIALS)

527 R#E &R EHE -~ THRIT ~ 282 | 527  The selection, qualification, approval
A H R e ER S BT and maintenance of suppliers of starting
WEEFT e 2 ah- 304 o EAfE materials, together with their purchase

BEFED Bl R RLR G AT
o FE TP kR s WidiEs s BER
dheigg Rl 2 ol BB Y ang B
# oo FFE - BRF/ AL
MY - Rl FERFSL T | R
ERE - B4 PR B &G B AT
f o W R ROF D RO P T R
PR oo

and acceptance, should be documented
as part of the pharmaceutical quality
system. The level of supervision should
be proportionate to the risks posed by
the individual materials, taking account
of their source, manufacturing process,
supply chain complexity and the final
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.
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528 WK ARl anETE RBE -k
Badthrdd- R4 F - plEfodl
¢ ILE EST T~ A/F EBEH e
ol WS AR 0 Bl S

2SR ERRE Y A e B

5.28 The quality requirements established by
the manufacturer for the starting
materials should be discussed and
agreed with the suppliers. Appropriate
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 ¥t Rl E e pRAER| BT hf a2 2| 5,29  For the approval and maintenance of
FooE e oo suppliers of active substances and
excipients, the following is required:
T L % Active substances

foit = B fpdlz v iRl > KRR E 2
Adp AL D BB A S B R R D 5
ARSI ot i R
MRKE TR % 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 EEEBRAE (¢ REFLA
de okl ) iR R4EE T i R g0 T
d 2 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.
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B R E YR G AR
% Mg dE B A’fﬁfﬁg N 'ﬁ 453 %%

2RELEHRFPR L WHT g
GRCEEEEE T R hé‘«,,.]g'ﬁ— =

FERLt 64k o

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.

I Y B
GMP & {7 26 % P faef® e 5 & Jg ¥
KpIRFH L R AR TG
L e B P PR TR T 2
A B R TFIQF:}F] DiE e A R 2
fize ERF B FLIF TR/ JF 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.

EETR % EEAE R R
AR A ‘é“ﬁ‘%f v 1R ',5"]‘}}%-} k=
2R PO i k.

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.

R |

Excipients

R 2 H T 1245 PIC/S 4531 PI
045-1 i # 20 4 % FmpkajHl 2 i §
R R D R R R A
TRAEERGITRLREEFTRY E
# o

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 P1 045-1
‘Guidelines on the formalised risk
assessment for ascertaining the
appropriate Good Manufacturing
Practice for excipients of medicinal

products for human use’.
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530 mfliE - & p o B A/FHF B¢ | 5.30 Foreach delivery of starting material
Fen M ¢ AP M PRI Rre b B3t the containers should be checked for
FoERE - FEE S RRFET integrity of package, including tamper
R B lag Rlaik 2 S il evident seal where relevant, and for
MEEREPFPFAZ - RIE - FXE D correspondence between the delivery
Blewb ks & o 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 RmFHz - [ Ad 3 pi=tsrles | 531 If one material delivery is made up of
FoA-PEREPTRERE R different batches, each batch must be
BT o considered as separate for sampling,

testing and release.

532 #w ®PRFEEF FRT GRS L% | 532 Starting materials in the storage area

L) e A BI P T AR should be appropriately labelled (see
section 13). Labels should bear at least
the following information:

[ A iy LR P85S G i The designated name of the

(7 7F%); product and the internal code
reference where applicable;

o e ere d aht gL ii A batch number given at receipt;

i B N F PR (e F i Where appropriate, the status of

PP ST 4R the contents (e.g. in quarantine, on
test, released, rejected);

iv B Rp L e p o iv. Where appropriate, an expiry date
or a date beyond which retesting is
necessary.

S R T N B When fully computerised storage

FREMRALTEMS GO ARR systems are used, all the above

+ o information need not necessarily be in a

legible form on the label.

5.33 }f%”ﬁ i ’ﬁ'? mﬁﬁ # iﬁ‘lﬁri - B | 5.33 There should be appropriate procedures

or measures to assure the identity of the
contents of each container of starting
material. Bulk containers from which
samples have been drawn should be
identified (see Chapter 6).
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534 W3 S FEAIINF T > 2B Af % |5.34 Onlystarting materials which have been

PPN Rl @ oo released by the Quality Control
department and which are within their
retest date should be used.
535 M ASWUEHRAFLPFTHME 2 535 Manufacturers of finished products are
Pttty k2 Rkl S T mpliRe W R Y responsible for any testing of starting
a2 ROl Bad Buendt e B > RpER materials® as described in the marketing
% R U Pt authorisation dossier. They can utilise
SRS i 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.
SEE e jE R Y E 545 §erif ¢ K 3 A similar approach should apply to

L o packaging materials as stated in section
5.45.

PR ELERE AP P FV R 4 |dentity testing of starting materials

Hent 22 RpREE o should be performed according to the
methods and the specifications of the
relevant marketing authorisation dossier.

536 i%Z& hRIEOEBAHEEN H £324 | 536 The rationale for the outsourcing of this

2o ikfu, oL TR R

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

i i R RREE TR TR
BB R TE L R R
CER T EINE TR
FER %‘ )

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;
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RO REREERARERFE Y
BEFV AR EP TRy a2 R
NS
7 RFRIE (& 453 HR) H9T2 b
Moy B P FRBEY =
S fEfr 2 o

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;

Rkt i f{/l—f@:r@#@f—f O A
P kd Ly TR .sq_%"xip
TAREF oé'fz%‘i{ﬁm_#@
XY EEPHPERRDE S

Foo iy bt o

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;

+r-r’§l3£f;\}@ VE%/'E;,,} ﬁllg
F’Lmlﬁ’é..q_‘$(g Vﬁ@'?‘},@ﬁﬁm
EE ) & FEIER AR 2 %
B AN FURIGRL B S
B o et bR s &R A
Pz E R

The medicinal product
manufacturer should have
appropriate experience in dealing
with the starting material
manufacturer (including
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;
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v ST RARPEHEIREERF R
2 i p d v f i BRy
BRCEAR & AR F DT
BEAE K (NBEY A
LB BT ) TR
P hrk PR BuhEzr LR
PIRE 3 & B4R P 4§ 45 0 =
SRR o i X R Y
BREERR S TEP S -

v The medicinal product
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.

\

537 RS Wd fwnt | xE G AR D
fie > YR R e R R B pr g

ErFEIGE T FER o

h?:‘ﬂ

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 & -gApzZ 2z A EE8 % E 0 % | 538 Eachdispensed material and its weight
BB wlie h/P TS sk o or volume should be independently
checked and the check recorded.
539 & - pax B R REEF - 420 T | 539 Materials dispensed for each batch

PR T e

should be kept together and
conspicuously labelled as such.

JERE I LQUE/N FREASE FL/6 XA R

( PROCESSING OPERATIONS:
PRODUCTS)

INTERMEDIATE AND BULK

5.40 (i gk (FIFE B AT o kB B o
R EER A WA LY R R
TEMFFEDRP AR AERY
PR

5.40 Before any processing operation is
started, steps should be taken to ensure
that the work area and equipment are
clean and free from any starting
materials, products, product residues or
documents not required for the current
operation.
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541 X H &/¢ B A S #FAL/2 X4 &K% 541 Intermediate and bulk products should
FORAE R EET o be kept under appropriate conditions.
542 msrilfeigrrsc(4 L A% 2" FErk ) | 5.42  Critical processes should be validated
(see "Validation™ in this Chapter).
543 i & @lAR? § 4% kB § 413590k | 543  Any necessary in-process controls and
AL B environmental controls should be
carried out and recorded.
544 B HHAFOEIREFRIHBRA & 5.44  Any significant deviation from the

jl’, -4‘: j',l E’?’ E (<]

expected yield should be recorded and
investigated.

¢ 44 (PACKAGING MATERIALS)

545 E R EHALE e Rahe E 2 & | 545  The selection, qualification, approval
BReaEE - HRFE-~PEF BERBR and maintenance of suppliers of primary
RALY S B ELE o and printed packaging materials shall be

accorded attention similar to that given
to starting materials.

546 gt flehe EHAES F WA o %M | 5.46 Particular attention should be paid to
PR T L 22 > R H printed materials. They should be stored
2t f AEFAENEF o N K2 H in adequately secure conditions such as
iRz Bt ehe EHPEE B B PR to exclude unauthorised access. Cut
By Be REGEEE - 1 ﬁu AR labels and other loose printed materials
MRS #d e R > R should be stored and transported in
&L AR B i o 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 f B - p=w2 KB R|he K| 547  Each delivery or batch of printed or
M S e ZHE - BRES B3 0 primary packaging material should be
FF PR B PR e o given a specific reference number or

identification mark.

548 N iTA T & EHH S 5B R]h| 548 Outdated or obsolete primary packaging

e
?%Hﬁ@%ﬁﬁ’lﬁﬁ@ﬁﬁ”%
5‘;‘0

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

/& #1e % (PACKAGING OPERATIONS)
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549 #Zzx ale XIvEFIFREFSHLL > % | 549 When setting up a programme for the
RFL R F AR R D A packaging operations, particular
etgy RS 2 FDE ST @ attention should be given to minimising
[E5 YV 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 #&/e KiTHH4em 5P > iRk | 550 Before packaging operations are begun,
TE®R ~ /e ER RS2 H B XH steps should be taken to ensure that the
AFAEG P BRFITENT & 2 A work area, packaging lines, printing
Rt OERAS s RPN E o ) machines and other equipment are clean
¢ ERRNTRERFF DEAREAPGT - 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 ik hAd & L f% #5 0 E#RM &+ | 551  The name and batch number of the

- Bale FhmDE o product being handled should be
displayed at each packaging station or
line.

552 13 A& F* che P L&A/ | 552  All products and packaging materials to
KNPy e sle Kip s keI e be used should be checked on delivery
e ~ - B2 - R to the packaging department for

quantity, identity and conformity with
the Packaging Instructions.

553 E* hF B wE KL K E o & | 553 Containers for filling should be clean
ARELEFFRF LS IHBE - ble before filling. Attention should be given
rBRT 2 RS o to avoid and remove any contaminants

such as glass fragments and metal
particles.

554 @ % > EE R RKE LA ET o | 554 Normally, filling and sealing should be

W

Zodedt o RIBERB-AE § AR 0 VR
FF g A R e PR o

followed as quickly as possible by
labelling. If it is not the case,
appropriate procedures should be
applied to ensure that no mix-ups or
mislabelling can occur.
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555 EiwEr | it¥ (Hl4-t 4% ~ k2zp ¥ ) | 555 The correct performance of any printing
it FElt o 2 p A BREEAL AL/ operation (for example code numbers,
FIrE Y 257 B3 Nk A/PH expiry dates) to be done separately or in
Fheedr e TR LR 0 T E the course of the packaging should be
A A i checked and recorded. Attention should

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

556 § i * N ER{eH TaME R > & | 5.56  Special care should be taken when using
AL AfHELRER S R 0 cut-labels and when over-printing is
Bl R Rt SRR o carried out off-line. Roll-feed labels are

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

557 T FHAE  ERTEES 5.57 Checks should be made to ensure that
AienE R BImET BRFEE Pff any electronic code readers, label
£ S counters or similar devices are

operating correctly.

558 gEr & hEr e EiR F hF I 0 & | 558  Printed and embossed information on
PLEE Y Ry fERARY e packaging materials should be distinct

and resistant to fading or erasing.

559 = a/e XYW F > A SR E4IKES | 559 On-line control of the product during
WA/ > 2 e E TR packaging should include at least

checking the following:

i General appearance of the
packages;

il Whether the packages are
complete;

i LE R ERA S ¢ B

iii  Whether the correct products and
packaging materials are used,

iv. Whether any over-printing is
correct;

VoA e ER Y BARE D i o

v Correct functioning of line
monitors.

KAe ER BN RS o

Samples taken away from the packaging

line should not be returned.
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560 ez BAEEhA 5> ﬁiﬁ Sk $:HE X | 560 Products which have been involved in
EanEFua A AZRT 6 i@ E an unusual event should only be
Wonnle K o ),r’g; lﬁ- T ¥ 2 3 reintroduced into the process after
ik bk o special inspection, investigation and

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

561 HA@Ea/e kA FEE Rz & fipladc | 5,61 Any significant or unusual discrepancy
T2 ANE AP Fendicg A c? o R observed during reconciliation of the
Rz iz w &E—a‘ R R A R RS amount of bulk product and printed
WEREAALIT A LRI E R o packaging materials and the number of

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

562 ~fle ZixE -G @Z®AR* A | 562 Uponcompletion of a packaging
By 5L B Rl AR S HE s o operation, any unused batch-coded
BB F A Uk o AEPELZ PR e packaging materials should be
AR v ¥ K&E} Em AR - destroyed and the destruction recorded.

A documented procedure should be
followed if un-coded printed materials
are returned to stock.

2 % & % (FINISHED PRODUCTS)

563 & ¥ A S ik E R FITiEE T K33 | 5.63  Finished products should be held in
BEFHF 0 LD BME S o quarantine until their final release under

conditions established by the
manufacturer.

564 A &5 Epx %*x T BX A SE 2 # | 564 The evaluation of finished products and
R ERITNTE S F(FFEA) - documentation which is necessary

before release of product for sale is
described in Chapter 6 (Quality
Control).

565 xiFis XA KREFERFTIEEIT| 565 After release, finished products should

%‘?)}” }El%r'r’l\:‘k? °

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

7 chs fow s & 19 R R

(REJECTED, RECOVERED AND RETURNED MATERIALS )
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566 E* chhix A SRy ¥4 2 %R4E | 5,66 Rejected materials and products should
g TR RBEEGFIIUS R o % be clearly marked as such and stored
FREETERE AL A E separately in restricted areas. They
R N A HEREIRAR YRS should either be returned to the
P A R aRLT XA sk o suppliers or, where appropriate,

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

567 4£* A HE TR B o 3% E a2 | 5.67  The reprocessing of rejected products
EIRES WY SRy phal U I - O L should be exceptional. It is only
o DEFGEHRA GG BT S permitted if the quality of the final
R REy SN =l TS R S product is not affected, if the
B e 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.

568 &R & F 2 AatA 2N~ 8568 The recovery of all or part of earlier
Ao R AR E R A S batches, which conform to the required
.- BFHeafew o REFTAFFT o iE quality by incorporation into a batch of
fAder BB Tk % ¢ 7 HHER the same product at a defined stage of
PRz EZevy a2 &F 2 manufacture should be authorised
FHERE T o v B jesk o 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.

560 G E mJTNE ~faw 2 A FeniZ @5 | 569 The need for additional testing of any

BAS Rl BTFHOP ARG
?f‘:'fﬁ E/fj‘\/"g 't}_ °

finished product which has been
reprocessed, or into which a recovered
product has been incorporated, should
be considered by the Quality Control
Department.
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5.70
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5.70 Products returned from the market and

which have left the control of the
manufacturer should be destroyed
unless without doubt their quality is
satisfactory; they may be considered for
re-sale, re-labelling or recovery in a
subsequent batch only after they have
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.

R e
(PRODUCT SHORTAGE DUE TO MANUFACTURING CONSTRAINTS)

5.71

Wi flw 17 v 455 F4P 2 Mg oF

PR ERERRF T i e
CRERETY B E-F RS S
At RS U R
@'—’—)'A%KE\’#IJ °

5.71 The manufacturer should report to the

marketing authorisation holder (MAH)
any constraints in manufacturing
operations which may result in
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 (PRINCIPLE)

A% k2 GMP 4531 e 4 B 354
s

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

- ##.7_ (GENERAL)

6.1
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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 