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PHARMACEUTICAL QUALITY SYSTEM EELRREIVRATLA
PRINCIPLE IR Al

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).

The basic concepts of Quality Management,
Good Manufacturing Practice (GMP) and
Quality Risk Management are inter-related.
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They are described here in order to | UBREBICH T I2RBEMNEBCEELRZRAT S 1=
emphasise their relationships and their [, ZZIZERT 5,

fundamental importance to the production

and control of medicinal products.

PHARMACEUTICAL QUALITY SYSTEM' EXSBEYATLE

~ " National requirements require manufacturers toestablish | £ 1 SENOERBEIF. WELHICH L TH

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
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of this chapter these terms can be considered
interchangeable.
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1.1 Quality Management is a wide-ranging 1.1 REBEIRXR DA MIE., ARHMUXXIEIEEH
concept, which covers all matters, which CHEDODREICEZEITLHIEEL2TEZAN
individually or collectively influence the —$5LhEEa T rTHD, EER
quality of a product. It is the sum total of NZTOFEABMICKOONDSIGEZER
the organised arrangements made with LTWSEZHERITHABEMTHELNTI,
the objective of ensuring that medicinal HBESNIRROOEXKTH D, &
products are of the quality required for BIRXRTDAUPMICZIE, . GMP A
their intended use. Quality Management HARAFIL TS,
therefore incorporates Good
Manufacturing Practice.

1.2 GMP applies to the lifecycle stages from |[1.2 GMP I, BREDQDHEHI S KT ER.

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.
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1.3 The size and complexity of the company’s activities
should be taken into consideration when
developing a new Pharmaceutical Quality System
or modifying an existing one. The design of the
system should incorporate appropriate risk
management principles including the use of
appropriate tools. While some aspects of the
system can be company-wide and others site-
specific, the effectiveness of the system is
normally demonstrated at the site level.
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1.4 A Pharmaceutical Quality System appropriate for
the manufacture of medicinal products should
ensure that:

(i) Product realisation is achieved by
designing, planning, implementing,
maintaining and continuously

improving a system that allows the
consistent delivery of products with
_________ appropriate quality attributes; =~

(ii) Product and process knowledge is
managed throughout all lifecycle
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(iii) Medicinal products are designed and
developed in a way that takes account
of the requirements of Good
Manufacturing Practice;

(iv) Production and control operations are
clearly specified and Good

........Manufacturing Practice adopted;

(v) Managerial responsibilities are clearly

specified;

~ (vi) Arrangements are made for the |
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

~(vii) Processes are in place to assure the

.........management of outsourced activities;

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

......productquality;

(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) All necessary controls on intermediate
products, and any other in-process
controls and validations are carried

(xi) Continual improvement is facilitated
through the implementation of quality

improvements appropriate to the
current level of process and product
_......knowledge; ]
(xii) Arrangements are in place for the
prospective evaluation of planned
changes and their approval prior to

implementation taking into account
regulatory notification and approval
_________ where required; ...
(xiii) After implementation of any change,

an evaluation is undertaken to confirm

the quality objectives were achieved

and that there was no unintended

deleterious impact on product quality;
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analysis should be applied during the
investigation of deviations, suspected
product defects and other problems.

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 (CAPASs)
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) 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) 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) There is a process for self-

inspection and/or quality audit, which
regularly appraises the effectiveness
and applicability of the Pharmaceutical
Quality System.
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1.5 Senior management has the ultimate
responsibility to ensure an effective
Pharmaceutical Quality System is in
place, adequately resourced and that
roles, responsibilities, and authorities
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communicated and
implemented throughout the
organisation. Senior management’s
leadership and active participation in the
Pharmaceutical Quality System s
essential. This leadership should ensure
the support and commitment of staff at
all  levels and sites within the
organisation to the Pharmaceutical
Quality System.

are defined,
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1.6 There should be periodic management |1.6 #F IRBRUVURATLEAROHRGH L
review, with the involvement of senior WEODHRZRET SAI-H. LHBEEME
management, of the operation of the DEAEOT. EERAREVATLDER
Pharmaceutical Quality System to DEMHIASA I LEa2L—NLEEH
identify opportunities for continual 5 &,
improvement of products, processes and
the system itself.

1.7 The Pharmaceutical Quality System |1.7 EEGREVRATLEREL. XE1tT
should be defined and documented. A 532t MEY-AT7ILXEIRAEOXE
Quality Manual or equivalent FEDELLIC, BREFE"RTOERZSE

=

documentation should be established
and should contain a description of the
quality management system including
management responsibilities.
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GOOD MANUFACTURING PRACTICE FOR
MEDICINAL PRODUCTS

EEXERGMP

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:

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;

(ii) Critical steps of manufacturing
processes and significant changes to

_________ the process are validated;

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

1.8 GMPI[X, &2GZNXZDFEHABMICHEL.
BRERZE., ARAKBIXITIESRBARELE
KT MERELCHG LTIEEMICHE
RUBEBINATWS2EZHEIIARET
FTOAVEPD—HTHDB, GMP L, &
HEEREEEORNAICEHL-o-TWLWS, G
MPOEAREHRIFX. LTOEEYTHSD,

(i) ETORSEITRICODNT., BEIZEE
L. BRICEBLSLTRMEMVIZCEET & &
LI, ROONLIREOEERZEEM
IC®HEL. TOHRBICHEET S5 ENT
E58E%& TR L,

(i) WEIBRTOEERAT Y JRUIEID
HTBEAGERME. AUTF—rT5C

(i) UTZ&E. GMPIEAELRLTOR
FERBATWHWDHZ L,




- Appropriately qualified and trained
personnel;
- Adequate premises and space;

- Suitable equipment and services;

- Correct materials, containers and
labels;
- Approved procedures and

instructions, in accordance with the
Pharmaceutical Quality System;

_________ -_Suitable storage and transport.

(iv) Instructions and procedures are

written in an instructional form in clear

and unambiguous language,

specifically applicable to the facilities

. brovided

(v) Procedures are carried out correctly
and operators are trained to do so;

(vi) Records are made, manually and/or

by recording instruments, during
manufacture which demonstrate that all
the steps required by the defined

procedures and instructions were in

fact taken and that the quantity and
........Quality of the product was as expected;
(vii) Any significant deviations are fully
recorded, investigated with the
objective of determining the root cause

and appropriate corrective and
__._.__Preventive action implemented;
(viii) Records of manufacture including
distribution which enable the complete

history of a batch to be traced are

retained in a comprehensible and
_________ accessible form; ]
(ix) The distribution of products

minimises any risk to their quality and
takes account of good distribution
. Practice; ]

(x) A system is available to recall any
batch of product, from sale or supply;
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(xi) Complaints about products are (xi) HRICEAILIEFZHREL. mERXRM
examined, the causes of quality DEREAZHEL. HZXRMEKICAL T
defects investigated and appropriate BULGHEZEL. BREZHLTI S &,
measures taken in respect of the
defective products and to prevent
reoccurrence.

QUALIY CONTROL mEEE
1.9 Quality Control is that part of Good |1.9 REEEIZ. RAKEIN.,. MRBERERUHAERIC

Manufacturing Practice which




concerned with sampling, specifications bh, RENFERTELZLOTHD LH

and testing, and with the organisation, EENH3FET. RMBLFERAOL-HHE
documentation and release procedures FAshd ., 2R REXEIHEDOLZO
which ensure that the necessary and HEHFRSINhGWVWEZHERIT SHB. X
relevant tests are actually carried out EELRUVUHBTABHEFIEICESLSGM
and that materials are not released for PO—HTHLG. REEEDOEREHIX.
use, nor products released for sale or UTOEBYTH D,

supply, until their quality has been
judged to be satisfactory. The basic
requirements of Quality Control are that:

(i) Adequate facilities, trained personnel (i) HERH. a&EMH. PEAESZ. NILY

and approved procedures are available ARERUVREHICHODVTRAEREY
for sampling and testing starting HEBRT SH-HIC, TVIZTGMPEMTIE
materials, packaging materials, REHZE2—3 5-HEHEH. BUL
intermediate, bulk, and finished B, BBEINHFE L ABRUVUERESIL
products, and where appropriate for FFIEENFRAAMETHDIZ &,

monitoring environmental conditions
for GMP purposes;

(i) Samples of starting materials, (i) HERH. aLEMH. PEES. NILY

packaging materials, intermediate ARRURBEROBKRIZ., KRB Ih 1z

products, bulk products and finished ABRUAETERT S &,

products are taken by approved

personnel and methods; |
______ (iii) Test methods are validated; (iii) REBEAEEN)VT—FT B L

(iv) Records are made, manually and/or (iv) FEERUV / XIEHREECREREE S
by recording instruments, which EFRL.ROONIBRAER. RERURA

demonstrate that all the required BFIEOLETHAERICTHONTI-E & XL
sampling, inspecting and testing TE5I ¢, WL d&EBRELTERICEEEL.
procedures were actually carried out. FRFAEI S &,

Any deviations are fully recorded and
investigated;

(v) The finished products contain active (v) XRRESZEN, RERDBXIFTERAEIC

ingredients  complying  with  the HESNEEMEWMRUVOEEMN A ME/KICE
qualitative and quantitative ELEAEMRARZEAL. ROoh bl
composition of the Marketing EZREFETHELBIC, BULBEFICH
Authorisation, or  Clinical  Trial Ach, BEICERREINDE I &,

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

labelled;

(vi) Records are made of the results of | (vi) BRHREEIREBRICE DV THERL.
inspection and that testing of FE#HfE.dMER. ALIVESRURKRER
materials, intermediate, bulk, and mOAREREZRABEICBSLTERXRL
finished products is formally assessed FHRECTHMISAE, HRBDOFEMIZIE.
against specification. Product BULGHEXEODRERUFFM. i LI
assessment includes a review and HESNEFIBEEI LORBEOFTMMA S
evaluation of relevant production FNbd,

documentation and an assessment of
deviations from specified procedures;




(vii) No batch of product is released for
sale or supply prior to certification by
an Authorised Person that it is in
accordance with the requirements of

_________ the relevant authorisations;

(viii) Sufficient reference samples of

starting materials and products are

retained in accordance with Annex 19
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to permit future examination of the I, EREEREEREBTREIT S C
product if necessary and that the &Eo
product is retained in the final pack.

PRODUCT QUALITY REVIEW HERREORE

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

(i) 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) Areview of critical in-process controls
and finished product results ;

~(iii) A review of all batches that failed to
meet established specification(s) and
their investigation ;

~(iv) A review of all significant deviations

or non-conformances, their related

investigations, and the effectiveness of
resultant corrective and preventative

_________ actions taken; ..
(v) A review of all changes carried out to

.......the processes or analytical methods ;
(vi) A review of Marketing Authorisation
variations submitted, granted or
refused, including those for third

country (export only) dossiers ;
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(vii) A review of the results of the stability

monitoring programme and any
_________ adverse trends; .
(viii) A review of all quality-related

returns, complaints and recalls and the
investigations performed at the time;

(ix) A review of adequacy of any other
previous product process or equipment
corrective actions;

(x ) For new Marketing Authorisations and |
variations to Marketing Authorisations,

a review of post-marketing

commitments;

(x i) The qualification status of relevant |
equipment and utilities, e.g. HVAC,

water, compressed gases, etc;

O (xil) A review of any contractual
arrangements as defined in Chapter 7

to ensure that they are up to date.
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1.11 The manufacturer and, where different,
Marketing Authorisation holder should
evaluate the results of the review and an
assessment made as to whether
corrective and preventive action or any
revalidation should be undertaken,
under the Pharmaceutical Quality
System. There should be management
procedures for the ongoing management
and review of these actions and the
effectiveness of these procedures
verified during self-inspection. Quality
reviews may be grouped by product type,

e.g. solid dosage forms, liquid dosage
forms, sterile products, etc. where
scientifically justified.

"~ 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.
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QUALITY RISK MANAGEMENT

@EVRIIRIOA Db

1.12 Quality risk management is a
systematic process for the assessment,
control, communication and review of
risks to the quality of the medicinal
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product. It can be applied both LTHtEREMICIZERT S LENTE
proactively and retrospectively. %,

1.13 The principles of Quality Risk [1.13 BBV R IIX A FDOREAIFE.UT
Management are that: DEBBYTHS

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

~(ii) The level of effort, formality and
documentation of the Quality Risk
Management process is commensurate
_________ with the level of risk.
Examples processes
applications of Quality Risk
Management can be found inter alia in

Annex 20 or ICH Q9.

(i) MRE~NDODYVRIVDOFMIE. BEHHE.
IRORBREBICEDIDCELtDTHY . LB
ICEERECODUNDEDTH S,

(i) MEVRIIRFADA D TR ERIC
D2VWTOFALRIL, FHREZOEXER
UXELDREERKR. YRVDOEEIZHIE

O RHBHUYRIIERTAVROTOERRY
BWRHODEFICODVWTIEFH., HIZF7FRrY I R
20XIF T CHQONSEIZH B,

CHAPTER 2 28
PERSONNEL AR
PRINCIPLE = Al
The correct manufacture of medicinal EERZELCE#ET S LT, AlTEML

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

TWd, T0EH. BREXEDEBETHDL X
BETEERETIICTHRLGHOBERLGZAEDN
WEITAEGZLHEL, BLXOEHEITDODWL T,
LZREA HAEICEZEL EHLTWLE I L,
ETHOABR. ThoEHEICTRDSIGMPOR
Bl#zR#IT2¢E, . Thon=——XIC
BMELT. EABRUMBENLKTIG (F
A EBDEEEED) 2ZEITH L,

them and receive initial and continuing

training, including hygiene instructions,

relevant to their needs.

GENERAL EREER

2.1 The manufacturer should have an |21 ®EEXHF. PELERRUVELERE %2

adequate number of personnel with the
necessary qualifications and practical
experience. Senior management should
determine and provide adequate and
appropriate resources (human, financial,
materials, facilities and equipment) to

implement and maintain the
Pharmaceutical Quality System and
continually improve its effectiveness.

FILEUNLEHDODANEBZRI S L. E
EmmBVATLZRERTL., ##F I 5 &
BT, TOAMMERBEMICHET S
=6, ERBERERL., +9H-D2EDL Y
V=R (AM. MR, W&, RRRUK
iB) ZRERVCRHEST S L, —BAIC
mELONDEHEF. REICUVRV 21
BT FELHERLLDTHL-TREAE LA
Ly,

The responsibilities placed on any one
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individual should not be so extensive as
to present any risk to quality.

2.2 The manufacturer must have an |22 HEXEFQF., LEHMFARVREEEIRM
organisation chart in which the DREVIC(ZETHHEE)25FBTHAN
relationships between the heads of FRERIEXEHEBMAOEROHE O E
Production, Quality Control and where R, WLITA—YSAXKFN—=VY DI
applicable Head of Quality Assurance or A, BEEOBEPRICHEICREINT
Quality Unit referred to in point 2.5 and WAHAHBRZELGETAEG S L,
the position of the Authorised Person(s)
are clearly shown in the managerial
hierarchy.

2.3 People in responsible positions should (2.3 EFHIWEICESIHIT. BHEILZREI(IC
have specific duties recorded in written THRINE-HREOBEZE IS LE LD
job descriptions and adequate authority 2. TOBEZERTLIBEULGIERZS
to carry out their responsibilities. Their TH5 L. WODBER., +940EKL
duties may be delegated to designated RILVDEESNE-RKEBAIZCZEET S L
deputies of a satisfactory qualification MNTZES, GMPOERICHEDIAEBEDE
level. There should be no gaps or B2, T PHBATEHEVWEENH - T
unexplained overlaps in the X7 5740,
responsibilities of those personnel
concerned with the application of Good
Manufacturing Practice.

2.4 Senior management has the ultimate (2.4 LB EEFEIREKMWEEFEELT., BE
responsibility to ensure an effective BEZERISSLISODRMEGERS &
Pharmaceutical Quality System is in VATLNELSTWLEZHRT SL &L
place to achieve the quality objectives, L2, HEERKIIThE-oT&E ., EF R
and, that roles, responsibilities, and VIERINMBEESINA,. EEIN, EITSHn
authorities are defined, communicated 5EZRIMEI A E, LHBBEEREE., &
and implemented throughout the BILEET IEHDOLBEHNERLAAE
organisation. Senior management BRI LIREAHZTEDLDIE, T
should establish a quality policy that IXxoA VP LEa—~DsEZEEL
describes the overall intentions and T.EERAERATLOMKEL-EY
direction of the company related to HEEUVAMKELESTICGMPESFTEZRERT
quality and should ensure continuing 5 &,
suitability and effectiveness of the
Pharmaceutical Quality System and
GMP compliance through participation in
management review.

KEY PERSONNEL FEHREESE

2.5 Senior Management should appoint Key | 2.5 L#EEEEF., LEHFMHOR. REETE

Management Personnel including the
head of Production, the head of Quality

Control, and if at least one of these
persons is not responsible for the
release of products the Authorised

Person(s) designated for the purpose.
Normally, key posts should be occupied
by full-time personnel. The heads of
Production and Quality Control must be

HAORENDETELEERBREZEMRT S
St TNhoDEDS BLLECEDL 1A
NEGOHEBTASHEIZERZAL LT
niE, Z0BHOEHICA—Y S 4 XK
IN—YVERETHELE, BE. TER
AbFE. EHOANENSH-EH L, BiE
HBARVSEEESMORE. EWMITH
ALTWHITAEZESHEWL, KEKICH
WTIX, 2.7, 28 RV 29 BICHBIT -1
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independent from each other. In large
organisations, it may be necessary to
delegate some of the functions listed in
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.

BEDSBEWVWSKIO2MNERITSEIVLELH
525, MAT., CEDHRBERVERBESE
C&-oTlE. AORERIOERXIETHE
HBHOERMNIELSNDEIBZENH D, Hid
DBENFEETIEEICEVTIEEE.
27. 28 RU 29 BICEEB I T WD E
HIREEEBMORELEEETMADET
PHEINDZI DL, LHRBERET. &
B, EFRUVERIAEICENDILSE
B9 52 ¢,

2.6 The duties of the Authorised Person(s)
are described in the national
requirements and can be summarised as
~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;
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) The responsibilities of an Authorised
Person may be delegated, but only to

other Authorised Person(s).

26 A—YSAXENR—VYUDOBEIEX. =0
EN0ERFHEICEDRINATEY., ULTOD
KSICFEFEDHBIENTESD,
—YIYSAXRNRN—YVEF. EERDE
Ny FH, TOETHEITIATWLWSERE
BT L. RERDBOERFEELSYIC
HERVFIVISIATWLWEIEZRERL
BIIAIEESEL,

—VYSARXFNRN—VY . ZDOEDE
TTEOONE-EREHZH ST TH
Fhod, REHFTORFEDOME@GIC &
D, TOEBZEEHNIAODBBMICR
TIDET D,

o) £ —VSARARR—VIDEBERT
L TESN, BOF—VYSAX
FR—VUIZBBC &L,

2.7 The head of the Production Department
generally has the following
_______ responsibilities: ..
(i) To ensure that products are produced
and stored according to the
appropriate documentation in order to
_________ obtain the required quality;
(ii) To approve the instructions relating to
production operations and to ensure
_________ their strict implementation;
(iii) To ensure that the production records

are evaluated and signed by an

authorised person;

27 HERMHORT— I,
595 :

UTOEHZ

() ROODNERAEB/EH. . BYLXE
LESODTHRARERUERESATL
BEERRT D,

() WEAFXICHET IEREERAL.
TORELRTERRT 5,

(i) HERREEL—VISAAFR—V L
MEML., BLETBEEHET 5.




(iv) To ensure the qualification and
maintenance of his department,
........premises and equipment; |
(v) To ensure that the appropriate

validations are done;

~(vi) To ensure that the required initial and
continuing training of his department
personnel is carried out and adapted

according to need.

(ivy BEcOMM. BY KR UK KD E K H%EF
MRUORTEEZHERT 5,

) BYIGANY)T—LarvhBEEIhTWLb
_______ sEMRYS.
(vii EDEBMPADOAEBIC, KON DHEA
BEUVSBGEMNLEHEBIELNZERESIATS

YU, EBICRLEHEBIGEIER ST

WEEZHERT D,

2.8 The head of the Quality Control
Department generally has the following
_______ responsibilities: .
(i) To approve or reject, as he/she sees
fit, starting materials, packaging
materials, and intermediate, bulk and
_________ finished products; .
(ii) To ensure that all necessary testing
is carried out and the associated
.......lecords evaluated;
(iii) To approve specifications, sampling
instructions, test methods and other
........Quality Control procedures;
(iv) To approve and monitor any contract
_________ analysts;
(v) To ensure the qualification and
maintenance of his/her department,
premises and equipment;

that the appropriate

~ (vii) To ensure that the required initial
and continuing training of his
department personnel is carried out
and adapted according to need.

Other duties of the Quality Control
Department are summarised in Chapter
6.

28 REEEBMOKREFI—MEHIZ., UTOE

BERT 5,
) HERA. QEAH. SHEES. SLY
WERUBEERKICOVT, 850K

TABXEREHRERD D,

(i) RELRBRETARESATEY . T
NHETIRREATFMEATLSE
_______ tWRIS,
(i) MEE. RERREEE. HBHET

PHOSEEEFIHELRRT 5,

(iv) ERHBRERBL. T=4—7F %,
(V) BoOHMA.EURURBEICOVT.E
BUEFHERUCRTERERET 5.
(i) BYBAVT - avREBES AT
_______ SEERRI O,
HEoOBMADOABISKSD 5h % 8A
HRUMEHALABIRNEES A TS
Y., BECHLELBNRABREAT
WEEERBET 5.

Mo GREEEHZMOBEIZCDONTIE., &
BEICEELEDHLNTILNS,

2.9 The heads of Production, Quality Control
and where relevant, Head of Quality
Assurance or Head of Quality Unit,
generally have some shared, or 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:

authorisation of  written

procedures and other documents,
including amendments;

29 WEMMRARUVUSEEEBMOREIL I
(229556 RERIEMMAXXIEIRE
BPORIF—MWMIC, REICEHET SIE
BRI, EERREY AT LDKE.
DEREMLERE. EZFYCIRUVRETE
BZ2E80)208EXEFIERLTERTT S,
FThoBdHET. UTZ2E4#585% (£EBOD
ERIZK D)

o

(i) FIEERUVZDOMHOXE (HTZET)
D & R




(ii) The monitoring and control of the
manufacturing environment;

The approval and monitoring of
_________ sWpplerseimeteniae; | 7
(vii) The approval and monitoring of FSRAUEEXEBFERVTOMGMPEHE

contract manufacturers and providers NBEXIEOREXZTORBRUE=
of other GMP related outsourced YT
activities;

~(viii) The designation and monitoring of | (vii) EH B EUVESOREEHEOEER
storage conditions for materials and VE=ZS2Y VY

products;

(x) The monitoring of compliance with the
requirements of Good Manufacturing

Practice;

(xi) The inspection, investigation, and (xi) HRREITEEZRETETANH D
taking of samples, in order to monitor RFEE=E2—95-00. Atk. REHA
factors which may affect product ERUBRAEDEFER

_________ quality;

(xii) Participation in management reviews (xii) TEREOEHN. RS RERVEESME
of process performance, product VATLODIRRXDA VR LEaA—~"DS
quality and of the Pharmaceutical m., FRICHBEHHEOXIFADS
Quality System and advocating

________.continual improvement; |
(xiii) Ensuring that a timely and effective (xiii) BRHEMODOMEMNLFEBREER L LE
communication and escalation process TotxAhHY. REEELZRERED A
exists to raise quality issues to the UGELANILICRETLSEDHER

appropriate levels of management.

TRAINING HH &
2.10 The manufacturer should provide [2.10 HEEXFFX . BBECIVEAERUFTERER
training for all the personnel whose BXIEEBERBERICIBEADIABEET

duties take them into production and (BEfi. RFEERUVERILOAEZSE

storage areas or into  control L) VI ZOTBHHIEEREICEE S
laboratories (including the technical, EFLES MODABIC. BHENHEZER

maintenance and cleaning personnel), T5Z &,
and for other personnel whose activities

could affect the quality of the product.

2.11 Besides the basic training on the theory
and practice of the Pharmaceutical
Quality System and Good Manufacturing
Practice, newly recruited personnel
should receive training appropriate to
the duties assigned to them. Continuing
training should also be given, and its
practical effectiveness should be
periodically assessed. Training

2 MM EESRBEVRTLEVIZGMP OE
HWRUERICEIIEANBHBTININRZLU
B2, HFRICEASAEZABE., 1Y L
TonEBECHELEEYLEFTIEZE
ZT5I L, MENLGHBFIFLRZIT S
TTC. TOENHEZEHNICTFEET S
L, BE. AEMMORXXITAEEERL
FMOROWThIANKELE., HFIH®
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programmes  should be available,
approved by either the head of
Production or the head of Quality

Control, as appropriate. Training records
should be kept.

TS LMNFERETHEIE, BB
DL HEEZRETDH L,

2.12 Personnel working in areas where
contamination is a hazard, e.g. clean
areas or areas where highly active,
toxic, infectious or sensitising materials
are handled, should be given specific

212 BEIABELELDIRE (HIZIE. FERX
BXXIEEHEE. M. BEHEEL CFRE
EHZHTOIHMEINRMY OIS XE)
THEITIANEICE. BALEKFTIHZEZ
Sl B R S

training.
2.13 Visitors or untrained personnel should, |2.13 BB OCLFTINZZZ T TLVEWLWAER
preferably, not be taken into the F. REXBERUSKREEEREICILI L A

production and quality control areas. If
this is unavoidable, they should be given

information in advance, particularly
about personal hygiene and the
prescribed protective clothing. They

should be closely supervised.

BEBVWIENEELL, BTG
BEICEVTE., BAIICHER (KFITAE
DHAEAEERVMENDRERICEHAT S
W) zRMITDELELICT, HHBZEIE
RCEBI D&,

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

214 EERRERARTLEVIZZOERR
VEBEZRET D LEEAREET ZAE
2TITD2VT., HBINFEFICT+RICEHE
T5I L&,

PERSONNEL HYGINE

AEDHEER

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

215 M LBEEEE OIS LZESDT.I
BRAOERDDI-_—XITw LEHEEE%
B3 52 . BEEETOYT S LICIE.
ANEDRE. TAECHEODEBERUELKRIC
BMETLIFIEZEHDI L, BEICKY
HERBRUVEEREBIZCIBADAESR
THh., TNoFIEZEMRL TEHRELTF K
FICRS L, BEBETOIT S LI,
BREEBIAHELEL. BEIEHICEFE
$52 &,

2.16 All personnel should receive medical
examination upon recruitment. It must be

the manufacturer’s responsibility that
there are instructions ensuring that
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.

216 2 TOAEBEX . FRABICEEZHZ 2T
5L, HEEXEEDERLLT. 2RO
mEBICHELBSIBRERENEEEEIC
MOEINDIEZHRIDIERNLGEINT
WETAELELHRWL, YEORBREZEO
B, TOFERVBEAODBEOL-OHOBE
BEHHIC. BREZSEHEERIT 52 &,

15




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

2.17

BREMABICEBELXEIEAOELR
HICHARBREZAITOIENERERROASE
CHEBELAEVEZ. RERTERLGRY ER

TEHEAKREHELDC &,

2.18 Every person entering the
manufacturing areas should wear
protective garments appropriate to the

operations to be carried out.

2.18

BERXRHMICIBEASERET.ERT S
ERICWLE-BEYLGREREERT S
to

2.19 Eating, drinking, chewing or smoking, or
the storage of food, drink, smoking
materials or personal medication in the
production and storage areas should be
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.

2.19

HERVFTFBRRERNIZCETS. KE. A
LRUBE, ftXICEY. 8. BEH
HEVEAMNEELADOEFRIT. BT S
&, —MMIC, BEREARVCEGN
EREEZRTDBE TN HAIMEREAT

DEBFBENLGITHE, BlET 5 &,

2.20 Direct contact should be avoided
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.

2.20

BHEIATWLWAHGRUZBORFE
MEIc, FEEOFAEEEMT S
EFEIFEH &,

2.21 Personnel should be instructed to use
the hand-washing facilities.

2.21

ABICFRVEREERA I SES5HET
¥TH &,

2.22 Any specific requirements for the [2.22 HHAHEHERKIIL—T (HXFEFEA)
manufacture of special groups of NDHEICEHTIHFINERSBIEHEICDODINT
products, for example sterile X. 72y 2 RIZHBIF B,
preparations, are covered in the
annexes.

CONSULTANTS avHyILE Yk

2.23 Consultants should have adequate |2.23 A VH LAV FF . BONERAINEE

education, training, and experience, or
any combination thereof, to advise on
the subject for which they are retained.

Records should be maintained stating
the name, address, qualifications, and

HIZTODWTEHET AL, EUEET.
MBERUREBE(XEFZNoDHEAEDLE)
FHEITH L,

T, FEH., B, RUD

FUMNNRELERBOBEEZHATLL.

type of service provided by these TRETRET AL,

consultants.
CHAPTER 3 ¥E3E

PREMISES AND EQUIPMENT BYRUHE
PRINCIPLE = Rl
Premises and equipment must be located, | EM I NS XIZTXEZELLEWVWELS. BY
designed, constructed, adapted and | RUEEZEEEL. ZFL.EEL. BRI L.
maintained to suit the operations to be | RFEEBLABITLE GGV, TOEERY
carried out. Their layout and design must aim | &t (. BEROV RV 2 HKm/NMMLT 55 % H &
to minimise the risk of errors and permit Ch B
ETBHELEBIT, RRXNFE, BEAXEFELD

effective cleaning and maintenance in order
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to avoid cross-contamination, build-up of
dust or dirt and, in general, any adverse
effect on the quality of products.

EHERY (—BMIC) HGRE~D

5 2w

o =1

z

EETL-HIT, EMGFEERVRTER
ERAIBEETHIDTHRITNIETR S AL,

PREMISES B9

General eREE

3.1. Premises should be situated in an |3.1. &2 RET H2AELHETEEL T,
environment which, when considered FEHHCEZOFLEEELDL)RIDR

together with measures to protect the

MNRTHIRRBIC.EMEREST S &,

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

3.2. Premises should be carefully |3.2. #HEBRURTEEBEOHEEINERDORE
maintained, ensuring that repair and CREEZLLoILBVEZHERT S &
maintenance operations do not present S BMEIERRTFEET S &,
any hazard to the quality of products. HMAEFIEZICESOVTESRILERY (&
They should be cleaned and, where L9 5H5E) HETHI L,
applicable, disinfected according to
detailed written procedures.

3.3. Lighting, temperature, humidity and |3.3. BBA. EE. EERUVUBEINABEYITHY .
ventilation should be appropriate and HERUTBTPOEEREVICEEODE
such that they do not adversely affect, BEEHOEELIZCH, Thioh (E#E
directly or indirectly, either the MXIEHEEMIC) BEEZEZREFSHNVT
medicinal products during their &
manufacture and storage, or the
accurate functioning of equipment.

3.4. Premises should be designed and |[3.4. ERZDHMOHEYWOEAILSHRKREIC
equipped so as to afford maximum RETDHLENTEED LS., EMEHE
protection against the entry of insects or L. Em3 52 ¢,
other animals.

3.5. Steps should be taken in orderto prevent [3.5. FAI SN TWLWHWADIAY ZHIET
the entry of unauthorised people. bAERIPEBELODATWNS L, B, BF
Production, storage and quality control BRUGEEEREEF. TITHEELE
areas should not be used as a right of WAEBPBERELTHEARALTEAGAL A
way by personnel who do not work in LYo
them.

Production Area & X

3.6 Cross-contamination should be [3.6. HEREZOBEULHRFARVERIZCKY .,

prevented for all products by appropriate
design and operation of manufacturing

facilities. The measures to prevent
cross-contamination should be
commensurate with the risks. Quality

Risk Management principles should be
_______ used to assess and control the risks.
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.

ETOERITOVWTERXFLEZHLET S
&, VRIVIZHRELERXRXRFEMBLLE
BEx#HELDHI L, MBEURIIRDAY
FPORBZRAWT., BRIV ZFBER
VEBTH L,

JAIVDOLARLIZE->TIE. HiE-TEHE
XITRIEBVERUZBEZEERILELT. &
PEDEEMNAL-0TURVEEET
BLENRBELGBEENH S,




Dedicated facilities are required for

manufacturing when a medicinal product

presents a risk because:

i. the risk cannot be
controlled by operational
technical measures,

adequately
and/ or

ii. scientific data from the toxicological

evaluation does not support a
controllable risk (e.g. allergenic
potential from highly sensitising

materials such as beta-lactams)

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

EERNPLUTOVRIEZET HHAL.
HEICERERNIKROLOND,

i ERLOBERV / XEIEMHEE
CE-THYICEET S ENTE
BWNYRY

i. EHPHFAMCLIIRENT—42 T,
EETRTHIEEMNTONG LY
AU (BIRAE. -5V 3 LFDOERME

MYEICLEEZTLLE—FENH)
il MEMEOBRBREE (SHPHT

mhoBdont=-tmn) A, /N FT—F
EhESHEICLEDTEYIZCEET

Further guidance can be found in BRDIAAFTVREESERVET7T R VY
Chapter 5 and in Annexes 2, 3,4, 5 & 6. A2, 83,4, 5RUBIZERT,

3.7. Premises should preferably be laid out |3.7. f£DHANRUDBELFEELANILIC
in such a way as to allow the production ELr-wmEBENLTIEF TERBLEZREICES
to take place in areas connected in a WTEENNTODNS LS. EVERET
logical order corresponding to the 5 ENEFLL,
sequence of the operations and to the
requisite cleanliness levels.

3.8. The adequacy of the working and in- |[3.8. EL A2EERXFIFTDNERYDOERD
process storage space should permit the DRV #&m/MMET LS. BULMHEEX
orderly and logical positioning of R—ZARUVIBAFBRAR—RIZEER
equipment and materials so as to URMHBZEARLIREMICEEL T, X
minimise the risk of confusion between XRBEEZEB/BTDHELEIICHEXITER
different medicinal products or their ATV TOERRBNAXIEBR~-EEDY
components, to avoid cross- AR Em/MeET B &,
contamination and to minimise the risk
of omission or wrong application of any
of the manufacturing or control steps.

3.9. Where starting and primary packaging [3.9. HERHEUV— XA ZEHH . PEERZX

materials, intermediate or bulk products
are exposed to the environment, interior

ENILIVEGZIABEETSIREIZEWNT
. REZX®E (B, KRUXH) BN, F

surfaces (walls, floors and ceilings) BETCUOUVENRRURAKESSAAZLC. M
should be smooth, free from cracks and PMFMEZRESIELVVLEDOTHD L L
open joints, and should not shed LI, BEMODHRMAGEFERLELRY (&
particulate matter and should permit BEThHhnhE) BHEZTADSEDODTHDC
easy and effective cleaning and, if &
necessary, disinfection.

3.10 Pipework, light fittings, ventilation |3.10 B& . BHBE. . KO Z D th b 1% &K

points and other services should be
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.

WE A DK % [ &
T5L5. FHEFL. BBET S &, R
EEOEHMOISO., ATELGREY A2 EXE
AL TOERAARETHDZ &,

fElx. FHiLIizL
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3.11. Drains should be of adequate size, and
have trapped gullies. Open channels
should be avoided where possible, but if
necessary, they should be shallow to
facilitate cleaning and disinfection.

BEKBEEX. BOUBEYAXT. Sy T
TEDEHEELAAZTEIT AL, AREBER
BARCHEHITEIN., (BETHNIK) &
BIERUVEEFEZITVOTVNESECT S
P

3.11.

3.12. Production areas should be effectively

ventilated, with air control facilities
(including temperature and, where
necessary, humidity and filtration)
appropriate both to the products

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

312, BAERFHEFI RYUEKSERK. ZITITDH
NHA2EZERUABEEOVTAICH LT
L EUGERESR (REDQDEH. BDEL
SE.TERUAIBZEL) ZFEAL T.
DRMICHBRT S L,

3.13. Weighing of starting materials usually
should be carried out in a separate
weighing room designed for such use.

3.13. HERMOHERXEE. FiInSHAED
fHICEF SN, IIOBREETITS C

Eo

3.14. In cases where dust is generated (e.g.
during sampling, weighing, mixing and
processing operations, packaging of dry
products), specific provisions should be
taken to avoid cross-contamination and
facilitate cleaning.

CAH W

ERNRETHIHEARBAE. T

v BE. EARUMIOHEER, &
BREORGOVER) . KXFRZ
EELTERLEZITVPLPT ST HIHENEG
FHEEZELDC &,

3.14.

3.15. Premises for the packaging of
medicinal products should be
specifically designed and laid out so as
to avoid mix-ups or cross-contamination.

315 EEROAEICHRIEYIZ. EROX
XELZRBTEDL &S HAICEKFL.
BEYT S &,

3.16 Production areas should be well lit,
particularly where visual on-line controls
are carried out.

316 HERXBE(BFICERIZELEDISAIVHNEE
*EMTHBH) . +HHBEBIZITH
5 &,

3.17. In-process controls may be carried out
within the production area provided they
do not carry any risk to production.

3.17. TERNEEHEF, BEICYRIZEBLH
SHVWRYIZEVWT, HERBERTEE
LTH &,

Storage Areas

fr il X s

3.18. Storage areas should be of sufficient
capacity to allow orderly storage of the

3.18. FFEBRHEIE. UTO LS GHALAGHT
J)-—DRMHRUVRBZEZBRALFET

various categories of materials and EE+TNHBLEESITHACE - HERERHR
products:  starting and packaging VEEME. PEER. NLJVERKRU
materials, intermediate, bulk and RREG. EoREFOHRR, E8FHTE
finished products, products in Sh-HE., TEBHAESA-HA. K
quarantine, released, rejected, returned MRXIEEREN-®FZ
or recalled.

3.19. Storage areas should be designed or [3.19. FEEHEHIE. B L RESTHEZHERT
adapted to ensure good storage BEIDERIXREIEART AL, FHIT. &

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

ZREE., FRETEROGULRKEL L.
AN EEREBERNICKRTEET S
L, BAGRESHE HZIXEE. B
E) " ROondBZEEEF. ThogcHhz
HEL.FzyvI L. EZH2—FBH &,
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should be
monitored.

provided, checked and

3.20 Receiving and dispatch bays should
protect materials and products from the

weather. Reception areas should be
designed and equipped to allow
containers of incoming materials to be
cleaned where necessary before
storage.

3.20 WA -HEQOEF. RKEMSCEMBARUH
mMEREISHILOTHEHIZE, ATEHM
HoBRFEZ (WELKBE) FET HHEIIC
BREIETEDELS>ZAREEHFL. &
HBIdZ &,

3.21. Where quarantine status is ensured by
storage in separate areas, these areas
must be clearly marked and their access
restricted to authorised personnel. Any

system replacing the physical
quarantine should give equivalent
security.

321, IR CTEHEBI A ELETRELSREKE
NERINDEGEEIE. ThoRXREBEZHE
ICERTRTHEEDIC, AAZRESINT:
ABICHIRLEBETAEGLHE L, MEY
HERNREICRDLDBZVATLERA NS
BlE. AED LX) T4 2RI S L
NDTHHZ &,

3.22. There should normally be a separate
sampling area for starting materials. If
sampling is performed in the storage
area, it should be conducted in such a
way as to prevent contamination or
cross-contamination.

322 BE., HERMICHOBRAEKKEIREX H A
Hod L, BRUBENMZETBRETEEY
2BEEF. BFRRURXRRXRFEEZHLET S
F3I2T52 &,

3.23. Segregated areas should be provided
for the storage of rejected, recalled or
returned materials or products.

323. FEBHTEINA, AR INAXITERSE S
NEREMHEPESORFAICREBERE %
x5 &,

3.24. Highly active materials or products
should be stored in safe and secure

324 REMHOEHMPERE. RETRKR®D
TUOREICEEYT 52 &,

areas.

3.25. Printed packaging materials are |3.25. HIRlchf-@EHHET. BZEEZD
considered critical to the conformity of ERICEELEZADON., ThoBEMH
the medicinal product and special NDEETLERGVEBRICHIOIEZH
attention should be paid to the safe and 5C &,
secure storage of these materials.

Quality Control Areas mEEERXE

3.26. Normally, Quality Control laboratories
should be separated from production
areas. This is particularly important for
laboratories for the control of
biologicals, microbiologicals and
radioisotopes, which should also be
separated from each other.

3260 BE . REEENRERSI.E2ERXRE L
AMZF B E, ChiFEY. MEBRUV
MAMRCETREROERICHELIABRESR T
BICEETHY . ThoBRdBREZDEL
IR 32 &,

3.27. Control laboratories should be
designed to suit the operations to be
carried out in them. Sufficient space
should be given to avoid mix-ups and
cross-contamination. There should be
adequate suitable storage space for
samples and records.

327. EEHRBRMEREI. TITHHLIhBEE
ICET DLIHZFATHIELE, BERRUXK
XFELEBITEZEOHTRBEAR—REH
152 ¢, BARUVEBRBED-OHDOELY
MO+ HBEBAR—ANHB &,
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3.28. Separate rooms may be necessary to [3.28. ERELHEB LR . EIWHE.ZE
protect sensitive instruments from EHhoRETDHE-H. JIBENADLETH
vibration, electrical interference, 53,
humidity, etc.

3.29. Special requirements are needed in |3.29. %ALY E (EVEHXEITHRFFHED
laboratories handling particular HEBHKE) ZHROABEMBETIEH. A
substances, such as biological or HEHILIRDODLON DS,
radioactive samples.

Ancillary Areas f b X 5

3.30. Rest and refreshment rooms should be | 3.30. KAEEIX. HORB L HIZT B2 &,
separate from other areas.

3.31. Facilities for changing clothes and for [ 3.31. EXRBEHRELICFE VR FA LD
washing and toilet purposes should be HF., BBIZ7V9RAkTHY . FH
easily accessible and appropriate for the EHICAH LB G AHSIZE, AL

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

T, HERUVFBRBEEEEBLTILT
X570,

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

332. RFEHOMEXZE. HERXREHMN LA
BELBYRIZTZZE, BRRUVIEE
HWEXRBETHRETSIEHEEE. TOHAEER
HBFOBMEXIEIO Yy h—RHNIZERET S C
Eo

3.33. Animal houses should be well isolated
from other areas, with separate entrance

3.33. FIYEE.MOREIMAS+FRIZHEEL .
méntkn(ﬁ%«®77tx)&

(animal access) and air handling [NEREFZZET S L,
facilities.

EQUIPMENT %

3.34. Manufacturing equipment should be |3.34. B EXHILX. TORMPOEHMIZCET
designed, located and maintained to suit FORHL.BEEL. RFEEIT HZ &,

its intended purpose.

3.35. Repair and maintenance operations
should not present any hazard to the
quality of the products.

3.35. HERUVURTEEDOMFXIX. 2R RE
CEFZLRLLOLTRERAELEL,

3.36. Manufacturing equipment should be
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.

3.36. WEHKIE. BRITHDODELICEHSFI
TEH&LO5HATH L, HEFZEIE.
HEHMAFIEECEOVTHESEIEL. FF
TEMNLERETOABRET S &,

3.37. Washing and cleaning equipment
should be chosen and used in order not
to be a source of contamination.

3.37. B RVERLDEMKIE. FRRER

bREVWESBEL. BRI S &,

3.38. Equipment should be installed in such
a way as to prevent any risk of error or
of contamination.

3.38. BRI, BRRERVBERZEMLET S LS
ICRET D &,

3.39. Production equipment should not
present any hazard to products. Parts of
production equipment that come into

3.39. HEZKIE., B@RICEFZLE-LHLT
Fhaoml, BREEMRT LI EELD
REZHEORBRT. HEOREICEE %
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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.

RFLCREREZL oI RICRIGE. &
MEXFREELSH > TEHGELGEL,

3.40. Balances and measuring equipment of
an appropriate range and precision
should be available for production and
control operations.

340. XERUVATEXRBE I BULEEARUVE
EThY. BERVEBODHEZED=-HF
BArgETHH &,

3.41. Measuring, weighing, recording and
control equipment should be calibrated
and checked at defined intervals by
appropriate methods. Adequate records
of such tests should be maintained.

3.41. AIE . HE.RBERVEEDORRKE. T
ENORRBTHEYNGAZRICIYREL., F
IV 9B E BirSERBROBEY LR
BEEREI DL,

3.42. Fixed pipework should be clearly
labelled to indicate the contents and,
where applicable, the direction of flow.

3.42. EEBHEIXZ. ABEYRY (ZRLET 515
&) FinoARERIT O, AEIZCKRT
T5H5I L,

3.43. Distilled, deionised and, where
appropriate, other water pipes should be
sanitized according to written

procedures that detail the action limits
for microbiological contamination and
the measures to be taken.

3.43. ZBK.BAAVKERVT GEE) £0f
DKDEEIT. MEMFRICHEDITHH
RMEUVBLINEHEZHMICEDF
IEEICESVWTHEHET S &,

3.44. Defective equipment should, if
possible, be removed from production
and quality control areas, or at least be
clearly labelled as defective.

344, RGO HHHMIE. (AEELBE) WiE
ERERVUREEERENAGERET 5H.
RIgLHEIRMOHIEZTHEIZEK
TTHI L,

CHAPTER 4 F4=E
DOCUMENTATION XE{
PRINCIPLE = Al

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 utilised 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

XELZBEEICTSEF. RERIEVRT
LOFARGERZERLTEY., GMPE
RBEICHEAELEZEFODETHD, HAaKiE
HOXERUVEHRKRZ, BEXETOREIRY
AU NVATFLRNTRRICEET DL, X
ElF. BR—X, EFEARXIEEERKRSE.
BAOMEBECTHEET D, XELELVRTLEZE
AI5ELEBEMNE. EEROREOHLR S
AEIcCEEXEHMENICA >N V%252 5%
FEETEESH., BEEL, E=-42—L. £
T5ILTHD, EXBEEMNBEAIATLS
EZRIATH5ENTEEHES5. MEIRD
ANV RTLIE, BRABHEEBERUFMAR
DFMO+HRLGEBEETTOEITMA. EXR
EHIZCODWTHEBEOERBILIRZICHEDI K5+
NHEHOHEHEEED L,




ongoing application of the requirements may
be demonstrated.

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. ]
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.

GMPEEMHZEEL. BHKITLHIDICHWLD
XEIZIE. 2720EAXAMNBEENH D : X
E ({57°FE. EXKZFTHEH) RUVEHBE #HE
EThHhDd, BULGLXEEEHZ., XEDEHEIC
XIiELTHEAT S &,

XEDODEWHME. T2, FAIEHERUZEAPT
SEHRTDSES., BULERERRT 52

E, BREIX, BEMNLELC, E@TH AR
ThdZE, TZm®E (written) 1| ELVS5 AHEE

F. T4 ANDHEDEIMEIZTHENT
EOENRELIIXELEESHA, REEHFESATL
B EEEKRT B

REQUIRED GMP DOCUMENTATION
TYPE)

(BY

BERIhZ2GMPXE (FHEM)

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

AL IR EZ—T 740 : EEMDGMP [
EETSIEFHEIEML TLEIXE,

Instructions (directions, or requirements)
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.

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

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

EHE (EFFFEXITEREE) DELH -
HERICFERASIALEXEELOAER
HHELLEEGABEALBETAIERE S AL
BERBEHOEMEzEE LD, REFEMIC
REIEBEL D,

HELAE. MI. 8%. RBROERE: £C
DHEFERH. EBERV (3 LbLIE) aVE
A— IR TLOEMERL.ZETOMI.
BE BRARR. AROBERZHEELEZHOD,
BHASAEIBNEERVUPATIX, %47
2SR ERELLLICHET S &,

FIEE : HEOHEERET S LICK DI
FREHEERLELD, (BELBFIEE. S
OPcLTHMBMG)

HEE:REOIBRZESTHSEEXEEE
REITACEICRIERZERLIEDLD,

Technical Agreements: Are agreed between | 2K E : NTBZTXEXICRIZTEE LR
contract givers and acceptors for outsourced |SEE DR TEELH D,

activities.

Record/Report type: BIRE -"HEZEDESH :

Records: Provide evidence of various
actions taken to demonstrate compliance

BRE:  ZFAGRBREOMMKEZIRML. BRE
~DEEERIEAETHILD (HIZAIFE. X, £




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
ahodld be doflied as rawdaite,

Certificates of Analysis: Provide

summary of testing results on samples of

products or materials? together with the
evaluation for compliance to a stated
specification.

"2 Altematively the certification may be based, in-
whole or in-part, on the assessment of real
time data (summaries and exception reports)

batch

technology (PAT), parameters or metrics as

from related process analytical

per the approved marketing authorisation
dossier.

Reports: Document the conduct of particular

LR, RRAAE. RUVHENYFOHE
FHGEODENYTFOBERB(ZDERBEZSL)),
AMORBEEEER T SIEOAVLNI-ET —
43, BREICEEFND., EFWREEICHE
LTlE. EBSIN-FRABELAEDT—2 %4
T—R2ELTRHWSEDNIZODVWTHRET 5 C
L, B EE, REHEDODELELEZT—4
2TC%. T —4%¢ELTHET B &

BERREHEAE - SESh-RE~0EEH
FMeEebic, HMRXFEMHDRMEDAR
HROBE**ZRHT DD,

X2 RAOHBEEORIEICRAT. (2EM
XRIEFHABIZ) Ny FICEHET S TO0RME
wEfM (PAT) hofFonfz)7ILEA LA
T—4% (BMELRNBSE) OFM. RTRE
EICERBONT A —FXITAEIEEB O F
CTESVTCHREBEEHZRIELTH &L,

MEE . EFTOEST. OV FXIFFERH

exercises, projects or investigations, |BAEZ*ERL-E%*. #HR. HRERVEE L
together with results, conclusions and | & $H(2, XEEhLEZED,

recommendations.

GENERATION AND CONTROL OF  XEDHEREUER

DOCUMENTATION

4.1 All types of document should be defined
and adhered to. The requirements apply
equally to all forms of document media
types. Complex systems need to be
understood, well documented, validated,
and adequate controls should be in
place. Many documents (instructions
and/or records) may exist in hybrid
forms, i.e. some elements as electronic
and others as paper based.
Relationships and control measures for
master 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.

41 ETORBBEBOXEZHREL. BF9 52
., ERFERE. ETOHREOXENE
KERXICRKRICEAT S, EHLTRT
Lk, BETESHELS5ICL., BUYIIXE
L. NUT—F+FTEI23BHELAHY. B
BEBNAB--TWEIE.ELCDXE(HE
RERVT /" XIIEHFEE) T. HHHH I
BEFM., O EHARA—X ELVD 1=,
BEMETHEELED. REXR. EX 4L E
A, T—40BRHEVWRUVETHEDOHUD
ERUEBAFEN. BEHNPRATLREUY
REMYRATLOMAICDODVWTEE LT
WAL ENHD, BEFXE (TVTL—
., EXRUEXRSE) ITD0WT, #EYLH
EBZERT AL, BULBEBEZEZ
T. BHEHBE2HKIZhbE-TREHEORTL
MEHERT S L,
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4.2 Documents should be designed, 4.2 XEFXEFEL T, HREFL.,. L. BE

prepared, reviewed, and distributed with L. BEBHTHIE, XEFEE. Rt
care. They should comply with the RE. HEHT - REARBEOZAER
relevant parts of Product Specification ICEHTEHZLE, RANGHEEXEZE
Files, Manufacturing and Marketing HIBHITHEF->T, BEBRETBRZH
Authorisation dossiers, as appropriate. FIETEHLGLHEL,
The reproduction of working documents
from master documents should not allow
any error to be introduced through the
reproduction process.

4.3 Documents containing instructions [4.3 ERAA>DTWEAXE[F., BUHA—V
should be approved, signed and dated SAXKFNR=—YUHERBL, EAL. B
by appropriate and authorised persons. FTEANDZ L, XETHELRNER T,
Documents should have unambiguous BELTCHNTETHS L, B %
contents and be uniquely identifiable. EHBI L,

The effective date should be defined.

4.4 Documents containing instructions 4.4 ERAA>DTWVWEIXEF., BEEL CRE
should be laid out in an orderly fashion L. FzvILPILKTEHEIELE, XED
and be easy to check. The style and AAALVRUVABEIE. EFRARENICEDLE
language of documents should fit with 5L, EEXBFEERVEEXERE
their intended use. Standard Operating . AL DOWIHLBEREIAILTEL
Procedures, Work Instructions and &

Methods should be written in an
imperative mandatory style.

4.5 Documents within the Quality |[4.5 REBEIXR AV RTLADXEIL,
Management System should be regularly EHMICBEL. RFOKRBIZLTEL
reviewed and kept up-to-date. When a e XEFZHRITLEEEZFIE., BRRORFT
document has been revised, systems AELGERZHLTE-HIRATLEZIE
should be operated to prevent B35 ¢&,
inadvertent use of superseded
documents.

4.6 Documents should not be hand-written; |[4.6 XEZ%#FE=ZLTCEELHRLN, T—4
although, where documents require the BANBELGXEICH>TIE. i d i
entry of data, sufficient space should be ADEHTRBAR—RZEZHRTDBZ L,
provided for such entries.

GOOD DOCUMENTATION PRACTICES XEEHE

4.7 Handwritten entries should be made in |[4.7 FEZSTLAX. HETHEAPLT . BEBE
clear, legible, indelible way. TERWVWAETITO Z &,

4.8 Records should be made or completed at |4.8 £ £ %7~ -HE. EXZOEEIZIR
the time each action is taken and in such PZEERTFHETHEMAREL LTS &S
a way that all significant activities 2. BEREZERXEIERT S L,
concerning the manufacture of medicinal
products are traceable.

4.9 Any alteration made to the entry on a (4.9 XEXHIZCEEFTZMAZ B> TIE.

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.

ZEHAL.BHFZAND L, HFZEFE.
TEHROZERMY NAIETHDSC EHEEH.
EEDOEBRZRET S &,
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RETENTION OF DOCUMENTS

XEDRHEF

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.

410 SRHEFHICEDLERIAEET 50 .5

ZEBVEZICEM TS M, BAEIC
BEI S &, DEGVWEEZEZX T,
REHEEKRICOEETERDOTENKZ
ERLGGNERST . BE. N T —
FLBEAIEGE S G0,

4.11 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.

411 Ny FOXEICBRASINIFANGZER

FHELT, RNV TFOERRE 1
FH. XFA—VYSA4AXFR—=Y vIT&k
HDUZNYTFORIAEEDOLLECLELEHE
MOoOWTFhhArREWVWESOHME. RELRL
FThEEshn, BREICESINYFOD
XEF., YNV FHRERAIAEZREED
BEBROBTXEIEXGPLEEBEOLLEL L
L5ERBRELBETAEGRL R, XE
DREFICERDI>MOEREFEELELT. BE
nDREHFOHESR (H 2 (F . Advanced
Therapy Medicinal Products * ®%) |2 B§ &
LTERICHRBBREIATWVWDIBELNH Y.
FIIRVEEHEAAEASINASIXENE
ESNdBENH D,

(xFRE: BATRH. BEERFHRAICHET B)

4.12 For other types of documentation, the
retention period will depend on the
business activity which the
documentation supports. Critical
documentation, including raw data (for
example relating to wvalidation or
stability), which supports information in
the Marketing Authorisation should be
retained whilst the authorisation remains
in force. It may be considered
acceptable to retire certain
documentation (e.g. raw data supporting
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

412 ZDHWDREEOXEICRZI2GEEHMIE.

LUINENEMTLIBEEFTEHICKE L TR
TF5, lAIE. NUT—L 3 0XRBERE
HICEEOET— 2 THRERRBEFDE
BEREFTZ2E0F. EELXEE. &
ZEARBINDHNZEITSIRYBREFET S
. BEXE BAE. NYUF—2 3y
HEEXERZEHARBEEEEMTT
WAET—4) IZ2T20VT., ZOT—4n
FLLWT -4ty bNIZCEHFIAIEHA
X. RENEILOoHNTILEHRINE
5, TOELELEBERIIXERT S EED
. Ny FOXEORHFIZCHATHEXRS
BHEEET DL, IZIE. ToEARN
)T =23 hT—8DHE. &N
T—YaVvEBICEODVWTHTHENE
FTHEAhTWE2ENYTFOEFRELELL
CELRLUHHE. T LI2ET—2FR
BE¥ D&,




supported on the basis of that validation
_______ exercise.

The following section gives some
examples of required documents. The

RODEV a3z, ERSINDZXEDH
ERYT  MmEBEINARIVAVMNVRATLEFE

quality management system should KEehsxXxEgeTzitdl T, EamE
describe all documents required to RUBEODLREMZHRI S L,
ensure product quality and patient
safety.

SPECIFICATIONS REE

413 There should be appropriately [4.13 HERH . AEH B RUEREFZIZTDW

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

3

T, #BYICRESHh, BFOA- 2. R
BENHDZ L.

Specifications for starting and packaging
materials

HERHRUVEEHHDODREEE

4.14 Specifications for starting and primary
or printed packaging materials should

include or provide reference to, if

_______ applicable: ]
a) A description of the materials,
including:

The designated name and the
internal code reference;

The reference, if any, to a
pharmacopoeial monograph;

The approved suppliers and, if
reasonable, the original producer of
the material;

A specimen of printed materials;

Qualitative and guantitative
requirements with acceptance limits;

e) The maximum period of storage before
re-examination.

414 HERM.—RVDEMHXIEHR Sz
BEMHORBERX. UTOEEZELC
X (ZETLH58) TREERT &,

a) HEEMHORELR (LTOFEZET)

BHESNEEMEAUVHRASRI-F

(tLbnhlE) ERAFEERZTZFDS
REIE
ARIN-HEXERVGEEITEY)
LEEMHORET

MRlShEMHORMER

___________ I

e) BREERAMO K XITEH M

Specifications for intermediate and bulk
products

FREIBBRONNIBBDREEE

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

415 BEBERT Y JIZDOVWT . XITFHEEIR
UNLYVERBEBELELLEIRZTERMS
CERLT., dEESKRERUNLIEZOR
RENFAHAGETHSI I L, BEHAKE

similar to specifications for starting FEE. EEXERHXEIERESOREBE
materials or for finished products, as ICELEEDTHDH L,
appropriate.

Specifications for finished products SREFDHEE

4.16 Specifications for finished products

416 EREBDOHABZEFZ.UTOEFEZET

should include or provide reference to:

XIEsBEERT C &,
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a) The designated name of the product
and the code reference where
applicable;

c) A description of the pharmaceutical
form and package details;

e) The qualitative and quantitative
requirements, with the acceptance
limits;

f) The storage conditions and any special

&) 3Ba—F

e) EMHMRUVUEEMNLGEREE (FERRF
ZET)

f) REZHRD (ZEIT556) MikLE

handling precautions, where DHEANGEESEIA
_________ applicable;
g) The shelf-life. g) B EM
MANUFACTURING FORMULA AND HELAFRUIEEHE

PROCESSING INSTRUCTIONS

Approved, written Manufacturing Formula
and Processing Instructions should exist for

ARASIh, XEELEShE-E2E0LHF5RUVIER
HEx, BECERUNYFHALA X EIZHE

each product and batch size to be |95 &,

manufactured.

4.17 The Manufacturing Formula should |4.17 # &M AIX. UTOREZEL &,

_______ include:
a) The name of the product, with a a) HROEM. TORBEICEHEMNITIHE

product reference code relating to its
_________ specification; ..

b) A description of the pharmaceutical
form, strength of the product and batch

_________ e
c) A list of all starting materials to be
used, with the amount of each,

described; mention should be made of

any substance that may disappear in
_________ the course of processing;
d) A statement of the expected final yield
with the acceptable limits, and of
relevant intermediate yields, where

applicable.

mSEBa—F

b)) M. HNEDAEBRUNYFHALADR
sk

o) ALAHEEHLETOUREL (BHHRE
L. IZTOEEBTHEHELXTIYWEHEL T
g B &)

d) i ThIERNEDRH (FEREIE
ZE88) . RV (R4 T 558 BET S
B fE IR £ O &2 #

4.18 The Processing Instructions should

_______ include: ]
a) A statement of the processing location
.........and the principal equipment to be used;
The methods, or reference to the
methods, to be used for preparing the
critical equipment (e.g. cleaning,
assembling, calibrating, sterilising);
c) Checks that the equipment and work
station are clear of previous products,
documents or materials not required

for the planned process, and that

418 TRERERX. UTOEEZEL Z &,

a) TNIRZITSHEHREAVAVSELE
& O it &

b) EEREEDERBMER (B AE.FHRIL.
HMIT.RE. RE) OAFE. XITEZA
EDSRE

c) EERUVHEEBICUROES. 7855
TEHRIRBICFRELGXEPLPEMHELAG
ECBVITKENFFILESNERICS
TWdZEDFIVY




equipment is clean and suitable for
~d) Detailed stepwise processing |
instructions [e.g. checks on materials,
pre-treatments, sequence for adding
materials, critical process parameters
BN 15 S S T DG )
e) The instructions for any in-process
.......controls with their limits;
f) Where necessary, the requirements for
bulk storage of the products; including

the container, labeling and special
_________ storageicanditionsiwhereiapplicabloiii

special precautions to
observed.

HHMoEREMTIEER (X, BE#
HOFzv ., AALE, R#HHOFMNIE
F. EELQIRBNSA—42 (BKHE. BE
F) )

e) TENEE (REEZEL) CHRIHEX

(LELGEBR) BREONLIEFBROEKRK
EFH (BEHR.RTRV (RETH56) B
MGREFEEHEZEST)

9) ERIRNEHINLGLIEER

Packaging Instructions

4.19 Approved Packaging Instructions for
each product, pack size and type should
exist. These should include, or have a

_______ reference to, the following:
a) Name of the product; including the

batch number of bulk and finished

L broduct
b) Description of its pharmaceutical form,

and strength where applicable;

"~ ¢) The pack size expressed in terms of
the number, weight or volume of the
product in the final container;

~d) A complete list of all the packaging
materials required, including
quantities, sizes and types, with the
code or reference number relating to
the specifications of each packaging
material;

T e) Where appropriate, an example or |

reproduction of the relevant printed

packaging materials, and specimens
indicating where to apply batch number
references, and shelf life of the

L Products ]
f) Checks that the equipment and work

station are clear of previous products,
documents or materials not required
for the planned packaging operations
(line clearance), and that equipment is

........Slean and suitable for use;
g) Special precautions to be observed,

including a careful examination of the

area and equipment in order to

AREEE
419 HR AEDBRERUVEHREILIC, AR
ShE-EBEERENHDLIZ L, Thoa
EERERZX. UTOEEZEL (XIS
________ MEErd) <&
a) HEOEM (NLIVHEGRUREESZD
NYTFEBZET)

c) BMRBFPNHGOHE. EEXEE
TRLIEEEY A X

d) ERShIBEMHMETOEELY X
P (BE. VA X . BERUVEEEMHO
RREICHERNTSII—FXESRES
ZET)

(EE) Rl ch-EEAZEHMHOERER
AXFHEHRR, TTITNYFEEDS
BRERUVEGOADHEEZEZICTXRTT S
h O 5 4l

fy BEERUVEESICURDODER., 785 &
TEOREFEICTELXEVCEMHELL
WS E(TZAVOP)TIIUR) HTVICE
ENFRELESATHERICBELTWLSC &
DFTYY

g) BRI ARNEHANLITESTE (FEXEXHE
TRIRMDSIAVINVTSISVRERLOD




ascertain the line clearance before
operations begin;

"~ h) A description of the packaging
operation, including any significant

subsidiary operations, and equipment
to be used;
i) Details of in-process controls with |
instructions for sampling and

acceptance limits.

h) 8% X (EELCHPERRVAVDE
BEZzE2T) ORE

i) RABRDMICHFLIERRUVHFRRREML
. ITRREEDFM

Batch Processing Record

Ny FIEERE

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:

~a) The name and batch number of the
product;

b) Dates and times of commencement, of
significant intermediate stages and of
..........completion of production;
Identification (initials)
operator(s) who performed each
significant step of the process and,
where appropriate, the name of any
.........person who checked these operations;
d) The batch number and/or analytical
control number as well as the
quantities of each starting material
actually weighed (including the batch
number and amount of any recovered

or reprocessed material added);
e) Any relevant processing operation or
_________ event and major equipment used;
f) A record of the in-process controls and
the initials of the person(s) carrying
_________ them out, and the results obtained;
g) The product yield obtained at different
.........and pertinent stages of manufacture;
h) Notes on special problems including
details, with signed authorisation for
any deviation from the Manufacturing
........Formula and Processing Instructions;
i) Approval by the person responsible for
_________ the processing operations.

Note: Where a validated process
continuously monitored and controlled, then

420 Ny FIRBEEERX. HEShE=NNYTF
CEITRETHE, BITARESATL
SEENARVIEEHNENDKIEMNIC
HOCZE, Flel UTORBHMAALT
WwWasZ &,

b) WEDKEY . EELFHBER VLS
D#EbY DA R U

o) IRBTOEEERATYIERM LI
£EOBAN (1= v L) RU GBE) %
NoEEEFTYI LEEDER

d) Ny FEBEERUV / XFHREESZES . I
VITEHERHOERICFHASAI-ES
(NyFEE., RURBIR*FEREHEMNI
LTHWMALGhEEMEEST)

(*RE: HH LRSI OB (recall) TIEAH L,
WEBREICLHIMIP,Ir S BMPEERY BT C

e) METAIETCHOHFREXRITIER. RUE

_______ AlLrxoex®
IENEBRUVZINZEBELI-IEESR

DA v )LDEHFK. ETLICTH SN -

h) B#AGCHERICEY SELHE (RALA X
UIRREREMNGALONMERLEZBED
HESRARUVERAYERIZZET)

N TF—hrEIhEIRBZH#ENIZE=S
TEELTWABEICBLTHEHEMIZHE
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automatically generated reports may be
limited to compliance summaries and
exception / out-of-specification (OOS) data
reports.

BEh-HEEQF., BEHMEERVER R
45 (00S) T—E2HEEICR-oTHERL
Tk,

Batch Packaging Record

Ny FEHEERE

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

. nstructions.
The batch packaging record should
contain the following information:

a) The name and batch number of the

product;
"~ b) The date(s) and times of the packaging
operations;
~¢) lIdentification (initials) of the |
operator(s) who performed each
significant step of the process and,
where appropriate, the name of any
.........person who checked these operations; |
d) Records of checks for identity and

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

e) Details of the packaging operations

carried out, including references to
equipment and the packaging lines
used;

f) Whenever possible, samples of printed
packaging materials used, including
specimens of the batch coding, expiry
dating and any additional overprinting;

Notes on any special problems or
unusual events including details, with
signed authorisation for any deviation
_________ from the Packaging Instructions;

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 there are robust electronic controls
in place during packaging there may be
justification for not including this
information;

421 Ny FEAEEHEEFX Ny FIEXEFE
SN TN FIEITRET S
E BEEREOZABEMRICEISI L,

Ny FAEDHEZEICIE. ULTOERHN A
2TWadZ &,

c) IBNDEERT YT EZEHMLI-1EESE
DEAN (A =% ) RV (BE) Th b
EZFzv I LE=-EDEE

d) A% ERELOR—MHRUARICRKD
FIv/ORE (IRNEEORKEZES
&)

o) RMLE-SEAEORM (AVEEEBR
VEESA OBBEREED)

(AJETchHnIE) FRALE-HRBIALE
EHBEOH LTI (N FRE.FEHLR
EUVUEMMABRAAMNRBMOEMREERZ S
g) BALMBEXEIEETCHEVWEERICEAT
ZEEZT (AEEHEINLEBNHIL.
ZTOHEMHFHA, BERAYERRZET)
ETOHRBEIAE-BEHHBEBRUOENILY
BRICODVWVT.HEL.EAL.BELX
FEEICRLEZHBERVSRBESX(EHE
MES. . TVICHELOIE-ESOHE GEY
BEMERZTSLO) . BT 5MICE
BEEFHEENE--TWNWDESX.
DEBASENHEVWELLEREGY B
3o

—
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i) Approval by the person responsible for
the packaging operations.

i) BEFROBEEEICK KR

PROCEDURES AND RECORDS

FIEERUVEHE

Receipt

ZA

4.22 There should be written procedures and
records for the receipt of each delivery

of each starting material, (including
bulk, intermediate or finished goods),
primary, secondary and printed

packaging materials.

422 FHERM (NLY . P&, ¥R ZE
BT) . —REEMH., ZREEMHR
UHRl Sh=za&EMyco>0T., B&E I
EIC. ZRADFIRERVRHELH D C
&,

4.23 The records of the receipts should
_______ e e
a) The name of the material on the

delivery note and the containers;

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

name;

&) Manufacturer’'s batch or reference |

o numbery ]
f) Total quantity and number of

_.......containers received; |
g) The batch number assigned after

receipt;

h) Any relevant comment.

423 ZADEHRERF. UTOFEZET C

a) EXGEERUEBHFICEHINATWLWEE
¥ DB R

e) HEXZENFLENYFESXEISHE
g5

f) BANE-BHEORERUVAHK

h) BEE¥ Ha 4>k

4.24 There should be written procedures for

424 HERHM. AEMBRVMBORM M (E

the internal labeling, quarantine and H) OD#HAEXRT. EARELVICEBEIC
storage of starting materials, packaging BRAFIBEENH S &,
materials and other materials, as
appropriate.
Sampling = AEER

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

425 RAEBEMOFIEE (AWSAFERUVEE
iE. FMISE. LVITERMBDFTER
VUnBNELZHTLSI-ONDIEEEZ
BU) AHd &,

material or any deterioration in its
quality.

Testing B

4.26 There should be written procedures for |4.26 B ENE L I2BEMB TREMHERUVHER %
testing materials and products at HBRITL-DDODFIEENHY . TDAE
different stages of  manufacture, RUAWSEHEEzRERBRLTWLWEZ &, E

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

ELi-HBRET, B&IT D&,

Other FOfh
4.27 Written release and rejection |4.27 G - A ERHUEOFIEEN. EHH K
procedures should be available for VEBIZTODVWTHARETHDIZ &,
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materials and products, and in particular

for the certification for sale of the
finished 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.

. RBRBEBORFTFICOVTH -V I A
X RR—v oIk HFEEF*ICF A A &
ThHdEt, ETOREBEZ. £ -V
AXRFNR=—VYIUAFAATETHSC &,
HAUAGHERVEET - FDBENSH
BEIVATLNEL-TWVD &,
(*FRE:BFATHE, YEUBOUERFEHENSE
EEEEHET 3)

4.28 Records should be maintained for the
distribution of each batch of a product in

428 (WETHNIX) Ny TFOERIINZEZASIC
T5-H. BEODEZENY FOEZEIZDLY

order to facilitate recall of any batch, if TREHREZREITDH &,
necessary.
4.29 There should be written policies, [4.29 LUTOHICODVWTEBE . XEkLEShi-A

procedures, protocols, reports and the
associated records of actions taken or
conclusions reached, where appropriate,
for the following examples:

— Validation and qualification of
B processes, equipment and systems;

— Equipment assembly and
calibration;

________ = Technology transfer;

— Maintenance, cleaning and
sanitation;

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

____________ effectiveness of training;
________ - Environmental monitoring;
________ T Pestcontrol; .
________ = Complaints;
________ T Recalls; .
________ ToReturns;
________ ~.Change control;
— Investigations into deviations and
____________ non-conformances;
— Internal quality/ GMP compliance
____________ audits;

— Summaries of records where

appropriate (e.g. product quality
____________ YW )

Supplier audits.

ft. FIEE. ERFTEBE. BREFERUVE
CH-HEXFRELL-HER/ICEEST 3
BRENH D &,

IR, EBRURATLONYY T—2

___________ AV GICESERFME
C EEBQOMEITCRUKE
- W&
- RYEHE. ERLRUEA
A AE (B2 YR . GMPRUHE
EEOXBIR. ERRUEE. LT
CHEINGOMEORIESD)
- BEE-syvy
_______ - B®WBR
_______ o EW
_______ - B
_______ SR
_______ - EKEE®E
- BRMEUFBEEOEERE
AN REEZEE. GMPETOEDAR
- EE.DSHEZOBE (flzxE. RARRE
)

HEXBOERE

4.30 Clear operating procedures should be
available for major items of
manufacturing and test equipment.

430 2 EHBERUABEEODETELRIER IC
DWT., ARELEREFIEBENFAATRET
HBHZE,

4.31 Logbooks should be kept for major or
critical analytical testing, production
equipment, and areas where product has

431 FELGXRIEELGHSHHAR. HEEE.
EUVEHSEAMISATWLSREICDL
T. EXERFZRHTEHI L, EXERLRK
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been processed. They should be used to

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.

BEIEE., AZRBEOER. KEHIE.
RE. RTFEE. FREXEIHBEBDOMEXE
(BRI RVENLGHEEZIT>=E DH
EEC) . KRRIICEEITSA-OEHR
THI &S

4.32 An inventory of documents within the
Quality Management System should be

432 BEBIRASAVIFVRATLANOXER

BREREIT S &L,

maintained.
CHAPTER 5 E5E
PRODUCTION &
PRINCIPLE = Rl
Production operations must follow clearly | &/ %X, BAEICHRESIN-FIEEICHK -

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

THbhThEaohn, UEFEET, BE
TRBEOHERZEETSI-OGMPOREA %
BF L., ZETHIHEHFTRVVBRFTRBICH
2TWEHITAEE S AL,

the relevant manufacturing and marketing

authorisations.

GENERAL EREIHR

5.1. Production should be performed and |5.1. B&(X, Beh - ERDHIEMNERE L .
supervised by competent people. EBETHI L,

5.2. All handling of materials and products, [5.2. 2ARURSRE. BARR., F&. X
such as receipt and quarantine, ~,BEL. NI, @S TICRES.
sampling, storage, labelling, dispensing, EMHERVEGOREKEVWETE., FIEE
processing, packaging and distribution XFEREESYICTVL., (BWELBZE)
should be done in accordance with iR AHI L,
written procedures or instructions and,
where necessary, recorded.

5.3. All incoming materials should be |53. £ TOATREMHEZFz v oI LT, BBZE
checked to ensure that the consignment SNT-RPARIEFYTHIEZHR
corresponds to the order. Containers T5IL, BHRIET WELBE) Bl
should be cleaned where necessary and L. iIEDREHERTT H &,
labelled with the prescribed information.

5.4. Damage to containers and any other |5.4. RBDEBEOEN. EHHO REIZEFE
problem which might adversely affect the ZBREFTETALLHISBMENDONIEE.
quality of a material should be FEFAEL. LHITHELELIT, REE
investigated, recorded and reported to HMMICHRET S &
the Quality Control Department.

5.5. Incoming materials and finished |[5.5. AMBRMHERUERAERZIE. FAXIEI
products should be physically or BOE#M ML, HEXEFHETOAEHE

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

TH5FET. WEMICXEIEELE, RHoF
BT DHE,
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5.6. Intermediate and bulk products |[5.6. FREERRUNLIVERZELTEAL
purchased as such should be handled on FEHAE., ZAOBICHEREN & L THR
receipt as though they were starting Uk > C &,
materials.

5.7. All materials and products should be |5.7. 2 TOEMBRUVE R IE. Yz ELH
stored under the appropriate conditions NEOLE-BEULGEHRTT. Ny FOmEE
established by the manufacturer and in RUEEORD—T—2 a3 UNagEesisd
an orderly fashion to permit batch EOBREFTRTAH &L,
segregation and stock rotation.

5.8. Checks on yields, and reconciliation of |[5.8. IREDF z v I RUBENEEZEZLE
quantities, should be carried out as CIECTEBEBLT., FEBREEZHAN D
necessary to ensure that there are no EENLGVEZEHRET LS L,
discrepancies outside acceptable limits.

5.9. Operations on different products should |5.9. EH3E RKICODVWTOREEF. EREV

not be carried out simultaneously or
consecutively in the same room unless
there is no risk of mix-up or cross-
contamination.

RXFEDVRINEETHRWVRY ., A
CEEXZTRBICXIEERL TT->TIE
AN A AT

5.10. At every stage of processing, materials
and products should be protected from
microbial and other contamination.

510. TEOZFERET. EMHRUVERZEW
EMEDOHMDOFENGRET S &,

5.11. When working with dry materials and
products, special precautions should be
taken to prevent the generation and
dissemination of dust. This applies
particularly to the handling of highly
hazardous, including highly sensitising

511 EBREBORMHURVAEGENERXRT S

C A

B, ERORERVGEMEHILET 31
HEALFHEBEEELS L, ChIE
Bio. BEICRRE (SBREMESD)
MB*REQOWRPICYE TIEE S,

materials. (*FRE:-BAF. SRY. SRE, ME TBEBE
RIEZRIYPELGRENKET D)
5.12. At all times during processing, all [5.12. MIPEXEHR. 2 TOEMHE. LI D

materials, bulk containers, major items
of equipment and where appropriate
rooms used should be Ilabelled 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.

FH. AVSETELREEBERY (BE) F
EEFC.MITATWAEGXTEME.
TOAM (ZETHEEE) RUNYFE
BEESRLTEINARXEMBORTTHET
52 &, (BBITDHEHEE) TORTIZ.
REOEBITT &,

5.13. Labels applied to containers,
equipment or premises should be clear,
unambiguous and in the company’s
agreed format. It is often helpful in
addition to the wording on the labels to
use colours to indicate status (for
example, quarantined, accepted,
rejected, clean).

513. RHR . ZEXIEYICERAT ARTIE.,
BN ODBHMTHY . EENEGELED
FA—IVFTHST E, HERTLEDX
ElCmMAT. K& (HAE. EoRES.
Bl - FAEK. FREH) TBRBHITLT
TICERF, BELOGEEERATH S,

5.14. Checks should be carried out to ensure
that pipelines and other pieces of

514, Fxz vV %7T->oT. BEHHERUVERZ
HHARENMNGAHRBAMET H-6HHW
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equipment used for the transportation of
materials and products from one area to

bNEHBRBEOREZTNDHDOMBERAMAEL W
FETERIATWLWLIEZHERT S C

another are connected in a correct &
manner.
5.15. Any deviation from instructions or |5.15. ERZEXIEIFIEEM 5 D& B (L. TTHE

procedures should be avoided as far as
possible. If a deviation occurs, it should
be approved in writing by a competent
person, with the involvement of the
Quality  Control department when
appropriate.

BRYEBTFSZE, BRARELEZBS
F.REEEHMAABEESMLT. &N
ROHLIENEBTRREI S &,

5.16. Access to production premises should
be restricted to authorised personnel.

5.16. HEBY~NDI AL,
CREF S &,

BESNEANE

PREVENTION OF CROSS-
CONTAMINATION IN PRODUCTION

BEICETAXRRFEOH L

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 wused for
manufacture of medicinal products) and
herbicides, should not be allowed in
areas used for the manufacture and / or
storage of medicinal products.

517. EEGOREIZREIRERA KR V% H
T.EERTHRVARZEET S LIE.
BE. #8552 ¢, EEL E3ERUY
LUTICEERENTWVWEIEERORXXFL
FHLETHHEZEALBDISEEICHEL
T. TORYMERTENTENIL.,
HEINGL EEROEE - IFEICHE
Pnd3REAT. % (HRE. FRA
(EEROEZEICAVLVLIDBEEER
<) RUBRES) O#HE - FEETS
EEFHFEINGL,

5.18. Contamination of a starting material or
of a product by another material or
product should be prevented. This risk of
accidental cross-contamination resulting
from the uncontrolled release of dust,
gases, vapours, aerosols, genetic
material or organisms from active
substances, other materials (starting or
in-process), and products in process,
from residues on equipment, and from
operators’ clothing should be assessed.
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

518. BlORERMHEXEHEHMZICL D, HERH
XNEHGDOFRZEZEHLET S E, REE
DHEOHFERM., TEPORMBRUR

BRFELOEBEY. TVITEXEDE

]
AA
- LA B L . - .
Ko, BRR, AR, %K. I T7YV—I,

EEYWEXEIHMEMAFEIAITICHRE
TEH5IELEICERTAFAEDRIXFEDY
A9 EFMTHd2E, CS5LEVRID
EXME. FEYVEOHERUFLIAN
PEGOMEICLIVELGD, RXFEDH
RLVPEREGQYDLTVERBIX., FHTEK
EEhs8ERRUERHMEICHOE->THER
ShBERTHD., L. B&KFLOD
MERVEEIZE-2TIEH. Do IHIHG
DEHEENBEDODREHICIHT DRI %
L -59,

36




risk to patient safety dependent on the
nature and extent of contamination.

5.19. Cross-contamination should be
prevented by attention to design of the
premises and equipment as described in
Chapter 3. This should be supported by
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.

519. EIEICHRB TN TWLWE LI, Y
RUBBEBORFICBELTRRFREMN
¥ 52 &, BYTRMAEEXITHEB
MiEE (RXFEODIVRVZHET 51
OOHEMAOBRMEDSHSFRILTO
TRXREZEL) OTAOERBHRUERIC
BEISACLIZEY., KRFEDOBH LN
XEEIND,

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, selfcontained
production area within a multiproduct
facility, where justified.

520 REYRIIXDAbOTOERGE
HERUEMHOFEMZzEL) ZRAVNVT., ®
ETHAHMORXFE) R EFFM L.
EEYT DS L, RBFEFEORFKRUA
B.ABRUEHHOBR. MEMERE.
FEEOYMBEELZHEE. TERFME. 7%
7R ER, RULZEGOFMmMN 5 E
Or-BEEMEOREMBICH CE-OMERN
ZEN0EFRLBERI S L. MEYRYR
ZFOAPFPOTOERDOBERICED L
T. BEMRURBEHFEOHAREIHG
BHICERALI ILERERVERAZETE S
AL RENDHRBICAMNLIBMUZE
RAiEd . REHRERFREAKREZERLT
L EFENRTD. TORLEEERT
CENTENE, BHEGZEZHRSERNA
CEWNT., RS E-HLAOHIE X
CHREFHZREIT A ELHFRTSINGF
%

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:

521 RBEVRIIFXDA DT ERAD
BRICEDWVLWT., XXFBRERIZCRDIURY
FEBITDLORODONIBMHUEER
UHBMEEDSHBEZHEEIE S I L,
EAMWBEERVEBMEBEEICEIULTIASE
EFNBEIN., CALICELSEL,
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i. Dedicated manufacturing facility
(premises and equipment);
~ii. Self-contained production areas
having separate processing
equipment and separate heating,
ventilation and air-conditioning
(HVAC) systems. It may also be

desirable to isolate certain utilities
____________ from those used in other areas;
Design of manufacturing process,
premises and equipment to minimize
risk for cross-contamination during
processing, maintenance and
____________ cleaning; ..
of “closed systems”
processing and material/product
____________ transfer between equipment;
Use of physical barrier systems,
including isolators, as containment
____________ measures; ...
i. Controlled removal of dust close to
source of the contaminant e.g.
____________ through localised extraction;
ii. Dedication of equipment, dedication
of product contact parts or dedication

of selected parts which are harder to

clean (e.g. filters), dedication of
____________ maintenance tools;
viii. Use of single use disposable

technologies;

. Use of equipment designed for ease
of cleaning;

x. Appropriate use of air-locks and
pressure cascade to confine
potential airborne contaminant within

____________ a specified area;

xi. Minimising the risk of contamination

caused by recirculation or re-entry of
untreated or insufficiently treated air;

Use of automatic clean in place
R systems of validated effectiveness;

xiii. For common general wash areas,
separation of equipment washing,

drying and storage areas.

i. Dedicating the whole manufacturing
facility or a self-contained production
area on a campaign basis (dedicated
by separation in time) followed by a

RASIN-IBEZR®"EVRERAN SN
f-mE-#x-ZH (HVAC) VR
TLEEITSH.HLAODHERSE, 45
EQ1I—T4VT4Z AMRETHWL
bnd1—Ta4UTahonHT S
CENEFLWEAELD S,

IREh, RFEEBEDRVFSRLS
CETE2XXFBFLIZHRDIIVRI Z2H
MET BES5BETRE . EVRVUERR
=HREtT 5,

ITRRUVEMH ER0XEHED
BEIC TAESATL] 2AVW5,
HADEBELTHEMNYT IR
TL(FAYL—2FZEL)ERAWL5S,

SERWE DS RO EE % 5
LBRET2 (Blzld. BR#ES).

HEErERLIT S, HMEITHEMT
5MBRXIETFRENLENEH & E
Esnhf=-8& (HRIE. 7201L3) %
ERALLTS.BTFEERAFEZEFERHIL
UL A—RADT 4 RAKR—H
_____________ INBHEAVE,

BARIELZEZBZICITAD&ES
. hEBEEAVE,
BEMOGEZEMHSTEYEZRERE
RIZCHLAHDELS>. T 709y IRV
SREART—FZHEUICAWS,

RUBXITLELALTT+DBEELRD
BRERBEXIEIBRAICERT 5521
_____________ Ao ERMET B,

EHMHELAANYT—FEShzBEC
1P (EEBRH) YRTLEMLD,
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HBORXRE. ZBERUVETBOSMZEN T
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cleaning process of validated
effectiveness;
~ii. Keeping specific protective clothing
inside areas where products with

high risk of cross-contamination are

____________ processed; ..
iii. Cleaning verification after each
product campaign should be

considered as a detectability tool to
support effectiveness of the Quality

EXEZERLELI S (FEAMTEHICEK
_____________ sEAL).
XEXBEOVRIAEVE G ZF IR
SRHERNIZEVWT . FEDHREKREZE
A9 %,
BFXxvoR—VHEZEDEFERIED
RIF.EBEBW)RIDBBVWEEZR S
NEZBERICHEDIGEHEIRIIRIDHA
DhrOT7T IO —FOEMNMEEEMNT

Risk Management approach for DBEHEHY—ILOVEDEERD L,
products deemed to present higher
_____ TS K e e
_______ iv. Depending on the contamination risk, iv. B YRJIZHELT,. ZRFHEYE
verification of cleaning of non EXEEBAOBEHICLSIFTERIIHT
product contact surfaces and ZEBEREOEANMHEERIET HH
monitoring of air  within the C. 8 REEMEOEFRLOKRIE. i
manufacturing area and/or adjoining VICHEBERERUV / XEBEEREA
areas in order to demonstrate CETIZERDE=ZA2Y T E1TS,
effectiveness of control measures
against airborne contamination or
contamination by mechanical
transfer;
________ v. Specific measures for waste handling, V. REYPLE, FEREEFEKRVTENT
contaminated rinsing water and ERICHITIEFEDHE
soiled gowning; 1
________ vi. Recording of spills, accidental events Vi. . TEOEEXFIFIEEER %
or deviations from procedures; |  ®E®%Y4.
________ vii. Design of cleaning processes for vii. ZOFESEETOERBEKICERE
premises and equipment such that Z2YURIDPBEVES BEVRUHRRED
the cleaning processes in FERIETOEREERFHT S,
themselves do not present a cross-
contamination risk; 4
"""" viii. Design of detailed records for| viii. RBINEFIBEEL Y DE S
cleaning processes to assure LORETEHERIZTDLS. 85T
completion of cleaning in accordance AtEtRICHIFHRGTEREOV LR
with approved procedures and use of D, T, BERUVEEREIC,
cleaning status labels on equipment BEHREIEKEBZRIINILZAWLS,
and manufacturing areas; | .
"~ ix. Use of common general wash areas ix. *AO—MHEEFREFEET X v o R—
____________ on a campaign basis; |  rRE#HIANS,
x. Supervision of working behaviour to X. fETAHEZEEBELT., HFINHEOH
ensure training effectiveness and MHRVCBEUGFIEEEDOET K
compliance  with the relevant Ry %,
procedural controls.
5.22 Measures to prevent cross- (522 XRXBFLEZMHLETLIHEERVZTOED
contamination and their effectiveness ME . FEDFIBICEODVWTELHMICE
should be reviewed periodically BT 5 &,

according to set procedures.
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VALIDATION

NYyF—3ay

5.23 Validation studies should reinforce
Good Manufacturing Practice and be
conducted in accordance with defined
procedures. Results and conclusions
should be recorded.

523 N)FT—2 3. GMP %31t3 %1
DTHY . MEDFIEPEEBYICERT
52 ¢ BERUBERZRHET S L,

5.24 When any new manufacturing formula or
method of preparation is adopted, steps
should be taken to demonstrate its
suitability for routine processing. The
defined process, using the materials and
equipment specified, should be shown to

524 HHROHEENAXBFARAZZHERT
P2BREF. ENHABEOIRICEST S8 %
RIATOIBRBEHROILE, BREDODRERMH
ERUVEBEZRAVAIRESAEZIREIZION
Tl ROohbdREOHGNIEEMIC
TondEzZETRI &,

yield a product consistently of the
required quality.
5.25 Significant amendments to the (525 ESAERV  / XEIIEBEEICEE

manufacturing process, including any
change in equipment or materials, which
may affect product quality and/or the
reproducibility of the process, should be
validated.

EREIETANHIBETIRE~ADEKX
BRE (REXFIRERMHBOEEZET)
F. NUT—FrF B &,

5.26 Processes and procedures should
undergo periodic critical re-validation to
ensure that they remain capable of
achieving the intended results.

526 V)T 4 HANLE*REFNYTFT—2 3 Y
ZTEHMICIT-o-T., TEBRUFIENFRLE
DIEREERNTETILIEZHRI S L,
(*RE: RBABNERRTEDES5H)

STARTING MATERIALS

HERH

5.27 The selection, qualification, approval
and maintenance of suppliers of starting
materials, together with their purchase
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

527 HHEFERHMOMBEZEOEIR., BT
fi. RRERUVHEFEEICONT, HZE
EEHOBARUZALLIIZ. EER
MEBVATLO—HELTXELRT S
t, TOEERT, WEIR. YT 534 F
I—VOBRBEMRUEBEZRBIAEERIC
FRHIIIERHWLTRARZEEL T.
BrORHMICEEIT SV RVICELEE
BLRLETEHILE, EHBEE-RH
DEBOEFTEHREZRET S L, £
NOHEREIZREIDIREI Y TIE. #HHEE
E. YIS A Fz—CRUVEET ZEE
DRYVICHAT A2 HFOMBEEET S
. HERHIE, BEARCEZERESR
DHEEXEMOCEEBATLH L,

material.

5.28 The quality requirements established by | 5.28 B EXEAEH-HEREHICKR I A E
the manufacturer for the starting EHICOVT., TOHBEFEELHEL.
materials should be discussed and EETHILE, TOHE. ABRRUEHE
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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.

CEII2EBUNLHEE (KL, RT. &
ZRUBRZEH. HF. BIR. LTWIZFH
EBRHEFRZET) €. EXGRER
RORXRIEMEREITEVNTXELRT S
Eo

5.29 For the approval and maintenance of

suppliers of active substances and
excipients, the following is required:

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.

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.

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.

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
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corrective and preventive actions should
be implemented.

"~ Further audits should be undertaken at
intervals defined by the quality risk
management process to ensure the
maintenance of standards and continued

use of the approved supply chain.

.....Excipients
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 Pl 045-1
‘Guidelines on the formalised risk
assessment for ascertaining the
appropriate Good Manufacturing
Practice for excipients of medicinal
products for human use’.

MEBYVRIIRXDAD PO TOERT
HEL-HBRECTEICEEZ*EREL T, &
EEHMBFEEL. KRS TS5A4F
I—VEHRBELTCRAWVWSEZHERT S

S
________ A
MEBYVRVFMOFLERICE DS, FMA

RUBRMEOBRKEEZEVICERT
53¢, mBYVRVEMIEF. PIC/S
HAKESA2UPI045-1TE FREEZD
AMFICH ST L2BUHEGMP & HER

5O ERLGEFHEETELEEINFURYD
SEMICRET 244 KFSA4 21 I ->TIE
XL FHKE LT BHL,

5.30 For each delivery of starting material
the containers should be checked for
integrity of package, including tamper
evident seal where relevant, and for
correspondence between the delivery
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.

530 HERHMHIABEINIEBIZ. ZTODRFHFIC
2WT, BENDEEMN (RLATHBE.
HEZETL) 2F v 03 5EEHI12.
MERE. RIE. HBEEXEBOIANILLEY
SEERHEEEEINRETHIRBINE
HEXE -#HBEEEFBFREOBICHEND
TWEZ2F vV 352 ¢E, BEEIND
BONLZRBEFzVvIEXELTSHZ
Eo

5.31 If one material delivery is made up of
different batches, each batch must be
considered as separate for sampling,
testing and release.

531 1TEIORMEENELEZ NNy FTHER
ShTW3iEE8EF. REER., B RUV
HEODABHTEIZCDOWT., £/5y F LR

LDEEZBHTNRIE G,

5.32 Starting materials in the storage area should be
appropriately labelled (see section 13). Labels
should bear at least the following information:

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

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

iv. Where appropriate, an expiry date or

a date beyond which retesting is
____________ necessary. .
When  fully computerised storage
systems are wused, all the above

532 WBERHIZCHLIEHER#Z BEUICERTR

$52¢& (13IEBERB) . &l %L

________ ELUTORBESDCE,

i HEOEESNE-L2HRV (AT D
B5E) #AOSEa—F

BE. AEMORKE (HIZEF. RHR
g, ABP. &% - TEH)
 iv. BE. ERAMEEXEThEMZ D E
YFRANABEERZAN
 RRICAVEa1— S EREFERYRT
LERVSEEE, LROBHRETHY
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information need not necessarily be in a
legible form on the label.

FTLELESANILLIZEABMNEBETH S
CEEELIGL,

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).

533 HERHMOBEFTONEYOR —H %
HEICTIEUVLFEXEIAELNHD
L. BRAERSIAEZNILYDERIE.
BHESNhDIE (F6ESH)

o

5.34 Only starting materials which have been
released by the Quality Control
department and which are within their
retest date should be used.

534 mEEEPMTEBHESIALZ. VTR
PR FEDRNOHEERHOAZHERT S
S &
(xFRE-532HiV.TZhEMAHEY TR PAY
ELBHEM])

5.35 Manufacturers of finished products are
responsible for any testing of starting
materials® as described in the marketing
authorisation dossier. They can utilise
partial or full test results from the
approved starting material manufacturer
but must, as a minimum, perform
identification testing* of each batch
according to Annex 8.

"3 A similar approach should apply to packaging |
materials as stated in section 5.45.

4 |dentity testing of starting materials should be

535 %%%Eﬁ@%iﬁ%%‘& HﬁJLﬁnlh = I:EE
MEALTWA2HERMEI ORBRE TIC
EREEFETAH R, RBRSh-HERH

REFXFENILODABHKRDO—HXEIET
ERRAITEHENTESD, RER. &

NYFORBRRABRT4E. 7Ry R8IC
EOWTEBLEBETAEES L,
(xR BATHR. YZVULORUEHERZTLEAT
BADHBATOREICBLCEM T 2EE%H
3 545 EICET&LOSIC. AEMBIERLT
YRABOT7FIO—FEr LB L,

T4 HERHMOEIABRAS., ZEATH5HRETX

performed according to the methods and the REOHBRUABAZIZCE IV TER S
specifications of the relevant marketing nTWadZ &,
authorisation dossier.

5.36 The rationale for the outsourcing of this | 5.36 HEBOANAHEFEIZODOVWTH. ZOAEMY
testing should be justified and BIZEZRL, XEET D EELEEHIT, UT
documented and the following NDEHIZEET D L.

requirements should be fulfilled:

~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; |
ii. The medicinal product manufacturer
should perform audits, either itself or
via third parties, at appropriate
intervals based on risk at the site(s)
carrying out the testing (including
sampling) of the starting materials in

order to assure compliance with

i EEEE (Ef. HxEY. FERARUR
EL)ICHNGIEIEZH T, HER
HORERMZRFIT DAL EDITE
EEnhf-HERMICEBRBERNS =
MEBATESDIEZHRT A&,

EEROAEELEEFXI.GMP RUKRE
RBEICER A TLWIHEABRUHA
BRAZDETFZHEERICT SO HH
FHORR (BRAERZEL) 2EE
THREZICOWT.YRZIZELTHE
ULHEECT.BoXEIE=ZEHE %@
CT. EEZTS>2 &,

Good Manufacturing Practice and




with the specifications and testing
methods described in the marketing
authorisation dossier;

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

iv. 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,;

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.

i. HERHMOREXE HEXEEL DL
RSN E-HABRRELASZTICET . EY
BTERRUBRZATAHEESINE
BITEdEBRMN B SAT LD LS
ZERICEY EESAEHEREA
DEEIZODEFENYFAEREINT
WERENHERICHED(ZES LEREDN
AMELGEENTWEEEZKR),

iv. EEROAEEXBEIE. BEICHAZS
NNy FOFMOZARAER Z BHE
LT HLUANDODEEREEZED . HER
HEEXEFLOMSIICEHAL TEY G
BER (HEEXHEZRALEERBRZED)
FHT AL TOREXRITABK IO
TRICEXRBGEEIAHNIE BT T D
&

v. EEROBEERXRERX.VRXVICIELT
BULGERTE2TORBREER L (X
FRIEABIN-ZAHAERRZE
DTEREL). TORBRZLHZREMH
NDHEFXFEXRFIHEFTEORBRAE
HEBAE LRI A ET . HEARM
BALAZEOEELEZFIVvI TS
ECODRBRTRILOADFTEENEE
ShftBaEF. RRAEZERL T.
BYGHEZHRELAZE.ENORE
NETITLHIET . HZEMHMOREE
BEXIIHEBEEN O ORI HA
EDRAZRGEHLEDHZ &L,

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.

537 HERERHIT. FIEEICH->~T.EESH
EOAMNLWWELT, ELWVWEHRINE
B DODBULRTODEARBRICEHEICHFEX
FEHESNIEEHRTH L,
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5.38 Each dispensed material and its weight
or volume should be independently
checked and the check recorded.

538 b WHENEZERHBRUZTOE=E XX
RERFN@EICFzYIL, TFDODFVD
HRETHITDH L,

5.39 Materials dispensed for each batch
should be kept together and
conspicuously labelled as such.

539 bW HEhRERHBE . Ny FILITFL
HTHREL., TOENPBEBILDELSITERT
ERCER -

PROCESSING OPERATIONS:
INTERMEDIATE AND BULK PRODUCTS

THREX . PHEHGERUCALIRE

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.

540 TRFEXZHBI IAIIC.HZEXERE
ERUVEENEFEFTHY . BOAERICFE
THERHS., 2L, ER0ZREBEHOXE
PEVWEZHERITIBRBERT C &,

5.41 Intermediate and bulk products should
be kept under appropriate conditions.

N3

541 B KERUNLIERZ BULE

TTRET D&,

%

5.42 Critical processes should be validated
(see "Validation" in this Chapter).

542 EEIRBFX . NUT—F+FT B2 &,
EQ IN)T7T—23a3r) £8)

(&

5.43 Any necessary in-process controls and
environmental controls should be carried
out and recorded.

543 ELRIRBNEEBRUVREEEZEE
L. 89T 5H¢,

5.44 Any significant deviation from the
expected yield should be recorded and
investigated.

544 IFFWMENLLGDERGEBENH N L
BL. REABAET S &,

PACKAGING MATERIALS

aE#H

5.45 The selection, qualification, approval
and maintenance of suppliers of primary
and printed packaging materials shall be
accorded attention similar to that given
to starting materials.

545 —RAEMPMRUVHRBEh-EBEMH
DE-BEEOEE. BHMETM. RER
UHMBFEEICE, HERHICHT IR
ERBICHIEDEREZLS C &,

5.46 Particular attention should be paid to
printed materials. They should be stored
in adequately secure conditions such as
to exclude unauthorised access. Cut
labels and other loose printed materials
should be stored and transported in
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.

546 FHIR S =-#EICEEHNDTE Z L,
MHEUMAZHRIIE, BUICDLDEL
WRETEBETRAZE, Ay SR LE
DHDBEELOT WER Sh f=#%8(E.
BEZEBTILILOSRIN SN -FAHBHF
NTEHEBRVERTIZICLE, aEHMED
HHELIE, RBESEFIEZICHK-> T,
REINEZABOHFNITS L,

5.47 Each delivery or batch of printed or
primary packaging material should be
given a specific reference number or
identification mark.

547 HIR SN =M XIEI—REEMHIZD
WT., BEZEXFANYyFILIC, A
BERMBESXEIHANRSTZERHT &

5.48 Outdated or obsolete primary packaging
material or printed packaging material

548 3 LEXIFBEREGE > F-—RBEHM
BRITAR SN F-EEHBITHEL,
DU ZETHET B &,

—
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should be destroyed and this disposal
recorded.

PACKAGING OPERATIONS

BEEX

5.49 When setting up a programme for the
packaging operations, particular
attention should be given to minimising
the risk of cross-contamination, mix-ups

or substitutions. Different products
should not be packaged in close
proximity unless there is physical

segregation.

549 BEFEXDOTOIVSLERET HEIF.
XXFRE, ERRVREVDY R &
MET DESIFICEEZILSIELE, ER
PEGETEELTEELTRRGAL AL
(MEBEWICRBESIATWEIEEZR ),

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

550 AEEELZRHIATNIC. FERE. 8%
SAV. IFHZTOMOHRENEETH
52 &, HWUIC (RITEXRICTETHN
) LaiERASA -8, EMHOXE
NEWEZHRRIIERZBL L, T
A9 VTSU0RE, BUBFzvIY
ARMIZEDWTEBRRT S &,

5.51 The name and batch number of the

product being handled should be
displayed at each packaging station or
line.

5561 MYFLHNIEFOEHREUNY FE
5%, ROEFRESBHXEIBES A VIS
BRI H5I &,

5.52 All products and packaging materials to
be used should be checked on delivery
to the packaging department for
quantity, identity and conformity with the
Packaging Instructions.

552 FRHSHIhDIEFRUBEMHELTIZO
WT., BESMICHETIRIC. HE.
A—MHRVBERERELOABREF vV
DB L,

5.53 Containers for filling should be clean
before filling. Attention should be given
to avoid and remove any contaminants
such as glass fragments and metal
particles.

553 RTIERANDERIEI.FTERIICESETHSZ
., HSRAF. EBRAFEOYEEAZ
L. BETBEIFTEFHLST &,

5.54 Normally, filling and sealing should be

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.

554 BE . RERUHIMAVIZHEWLWT. RT %
AEELZBYEONZTSIE, F5TH
WESIZTEWTIX., YA FIEZ&EAL
T. ERPE-EXTRIPEIYFLZLE
FHRTDH L,

5.55 The correct performance of any printing
operation (for example code numbers,
expiry dates) to be done separately or in
the course of the packaging should be
checked and recorded. Attention should
be paid to printing by hand which should
be re-checked at regular intervals.

—_— =

5556 BENDBETITHLHNASXEAHICTHLA
PHIFHEE (HIAEFE., a—FFonN—,
FRHEROMF) OEELGEEZF = v

L., &8EkI S FEFIZCELDHF
CEEEZHLLV.,. " EOHRBTHEF v
279452 &

5.56 Special care should be taken when
using cut-labels and when over-printing

556 hy FSRNLEFEHRAT HEERURRA
AHMBABES AU THTHDOLADES
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is carried out off-line. Roll-feed labels
are normally preferable to cut-labels, in
helping to avoid mix-ups.

T, BAGEEZEZHLSI L, O— LR
FRILVEFBRE., EROREICRIL. B
Y RIANNLEYFFELLL,

5.57 Checks should be made to ensure that |5.57 Fz v  #T>TC.EFWa—FK1)—4
any electronic code readers, label —. IRILAD A —RIFEAEDT/NA
counters or similar devices are operating ANELLKEBHLTWSEX®RGRT S
correctly. Eo

5.58 Printed and embossed information on |5.58 @ X MB LICHRBIAXIEEREY S h
packaging materials should be distinct IEHE., ARTHY . DOREXIETE

and resistant to fading or erasing.

ELICKCWWILDTHD B &,

5.59 On-line control of the product during
packaging should include at Ileast
checking the following:

i. Whether the correct products and
packaging materials are used;

Samples taken away from the packaging
line should not be returned.

559 AEBERBICETSIERDSA VAREE
TlE, PELKCEIIUTZEFIVvI TS

________ v. BAZERMAEL WA
V. SAVE=S—HNELCHELTL

. BESAUNLEBLERAKE. RLT
XA

5.60 Products which have been involved in
an unusual event should only be
reintroduced into the process after
special inspection, investigation and
approval by authorised personnel.
Detailed record should be kept of this
operation.

560 BE TCHVWEEICEbL EREILIE
CRIDIE. HALAE., REAEZERUV
BESINEABIZKDIERBINGIN-#E
ICBRBAZE, COMEFXRICODVT., FMHA
EHREZREIT S L.

5.61 Any significant or unusual discrepancy
observed during reconciliation of the
amount of bulk product and printed
packaging materials and the number of
units produced should be investigated
and satisfactorily accounted for before

561 NILVEFRERUVHRBEA-TEMHOD
ELHESIAEIZY FRZERALT
BELGXETRETCLHGVEEAR OGN
b, REREL. HEAWEHERIC+ 7
[CEBHEANT SN L &,

release.

5.62 Upon completion of a packaging [5.62 SR FEEAZETRE /Ny Fa— KHH
operation, any unused batch-coded FEh-AEMHBTERALGEMNMZE D
packaging materials should be FETHEL. . ZZBEZTERTI S &,

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

A—FHFORVHB A -HHZEE
CRYBERKX. FIRZITHKS Z &,

FINISHED PRODUCTS

BERER

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

563 RBERFI . ZOEKKMNGLHTISTHE
FT. HEXBENLNEDLEHTTELRK
EYdH &,
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5.64 The evaluation of finished products and
documentation which is necessary
before release of product for sale is
described in Chapter 6 (Quality Control).

5.64 REKMHODREDHHAEHER IS
RETNPHBRUXEDOFM T2,
¥6E (REE®E) CEBRSIhA TS,

(xR E:BFATE. YERBOUERFEHENSE
BEEEHET D)

5.65 After release, finished products should

be stored as wusable stock wunder
conditions established by the
manufacturer.

5656 ERR¥IESN-BERIUEZIX.EFRAATEEL
KEDHEELLT., WEEXEEINEDIE
HTTEBET DL,

REJECTED, RECOVERED AND RETURNED
MATERIALS

FEBHUE. BFRRUERRSKIERMH

5.66 Rejected materials and products should
be clearly marked as such and stored
separately in restricted areas. They
should either be returned to the
suppliers or, where appropriate,
reprocessed or destroyed. Whatever
action is taken should be approved and
recorded by authorised personnel.

566 FTEHHESIA-REMHERUVERIET.Z
DEZTHBEICEHRL. HERRXHICIERL
TRETSHZE, Thnld, #HHEEHIC
BEXIE (BE) BMIBLLEHED
WTFhheEdTb32¢E, WThOBEMNE
CLonhdigEdds. A—VYSA XK=V
VohERRBL, BRI S L,

5.67 The reprocessing of rejected products
should be exceptional. It is only
permitted if the quality of the final
product is not affected, if the
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.

567 FERHESANALEHSOBMI K. H 4
MEtDTHDd &L, REFOREIC
ZEEZRIFST. BBICEET D ELED
. BREVRVZFHMLEZLT, FIED
RESNEFIEEIZR-TITS>HBEDH
BOoNd, UZBEBNIOEEEZRE

T35 &,

5.68 The recovery of all or part of earlier
batches which conform to the required
quality by incorporation into a batch of
the same product at a defined stage of
manufacture should be authorised
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

568 HEOHDIEMM TLATICHEHELZ/N\Y
FOLEHXF—BZzRLCERD /NN Y FIC
ANATL I ETRODONDIFBEBEIZERS
E5BMAFREE, ERICREEERZITS
&k, IS5 LEEAMAR. (EHEMIC
FEITLAREMETEL) BREVRY EF
MLE-LT. FTEDFIBEZICHK > TEIE
T5I &L, BRBINRZEHTHI L,
*FE:BATRH. HAOZSHATEABZWE
U, HBANYFORXEBOOLAEVDOTES

—~

recorded. v5 &, WTRL)
5.69 The need for additional testing of any |5.69 REEEHMIE. BMI L (RIEHER
finished product which has been AEGEANAALL) ZREZOEME

reprocessed, or into which a recovered
product has been incorporated, should
be considered by the Quality Control
Department.

BRORLEMRERFHI DL

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

570 MiEALRAIN T . HZUEEXREDE
BZEATLEL -TLWHSIHARF., TOMm
BEABRETEDIEICRLVAEVLOTH
WIRY., BEISHCELE. MEEEHMAN
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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
ingredient may be possible. Any action
taken should be appropriately recorded.

FIEEZCH->TELLFML-ERICE
Y, BEREEROBRT. BRTIXITLE
DNYFTBEBIAEZEEELFED. COF
filcH Tk, BZELSOME., BEL
TEOERAMLGEREGH . TORBRUERE.
TUOICHFESATHhOoRBLE-ERZ.
ETEET DL, AR ZERNT
VHEMBEZENIEATEM»E LN
N, BZUFTOREICRELNELZBEE
. BERXIEIBFERICETSHEEEAZT
FHELHEWL, BLONEEX. #UIC
I AHI L,

PRODUCT SHORTAGE DUE TO
MANUFACTURING CONSTRAINTS

HELOHMIZEDIRA

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

571 HEXEHE X E2EEXLOHMITKY #
WICBETLRLWXEZELDS BTN H
niE,. RERZBREE (MAH) IIHE
TE5I L, FMEBFBICH-T., LBHEH
LTOXEIZCODVWTHZMAHIZKSER

be done in a timely manner to facilitate LR~NDODHRENBEZICHEDLI LS. BFELE
reporting of the restriction in supply by {1152 &,
the MAH, to the relevant competent
authorities, in accordance with its legal
obligations.
CHAPTER 6 F6E
QUALITY CONTROL mEEE
PRINCIPLE I= 1

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

‘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.

AKEIX. GMPHAHA FSA4ADETOEEL
rravesgTHRL L,
REEEEF. BAER. BB RUARICED
BT, REMBULHBREZEREL.
EHHRERVESGOGRENFRTETDILDTH
5L THET. BEEMBZEZRAVLSD
HEHFATET. BZERTRTXEIHBEDO -
HHEHFATLGVWEZHERT AHEB. XB1
RUHRBABHEFIRICEHLLSZLDTH 5,
mEEEIE. ABREROMFEEXICEST. #&E
DRBICEHLLIAREEOHIREEFTEL TIC
BELATAEESHL, RETENEEH,
LMIILTWDRI LT, REEEOHEU L E
BIcwBAELEEZLOND,
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GENERAL ERER

6.1 Each holder of a manufacturing 6.1 BEHTOEKRAEEFX. REEEHM%
authorisation should have a Quality AT H5 &L, HEHMIE. &ML, B
Control Department. This department MILTHEY., BULGLERRURRZSE
should be independent from other +5F (BTIZC12UEDEER R KD

departments, and under the authority of
a person with appropriate qualifications
and experience, who has one or several
control laboratories at his disposal.
Adequate resources must be available to
ensure that all the Quality Control
arrangements are effectively and
reliably carried out.

ZALTWD) DERDOTIZHD Z &
ETHOREEEOHMRONMENNLDOE
HMHZH - TEITSNIEZHRT S
. TGV —ZALNFAFARETHELT
X570,

6.2 The principal duties of the head of Quality |6.2 REEEHRMAOROETLBEEIL. F2E
Control are summarised in Chapter 2. TFEEHLNATWLWS, MEEFEHMEE
The Quality Control Department as a RKELT. ETOREBEEEFIBEEED.
whole will also have other duties, such NYT—FrL, EEITSHIE., (AT
as to establish, validate and implement 58) EMHRUVERDOSER - RF
all quality control procedures, oversee HUOTILOEBZEBET L. R s
the control of the reference and/or RUEBESOBHZOBELGRTZHERT S
retention samples of materials and E HEDODREHEDE= R YT ERE
products when applicable, ensure the RIBCE.HAEOREBEICEHET 2FIR
correct labelling of containers of DERRAEICSMT S EF. HOBE
materials and products, ensure the Y ET D, TN EFELTEFIBEEICHR
monitoring of the stability of the STERBL. (BRELGFE) BHKI S
products, participate in the investigation Eo
of complaints related to the quality of the
product, etc. All these operations should
be carried out in accordance with written
procedures and, where necessary,
recorded.

6.3 Finished product assessment should |6.3 R FFOFFEMIE. EEEH. TERNR
embrace all relevant factors, including BROER. & (AEZza8y) XEDE
production conditions, results of in- E. RRERER~OBEARURKAEE
process testing, a review of mMOBEEE,. ETOBEEERZALET S
manufacturing (including packaging) &
documentation, compliance with
Finished Product Specification and
examination of the final finished pack.

6.4 Quality Control personnel should have 6.4 REEEMDAEF. RAERERUVERRH
access to production areas for sampling EDLOEE. RERXRFBICIIATETH
and investigation as appropriate. 5C &,

GOOD QUALITY CONTROL LABORATORY G EHEHEREROBEEH

PRACTICE

6.5 Control laboratory premises and 6.5 EEABEZOEYWRUVEZKEILZ. F3E

equipment should meet the general and
specific requirements for Quality Control
areas given in Chapter 3. Laboratory
equipment should not be routinely

TR MEEERHKICET I —HRHRD
BEODERFEZE-I &, ABEH
DHEBE.FTEDRRFREZERITDHEDH.
SEUVAIVEBEOMZABENICBEHIET

=
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moved between high risk areas to avoid

FEoEl, BICHMEYMHABREHREL., X

accidental  cross-contamination. In XBFED)VRVEHRNMTEELSEBET
particular, the microbiological laboratory 5C &,
should be arranged so as to minimize
risk of cross-contamination.

6.6 The personnel, premises, and equipment | 6.6 HEBEHZOAE. EVRUKREHINS. &
in the laboratories should be appropriate EEOHERUBEICIYELDEHEIC
to the tasks imposed by the nature and BoLTHEUTHDSIZ L, BETE (4
the scale of the manufacturing FREEX) ICHERTSHRAIICERL =4
operations. The wuse of outside HBORBRESZOFEAET. BREOEBALH
laboratories, in conformity with the NEHFEREINWBIN, ChITREEETHK
principles detailed in Chapter 7, ElCRR&ETH &L
Outsourced Activities, can be accepted
for particular reasons, but this should be
stated in the Quality Control records.

DOCUMENTATION XE

6.7 Laboratory documentation should follow | 6.7 HEBEHZOXELIT. F4EICRTREAE
the principles given in Chapter 4. An TSI, COXELDEER T &
important part of this documentation BEEEICEHIT S LDOTHY . LTOFEM
deals with Quality Control and the BHHICODWT.,. REEEBMAINBTZICH
following details should be readily AAlgETH S &,
available to the Quality Control

o Department: e
(i) Specifications; (i) A%

(i) Procedures describing sampling, | (i) RER. KB, 288 (RBR7— >

testing, records (including test —FPRU /" REIEBREER//—FZED) .
worksheets and/or laboratory EHREXRUVBIEZEDRL TS FIE

notebooks), recording and verifying;

(iii) Procedures for and records of the
calibration/qualification of instruments
_________ and maintenance of equipment;
(iv) A procedure for the investigation of
Out of Specification and Out of Trend

e TesUIS ]
(v) Testing reports and/or certificates of
_________ analysis:
(vi) Data from environmental (air, water
and other utilities) monitoring, where

L tequiredy

(vii) Validation records of test methods,
where applicable;

(i) BBORE  BRUEFMROBHEOR

FTEEICRAIFIERUV ZE N o DEH

(V) BEARVBALSANEHBRBERD
REAEIZHFFIE

"""""" (RH>h2BE) BEE=-4)2Y

(EKR.KEFDODMHDI—FT )T 1)D DB

C(vi)) (ZLSTEEE) RBRAEONY F—
3 Uitk

6.8 Any Quality Control documentation
relating to a batch record should be
retained following the principles given in
Chapter 4 on retention of batch
documentation.

6.8 Ny TFRRKFICHETSIREEEXEIL,
NYFXEQRGEIZCEALTEAEIZIRET
FEICH-~-TRET S &,

6.9 Some kinds of data (e.g. tests results,
yields, environmental controls) should
be recorded in a manner permitting trend

6.9 HHAEDT—4% (HIxEF. ZBROKBR.
RE, RREH) T, BRAFHEATED
FORFEIT AL, HRAMGHAN XX
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evaluation. Any Out of Trend or Out of
Specification data should be addressed
and subject to investigation.

REsor—arbhExdoL. BERE
EoRRETH L,

%ﬂl

6.10 In addition to the information which is
part of the batch documentation, other
raw data such as laboratory notebooks

6.10 NYFXED—HTHHBEHRICMA T,
HEMEE/ — PRV XEFEEREZD M
NDET—3ZFREL. BREICHBAAHET

and/or records should be retained and B E,
readily available.
SAMPLING ®AEER

6.11 The sample taking should be done and
recorded in accordance with approved
written procedures that describe:

(iv) Instructions for any required sub-
division of the sample;

(v) The type and condition of the sample
container to be used;

(vi) The identification of containers

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

(ix) Instructions for the cleaning and
storage of sampling equipment.

6.11 L TOEIE%
EITHR-T., RADERZ T L.

BT ERBENETIE
BT

(vii) (HFICEEXFTESEREMBOBEAEER
ICEELT) BEFTREHFAHNLGLEESIE

(ix) RAFEDMBEFZOFFELERVETRICE D
& X

6.12 Samples should be representative of the
batch of materials or products from
which they are taken. Other samples
may also be taken to monitor the most

stressed part of a process (e.g.
beginning or end of a process). The
sampling plan used should be

appropriately justified and based on a
risk management approach.

6.12 BAF. Tho ZHEMLEEMHXXITH
BMONYFERERTDILOTHHZ &,
TETRIVEAODEMND L (H X 1L,
TEORBROXEIEDLY) ZE=E2—9 5
-6, Blor@EEERLTL LV, AW
SRAEMEEIE. TOZHAEZETIC
~L. VRIIRXD A EODTF7TO—F
&S5 2 ¢,

6.13 Sample containers should bear a label
indicating the contents, with the batch
number, the date of sampling and the
containers from which samples have
been drawn. They should be managed in
a manner to minimize the risk of mix-up
and to protect the samples from adverse
storage conditions.

6.13 RABRICE. Ny FES. BHEEMA
EUSBZBRAEIBRYESIAENY FES
ERYELEDIC. RBEMETRTI IANILE
TS L ERDODU R Z&IMNMEL .
BELLBLVRESFEMGEZBRAEER
EITLOHATEEIT LS L,

6.14 Further guidance on reference and
retention samples is given in Annex 19.

6.14 3ZRRUVBREY > TILIZODOVWTER
2HAFVRIF. 7RI R19I2xRT,

TESTING

&
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6.15 Testing methods should be validated. A
laboratory that is using a testing method
and which did not perform the original
validation, should verify the
appropriateness of the testing method.
All testing operations described in the
Marketing Authorisation or technical
dossier should be carried out according
to the approved methods.

6.156 BBRAZXENIT—FFT LI L. HD
EBAEIZDOWVWT., 1HD/NY F—2 3
EFEBLTOEORBRERTALE S &
TEHEIE., BEZABRAEZOHEYEERI
T52 &L, REARDEXEIHMHAAR
HEZHCEBRIATLIRBHEESLT
. RBINEAREBYICERT S

&,

A

~

6.16 The results obtained should be
recorded. Results of parameters
identified as critical quality attributes
should be trended and checked to make
sure that they are consistent with each
other. Any calculations should be
critically examined.

6.16 Son-HBRERI. EHI S & &
ERERMHELTHERESARLAS A4
DREBRBREI. ERAIHELTF VY
ZITW0., TRoAEEIC-BELTWSE
ZHRBIEE. WHhABBHEHELRYD
HYUBDHILDELTHEET S &,

6.17 The tests performed should be recorded
and the records should include at least
_______ the following data:

(i) Name of the material or product and,
where applicable, dosage form;

(i) Batch number and, where
appropriate, the manufacturer and/or
supplier;

(i) References to the relevant

specifications and testing procedures;

~ (iv) Test results, including observations |
and calculations, and reference to any

certificates of analysis;

(vi) Initials of the persons who performed

the testing;

~(vii) Initials of the persons who verified
the testing and the calculations, where
appropriate;

~(viii) A clear statement of approval or
rejection (or other status decision) and
the dated signature of the designated
responsible person;

(ix) Reference to the equipment used.

6.17 KM L-ABKL.LHEIT S &, TDE

REIZ. PHCELUTOT—42288
c e,
() EHEXIRROLEHRG (KLT 555
_______ 8) AR
(i) \NwFEERU (BE) TOUEEER
U/ R es
(i) BRAETEIBREERVARFEZEOSE

(iv) HBR#ER (BEZFTERUHEZET) .
AIohDHRBREBEMAENHNIE. T D
SHREIE

v #e

(vi) BREEZTEOSA =D v L

(i) RBEUHEERIELEZENOA =S

DHAELGEHERVEESAE-EEZEOR
TAYZEA

(ix) FRALERBEOSERE

6.18 All the in-process controls, including
those made in the production area by

production personnel, should be
performed according to methods
approved by Quality Control and the

results recorded.

6.18 ETHIERNEE(RERHEANATHRHER
FIOABIZEYTHNDIDZEED) K.
MEEEBMAARBLEAZELSYICE
L. TOHMRELHEIT S &,

6.19 Special attention should be given to the
quality of laboratory reagents, solutions,
glassware, reference standards and

6.19 HBEROAE. A&, TS XAHKE. &
ERERURREMET., REICHNGIE

IS5 &. FIREICH-THERVE
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culture media. They should be prepared
and controlled in accordance with
written procedures. The level of controls
should be commensurate to their use
and to the available stability data.

BYdoE, EBELALEF, TORAER
VA RATRRLEEEET —2ICHBLED
DTHHZ &,

6.20 Reference standards should be
established as suitable for their intended
use. Their qualification and certification,
as such, should be clearly stated and
documented. Whenever compendial
reference standards from an officially
recognised source exist, these should
preferably be used as primary reference
standards unless fully justified (the use
of secondary standards is permitted
once their traceability to primary
standards has been demonstrated and is
documented). These compendial
materials should be used for the purpose
described in the appropriate monograph

6.20 BERZ. TOFEHRAEMICET S LS E
HBZE, BEFELTOEEMETME
VR ZHEICEHL TXEILELT S
. PHICRIESh-HBETHALDOLTE
ENHEBRERLEFEIT SIHEEIE. Thb
NEENHRZ—RBEEKELTEART
BIENEFLVLA, TOREMEE+S
CRI ZENTENREZORY TH WL
(—REZEF~ADFL—HEYT 4 %2=E
BMELTXERTHHELIE. ZREBERD
FRIEHEBIIND) T o AEEISH
mliE., B4 %E/ 55 7ICBBENT
WH2EMIZAWSZ & (BELSBICELY
AMEEASIATWREEZERL)

o

o

unless otherwise authorised by the
National Competent Authority.
6.21 Laboratory reagents, solutions, [6.21 HEBERORAE. XK. EERKRUHAR

reference standards and culture media
should be marked with the preparation
and opening date and the signature of
the person who prepared them. The
expiry date of reagents and culture
media should be indicated on the label,

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

factor should be indicated.

EHICE., TOREBRUEAEHEB VIS
FRHEOELEZMNIT I E, RERVAR
EHMOERHAREZ. REORESFH L L
HIT. IRNNWVEIZTRTRT S E, MR T,
FESWRAOEERICIE. BERDEED
ERBRVEAOEECEHERZT 7
DA —FRTT B L,

6.22 Where necessary, the date of receipt of

any substance used for testing
operations (e.g. reagents, solutions and
reference standards) should be

indicated on the container. Instructions
for use and storage should be followed.
In certain cases it may be necessary to
carry out an identification test and/or
other testing of reagent materials upon
receipt or before use.

6.22 (BELGHEE)ABREXICAVLIY & (H
ZF, HE, HRRUVEER) F. ZA
BEZZDBEKRITRTIT S L, ARV
RECEDIEREICHSICE. TARX
FEAAIC. AXVEOERIRABRR UV S
XNEtORHBRERRT I EARDELS
Bt HYRTD

6.23 Culture media should be prepared in
accordance with the media
manufacturer’s requirements unless
scientifically justified. The performance

6.23 ABREHMIFI HZABEHBEEREFOEKRSE
BERBYICHRARI LS E (T0HAME
MEMICRIIENATESBEZR),
FEAEIC. ETORAREM DL ZRAE

T35 &,
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of all culture media should be verified
prior to use.

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

6.24 MAEYEMNARICERLA-IE®HMRERUVTE
i, EEMFIEICEOVTBREL. X
& g

XRELRUBBEDEBEBLT BHET

BEEIT S L, MEVFHNHEBRADE M
DHEH - ARROAMHREZED. XE
t9dLeblc. TRREMEZEZREFENIC
IR =

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

6.25 B . EHHXEIESOARICERT
2L, EE. FARAAMICESRET S
e, FRAUYMEHBRUVUEELT., &
ZERABMICELTWS I EERIET S
&, EFHEMICOVWT., BERBANT S
LBz, TOEAOBEREZRTENL
THRETRETHI L,

ON-GOING STABILITY PROGRAMME

ZTEME=SY>T

(R FEORBEEUEOTTHRETZHED
HEMHENIIE-Z4—L., TORBERBEL. &
Z—FORBIOTS LERT)

E

.g,-

£
i

6.26 After marketing, the stability of the
medicinal product should be monitored
according to a continuous appropriate
programme that will permit the detection
of any stability issue (e.g. changes in
levels of impurities or dissolution profile)
associated with the formulation in the
marketed package.

626 RESch-BEREORAICEHET 5
ZEMOME (HIZE. FTHYEEXE
BHMEDOELL) PHELERET S EN
TEHHEYLBKH T OIS LICED W
T. RETRICEEROREMREE =2 —
THIES

6.27 The purpose of the on-going stability
programme is to monitor the product
over its shelf life and to determine that
the product remains, and can be
expected to remain, within specifications
under the labelled storage conditions.

6.27 REMHE=2YVIDBEMIX.ZTDHE
HEChkrT& - RZE=2—F 5 C
L RURTEINE-REEHOTTER
NERRNIZBZEEZZE, RUB I ZHEE
FHLOLHPFTETHEZHETSAILETH
%,

6.28 This mainly applies to the medicinal
product in the package in which it is
sold, but consideration should also be
given to the inclusion in the programme
of bulk product. For example, when the
bulk product is stored for a long period
before being packaged and/or shipped
from a manufacturing site to a packaging
site, the impact on the stability of the
packaged product should be evaluated
and studied under ambient conditions. In
addition, consideration should be given

6.28 TREME=ZAV VI E.BTESht-a%
REODEZERICTELTERIN S A,
NILYV B G EZREREEZR2YTIZED
B EICEBRENGENZEHIZIK.
BETIMEVY / RIFHERGEH >
WIGADBET HHIIC. TONILIEG
rREMBEEITIEEEF. 8EShizy
ZHERBODEREMEADA VR Y FZFEM
L. RYTTEE&EHETTHEBEIT D&, m
AT, REBIChbE->THFBRVUEARS
hdbMERICIBEHALNGEIADB I L,
BAMBLEER " FEORESRNABRIAES
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to intermediates that are stored and
used over prolonged periods. Stability
studies on reconstituted product are
performed during product development
and need not be monitored on an on-
going basis. However, when relevant,
the stability of reconstituted product can
also be monitored.

AEPRICERESIATOAE., BEWICE
ZER—FEHEREBERGVN, BE. BAR

LERRDZRERIE=F—FT D&,
(xRix: FREBUKASEABBER - ARLLL
D, UFAEL)

6.29 The ongoing stability programme should
be described in a written protocol
following the general rules of Chapter 4
and results formalised as a report. The
equipment used for the ongoing stability
programme (stability chambers among
others) should be qualified and
maintained following the general rules of
Chapter 3 and Annex 15.

6.29 TEMHE=A2V VI E.E4ED— A
ICH-> TCEBEHEEZICERL. HRITH
HELLTEXALZIDET DL, BF
MEZAYITICAVNDHE (EYUbIT
REMEF YN —) [T, E3ED—E
RU7xYy P2 R15[CH#->T., BHEMESE
MRERUOBRTFEEEITI &,

6.30 The protocol for an on-going stability
programme should extend to the end of
the shelf life period and should include,
but not be limited to, the following
parameters:

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

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

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

o]

ZEME=ZARAYVIICRIERTEE
F. O DLYETHAN—TFTEHZ
Eo T, bBECEDL, UTDIIRT A —
AEEL L,

6.30

() BEBECLONYTFH. RU (HET
358) BUBNAYFHAXEDNY

F %
(i) MET2MEMN. L2M. RENSMHER
C T EX RN P
i) wEaELE
(iv) HER 5% DS B

(vii) RESFHEDERED (BEEINL TSI
CH/AVICHODE#HARSEHY (250D
XRTRICEELELD) ZRAWVWEZ L)

(viii)  Other applicable parameters (viii) EZREERICHEEMICERIL S i
specific to the medicinal product. DINT A — 7R
6.31 The protocol for the on-going stability (6.31 E®EMHE =42 ) Vv JICE LI ERTEE

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

. RERRRFEFEPCRESIALS
VOERHLEEHABROERIABELEL
2THEL (BRIE. ABOEE. X
ICH/VICHH#REZH~ABEHIT 15
B) . fZEL. TOZEMEERL., B

ERFBEEPICXELT S L,

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

6.32 NYFHRUVABHEEFI. ERAI>HTZA
BEETDICTHRLBET—IEZRHEIT I
NDTHDZ L, TOEREMZERNERT
ENTEIEEERE. BEEHEIND
B@mIc2E, (HFEIhhE) EEHABR
V—RBEOBEELIZ, bHECESL
NYFHREEBETOTSLIZEENSEC
E (BZFITECEESAhBVEEER
) . BEEHYMEERTLIARILATE
MEZARAYJICBELIATEY., &
U8 E (NUTFT—FIhHEM) B
HUOWHESIZIOWVWTHEH., AREEIZYURY
—RRXT4 v brEBELTELXAR
W, ERFEELP THENICZEEZ T
FTENTENE, T3 5T14VT%R
VY hUFD U ETHEBETSIREZE
ALES.

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

6.33 HHARATFTTE.EMONYy FEREMN
E-AYIUTICESHBLE, BlAIE. T
BXEBEICERLGEEXETERGT R
AohiE, TEMHE=4) VIR BRET
52¢, BRE, BMIXEBEMNRRE
DEELSHNIE., (BAZNYFZE) BRE
MEZFYIJTICEDDIILELRFAT S
C &

(*3RT E5Z 63E~65ESR)

6.34 Results of on-going stability studies
should be made available to key
personnel and, in particular, to the
Authorised Person(s). Where on-going
stability studies are carried out at a site
other than the site of manufacture of the
bulk or finished product, there should be
a written agreement between the parties
concerned. Results of on-going stability
studies should be available at the site of
manufacture for review by the competent
authority.

6.34 TREMHE=A2V VA BROERET T E
EXEERY. HITA—VYFTA XK=V
UM BRNETHSIE, REHEE=4
J)OTRBMNLIVEGRIEZREZOD
HESHMUNDBHRTERINSEE
X. EFRERORMRHENHDIZ L, &
EHEE=A2YVVI/EBROBERIE. B/IC
FOEBREDEHESEEMTHATRETH
52 &,

6.35 Out of specification or significant
atypical trends should be investigated.
Any confirmed out of specification
result, or significant negative trend,
affecting product batches released on
the market should be reported to the
relevant competent authorities. The
possible impact on batches on the
market should be considered in

6.35 MENRTBEELIEEEER L. R EH
ETDH52L, HENOHER (RITBEL
BOMEM) AERIh, TEFHT I
HENYFIIRET HEEE. BRER
ITH/ET S5 L, KGMPAHAS FSM4 Y
NDESEICH-T. £-. BHRAUBICHE
HLT., TEHEDONYFADAHEEDH S
ANy b ERFTHI L,

57




accordance with Chapter 8 of the GMP
Guide and in consultation with the
relevant competent authorities.

6.36 A summary of all the data generated,
including any interim conclusions on the
programme, should be written and
maintained. This summary should be
subjected to periodic review.

6.36 EMENIT—24L2TOBMEBE(LZRE
ME-ARAYDJICEIT SFRIMNEREZS
L) ZEZEVTHRET S E, COBMEI.
EHMEBEOREEHED L,

Technical transfer of testing methods HBETEORMWBE
6.37 Prior to transferring a test method, the |6.37 B AEZDOBEIZCXAILI>T.BET S

transferring site should verify that the
test method(s) comply with those as
described in the Marketing Authorisation
or the relevant technical dossier. The
original validation of the test method(s)
should be reviewed to ensure
compliance with current ICH/VICH
requirements. A gap analysis should be
performed and documented to identify

DEHRFT., SZABRAENRTERDBEX

FZETLHIRMM G RBRFEHICER
SNTWEHAZEICEEIT HEZRIAT S

et TORBAZORMONY T—2
avEREBELT,. HITICHVICH
NDERBEODESTZHRT S &, Bl
BEJOELRZRAMBTHICEI->T., ¥
Yy ITomMEEBELTXERL, EET
REBHBRHUBEN) T =23 oG OHLIEE

any supplementary validation that T D&,
should be performed, prior to

commencing the technical transfer

process.

6.38 The transfer of testing methods from [6.38 HAHRER (BETOREBRIER) o
one laboratory (transferring laboratory) AMORABERSE (BREZZITLH5RBRER)
to another laboratory (receiving ~DRBAZOBEX. HFHICERETE
laboratory) should be described in a ElcEEkd 52 &,
detailed protocol.

6.39 The transfer protocol should include, |6.39 BEDEHBABEZX.L2HCEDBUTD

but not be limited to, the following
parameters:

(i) Identification of the testing to be
performed and the relevant test

method(s) undergoing transfer;

(ii) Identification of the additional training
........fequirements; ]
(iii) Identification of standards and
_________ samples to be tested; |
(iv) Identification of any special transport
_________ and storage conditions of test items; |
(v) The acceptance criteria which should

be based upon the current validation
study of the methodology and with

respect to ICH/VICH requirements.

NS A= ZBL &,

(i) BELTERREIAABHEBERUV S ZA
BRAZDORHRE

(v) A BAEXICETIIEAD/NY T —
S UHBERUVICH/ VICH®ODEXR
FHICEDCHBFTHEESE

6.40 Deviations from the protocol should be
investigated prior to closure of the
technical transfer process. The technical
transfer report should document the
comparative outcome of the process and

6.40 EEFEENSDER T . HMHE T O
EADORTHICERRAEY 22 &, &Kl
BEOHRESEL., 270X DEER
REXERLT D E., (RETEHEHEE)
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should identify areas requiring further
test method revalidation, if applicable.

~

~

BICHBAZRICET I IENY T—2 3
EFWEBELIEINHERET DAL,

6.41 Where appropriate, specific
requirements described in other
guidelines should be addressed for the
transfer of particular testing methods

(e.g. Near Infrared Spectroscopy).

6.41 BEDRRBRAE (Hl 2 EEFNDHKE)
DHBEICODOVTREEE. hOoHA K54
VICEBR I TWAHEHEREEICHL
T5I L,

CHAPTER 7 ET7E
OUTSOURCED ACTIVITIES NEEFEEE
PRINCIPLE = Rl

Any activity covered by the GMP Guide that
is outsourced should be appropriately
defined, agreed and controlled in order to
avoid misunderstandings which could result
in a product or operation of unsatisfactory
quality. There must be a written contract
between the Contract Giver and the Contract
Acceptor which clearly establishes the roles
and responsibilities of each party. The
Pharmaceutical Quality System of the
Contract Giver must clearly state the way
that the Authorised Person certifying each
batch of product for release exercises his/her
full responsibility.

Note This Chapter deals with the
responsibilities of manufacturers towards the
Competent Regulatory Authorities with

respect to the granting of marketing and
manufacturing authorisations. It is not
intended in any way to affect the respective
liability of Contract Acceptors and Contract
Givers to consumers; this is governed by
other provisions of national law.

GMPHA RSAUNAN—FTBHEHKIZDL
THEERXTHERICEVTEH. TEULE S
BOREGRXIEZEIZDENY 1§ SRR % @5
T5-H. BEICERL. (BEFREN) RAE
L. EBT LI L, ZEREBLZAEEOMT.
BEDODHRBARVEBZHBEICEDSIEZMNEN
BItnELGohG, EXFOEESFRE X
TALIFZ, BHEOENYFICHETAEHE Z 1T
SHE—YSAAENR=—Y N ZFTDODLEEHE X
T92H%%. BREICERLABETAhERS A
(AR

CCDER. REXRBRUVUREHFTEHE
TORHBERICHT S, REXFOHEEZW

k5, ZRXRERVEZEXEOHBEERICHT B
BEBICEEZRETIELEEFE. —TIERLTWL

B (BRZOMMDFENRGLTWLD)

o

GENERAL ERER

7.1 There should be a written contract |7.1 ZZNBEEEX. BET HE R XITHE
covering the outsourced activities, the X RUZTHICEHEL TR I -HTTM
products or operations to which they are BRRONDAN—ZINTOLWEIEHNELNH
related, and any technical arrangements 5 &,
made in connection with it.

7.2 All arrangements for the outsourced |7.2 HEZNBEITHEEICRERIMROHE T (&K
activities including any proposed MU EZOMOBMRODERZEL)
changes in  technical or other N, BITSNTLAHRAURY (BHT D
arrangements should be in accordance BE) BRERICEIRFTRRBICK LT
with regulations in force, and the WwWsZ &,

Marketing Authorisation for the product
concerned, where applicable.
7.3 Where the Marketing Authorisation holder | 7.3 BRFERBFR A B LA EEZENA—TH W

and the manufacturer are not the same,
appropriate arrangements should be in

BEEEF. COEICRABSIATLSREZ
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place, taking into account the principles
described in this chapter.

ZELTHEHUYLGIMRONE LTINS C
Eo

THE CONTRACT GIVER

e

7.4 The Pharmaceutical Quality System of
the Contract Giver should include the

control and review of any outsourced
activities. The Contract Giver s
ultimately responsible to ensure

processes are in place to assure the
control of outsourced activities. These
processes should incorporate quality
risk management principles and notably

_______ include:
7.4.1 Prior to outsourcing activities, the
Contract Giver is responsible for

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

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

7.4.3 The Contract Giver should monitor and
review the performance of the Contract

Acceptor and the identification and
implementation of any needed
improvement.

74 ZEREOEERREVATLEF. AEZF
REXOEBRUVBEZEO L, i
EORBMHLEFRLELT., ABEFHFEZE
NDEBZ*HRIZCT D LS50 EANES
TW2EZHRISIE, ThdoJot
AlZF, BEVRYIITIAS AV FDORE
FMYAN, HICUTEEDHDI L,

741 XN BMERXTDHICEIL->T, £5E
FEEI2REBIC. BZNTZTREXZEY
ICERTLIEZEZE. BEEHERVTENDEF
xT>EXFZ2FHIT 5. TFXHFE. XA
A FSAVICEFEENTLWASAEGMPOR
B RUVUAA FSAVIZCHSIEZ., BHE
CEVHERTIERLH S

ZREFRIRRBIC. BTSN TWSIE
BREVEZEMICHELIRETRRBICMHLT
ERAFEZHEEICRERET A-ODLELGRE
TOBEHRRUVABZRM TSI E, £
FlEX, a%EBXEAEFEXCHELT, %
AEOEY. B, ABE. HORERMMX
FhOHRBICEEZI LT EEALH
SEENONE. REEN+FICRET
S2EEHRT D &,

~

743 ZRER. RREFOXTRALVICH
BELRENOHERUVUERREZE=S2—L.

REIT D&,

7.5 The Contract Giver should be responsible
for reviewing and assessing the records
and the results related to the outsourced
activities. He/she should also ensure,
either by himself/herself, or based on
the confirmation of the Contract
Acceptor’'s Authorised Person, that all
products and materials delivered to

75 RREBIF. YA BIAEEXEICEHET S
ERERUEREZRBEL. FWmIL2EEZ
E9 5 ¢, EXEFEELER,. BoXIE=
XTEOA—YVYSAXENR—YUDHEREIC
EJT., ZBEEHIPLBLVELZ2TOES
EUYRAGMPRUBRFEARDBICH LT
MIShTWIEEHRT S L,
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him/her by the Contract Acceptor have
been processed in accordance with GMP
and the Marketing Authorisation.

THE CONTRACT ACCEPTOR ZRE

7.6 The Contract Acceptor must be able to |[7.6 2 &HIZ. BULEY. XK. MERV
carry out satisfactorily the work ordered BB, TVICEED -HEROHDIAEZEZE
by the Contract Giver such as having T5%F. ZRENKRIEILE-EEZEUIC
adequate premises, equipment, ERTERTAELR ST L,
knowledge, experience, and competent
personnel.

7.7 The Contract Acceptor should ensure that 7.7 ZFE&IZ. REIhE-2TOER. BEH#H
all products, materials and knowledge HBRUVHMBEBINZTOMBOBEMICES LT
delivered to him/her are suitable for their BUTHLIEEZHERT A &L,
intended purpose.

7.8 The Contract Acceptor should not|7.8 ZEEIX. BRIICEZEZHLN TR O O FEM
subcontract to a third party any of the BUERRBZETO LG, EFRSNEE
work entrusted to him/her under the EOWVWHILGEIBMALE=ZBICBEZRFRELT
contract without the Contract Giver’s Fhaotl, ZRELE=FOHTLH S
prior evaluation and approval of the NEZBMADHIE., TOEREELZEEEDM
arrangements. Arrangements made ERKRIC. BHREUVUHE (BE=F0HEY
between the Contract Acceptor and any HEEMASF/L-IDOEEL) NFI AT
third party should ensure that THAIAEZHRI SILDTHAZ &,
information and knowledge, including
those from assessments of the suitability
of the third party, are made available in
the same way as between the original
Contract Giver and Contract Acceptor.

7.9 The Contract Acceptor should not make | 7.9 ZE&EIE. TEXOEHUEI LTz, EEF
unauthorised changes, outside the terms ANDEEZT-o-TClEAGELHEL, £5 L1k
of the Contract, which may adversely EHFX,. EXBICLE-O-THEHEREZED
affect the quality of the outsourced REBICEFEZRETEIALH D,
activities for the Contract Giver.

7.10 The Contract Acceptor should |[7.10 ZE&EF. N HBETHEE (ZABES
understand that outsourced activities, L) WERICLIEERRERELDIHZEN
including contract analysis, may be HhE2EZTERIT S L,
subject to inspection by the competent
authorities.

THE CONTRACT ZHE

7.11 A contract should be drawn up between |7.11 EX B LZXTEOR TEHNEEE/EM L.

the Contract Giver and the Contract
Acceptor which specifies their
respective responsibilities and
communication processes relating to the
outsourced activities. Technical aspects
of the contract should be drawn up by

competent persons suitably
knowledgeable in related outsourced
activities and Good Manufacturing
Practice. All arrangements for

LN ERXTEEICHETIERADER
RUEREETIOELRZHET S L,
LEZZHNEORMMAIEIE. NEBRTHE
(¥RUVUGMPICEET 2B LMHEBEE
THORHRND-EROHIENERT DI &,
NEBEEEEICRIMROETH., BT
SNTWVEHIZEHRRUVEZERORT AR
TR TWVWEETAEAZELGT., AHAEEFEDL
BELEFLOTHITAIEAE S L,
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outsourced activities must be in
accordance with regulations in force and

the Marketing Authorisation for the
product concerned and agreed by both
parties.

7.12 The contract should describe clearly |[7.12 2 EIC . ZHUEEFDEL LANEHE
which party to the contract has REEOEERRE (HIAEF. MBAEE., K
responsibility for conducting each step iz, v IS4 Fz—>, BEE. R
of the outsourced activity, e.g. MHORERUVEA,. EHHORABRRE U
knowledge management, technology HEHE., HE - REEEO0OEE (L&

transfer, supply chain, subcontracting,
quality and purchasing of materials,

NEE, RERBMRUSHERT) ) %
EETL2EEEZHI SN EHMEICKERT

testing and releasing materials, 5C &,
undertaking production and quality
controls (including in-process controls,
sampling and analysis).
7.13 All records related to the outsourced |7.13 XX EICEHET 22 THDRHE

activities, e.g. manufacturing, analytical
and distribution records, and reference
samples, should be kept by, or be
available to, the Contract Giver. Any
records relevant to assessing the quality
of a product in the event of complaints
or a suspected defect or to investigating
in the case of a suspected falsified
product must be accessible and
specified in the relevant procedures of
the Contract Giver.

(BIZE.BHE. PMRUVELEDEHESE)
RUSERIT. EXEI’PRET S (XX
ZRXENFRATAETHD) L, BFESE
EXEFIRMEAZRDLDNIFERICETSEM
ODREBEFMCEAET SIELHEE. AERD
RONAGEEICETLARERAEICEFRT
HEBRER. EREENTIELRAFARTH
FThiEGod, EXRENOZLITSFIRE
CHRELBTFAE G HE L,

7.14 The contract should permit the Contract
Giver to audit outsourced activities,
performed by the Contract Acceptor or
their mutually agreed subcontractors.

714 PWERX . XRAEBXEIHEEICEELER
ZRENERELEABERTCEZEERT
Btz ERXBICROLSLDTHSC
Lo

CHAPTER 8
COMPLAINTS AND PRODUCT RECALL

®8E

EERUHEEER

(RX: BATH., THHFSALRERKIZON
T, SBRBRONERFLENEBELERT D)

PRINCIPLE

&= Al

In order to protect public and animal health,
a system and appropriate procedures should
be in place to record, assess, investigate and
review complaints including potential quality
defects, and if necessary, to effectively and
promptly recall medicinal products for human
or veterinary use and investigational
medicinal products from the distribution
network. Quality Risk Management principles
should be applied to the investigation and
assessment of quality defects and to the

decision-making process in relation to

ABRUEYMORKEZRET S-H. REXRKM
N LG I EHEZREL. FFML. FRRH
ELRERUBEL. FE2EELEHLE. BER
yhrTD—Obh o FRAEESEXEIBYVAEE
BMEBEUVABEZDHEMNAODARIZENRT 5 &
5. VATLRUVBULFIENAE>TILNSC
E, RERMOFERFAER CFM. i FICH
mER., BE - PHEEZTOMHMD Y XV ER
EBICEISIERRE OELERIC. REUR
PIFXTAVIORAMZHEATASIE, TH
LRAICEETIAIHA A RIE., F1EICE




product recalls corrective and preventative
actions and other risk-reducing actions.
Guidance in relation to these principles is
provided in Chapter 1.

All concerned Competent Authorities should
be informed in a timely manner in case of a
confirmed quality defect (faulty manufacture,

product deterioration, detection of
falsification, non-compliance  with the
marketing authorisation or product

specification file, or any other serious quality
problems) with a medicinal or investigational
medicinal product which may result in the
recall of the product or an abnormal
restriction in the supply. In situations
where product on the market is found to be
non-compliant with the marketing
authorisation, there may be a requirement to
notify concerned Competent Authorities.
Reference should be made to
legislative requirements.

relevant

In case of outsourced activities, a contract
should describe the role and responsibilities
of  the manufacturer, the marketing
authorisation holder and/or sponsor and any

other relevant third parties in relation to
assessment, decision-making, and
dissemination of information and
implementation of risk-reducing actions

relating to a defective product. Guidance in
relation to contracts is provided in Chapter 7.
Such contracts should also address how to
contact those responsible at each party for
the management of quality defect and recall
issues.

=]

EELXITEBREICRERR (AETFE. &
mEblt. BEDEHM. REARFBFELITHSR
HEEODFESF. XEFHOEXG R EME)
NERIh, ZZREKOENRXEZTDOMHEIC
SEETLHEVXEZE LS50 Y HL55HE
F. 2TOERABICEFLHELHMbES Z &,
MHEICHLIERICHRTRBOSTIEFTHAHEAL
FHRAETIEH., BREBICEAMT I EMNEXR
BEEHLGDAIELVHD, BUITDHENERSE
BHESRI S L,

NBEIEREDEEEF. TRERICET ST
fli. ERRE. BLLIZY RV IEREEDIER
RUEBRDERICEHAL T . ZEHNEICHEES.
BRERAREERV / XIFAEBEKBEEL VI
MOEZETEHIE=FORIARVEBZLZLT
52 L, BEHNEICEHTIHA T RIE., E7
BICART, IS EZHEICEK. RERBREV
EREZFEEEDIRCADIFDED., EHOEE
E~NDERAFELREEBE TS L,

PERSONNEL AND ORGANISATION

ABRUH#ESE

8.1 Appropriately trained and experienced
personnel should be responsible for
managing complaint and quality defect
investigations and for deciding the
measures to be taken to manage any
potential risk(s) presented by those
issues, including recalls. These
persons should be independent of the
sales and marketing organisation,
unless otherwise justified. If these
persons do not include the Authorised
Person involved in the certification for
release of the concerned batch or

8.1 BYIICHFINZRZEZEZT. BREZHAI S A
BN, ERERUVRERMORRAAEZE
BIHERE. TVITEALETEZENADB DL
TERENGYURIEEESTLS-HELD
HE (AIRZE0) ZREITSIEREEZH
TE5E. ERhOoDER, EXRUVT—
TTavITBMMHILTWSCE
(ZOREUZHNRBRRSTENATEDS
BERAO) . EhoDEIC. BETH—X
FEBONYFOHBMDOEBIRIZHEL =
T—VSAXRNRN—=—VYIUREFEFALTWLE
LWaoThnhiE, WALLIZERAE. LA
BRAVARVERBREERUV WAL S EINIE
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batches, the latter should be made XL ERLGC. EXGFHEETHEEA—
formally aware of any investigations, any YVIARXRFNR=YvIZHbED I &,
risk-reducing actions and any recall

operations, in a timely manner.

8.2 Sufficient trained personnel and (8.2 BEBERUGEXRMOXIE. M. FEH
resources should be made available for ERUBBLHERICYRVEBERBEEDER
the handling, assessment, investigation 2. #BFINBZZFTLZAERUVYY VY —
and review of complaints and quality AE+RICETHIE, HRLENDERX
defects and for implementing any risk- BOIXRTAVRIZH, BKBINEEZZ (T
reducing actions. Sufficient trained FAEBERUYUY —RE+HIZCETSHC
personnel and resources should also be &
available for the management of
interactions with Competent Authorities.

8.3 The wuse of inter-disciplinary teams |8.3 BHIICHBTINHFEEZZT-REI R A Y
should be considered, including F*REQANBZET. " HEHNLF—
appropriately trained Quality L¥cEBwEdT S L,

Management personnel. (*RE - F1ERUKRT1.1ESHE)

8.4 In situations in which complaint and (8.4 EBERUVGEXRMEO AV E DD E &
quality defect handling is managed AT—TWICEBINSIKRRTIKX. B
centrally within an organisation, the EOBETHIRIARVEZZXELLT S
relative roles and responsibilities of the CéE. GB. —RHEEBETOLICLY
concerned parties should be LEZEEOREABRUVIRDA D MA
documented. Central management BEhbHEREG TG LHEL,
should not, however, result in delays in
the investigation and management of the
issue.

PROCEDURES FOR HANDLING AND ZEF1 (MEXRMOTHEHRZ2EL) ~OXER

INVESTIGATING COMPLAINTS INCLUDING
POSSIBLE QUALITY DEFECTS

VREHREDFIR

8.5 There should be written procedures 8.5 BEE*#ZIT-BOBEZRXRRL TS F
describing the actions to be taken upon EENAHD L, ETHOERFEXEILLR
receipt of a complaint. All complaints VLT, ThoNBENL RE XK
should be documented and assessed to TOHOBMEERIMNESMHALMNIZT
establish if they represent a potential 5 &,
quality defect or other issue.

8.6 Special attention should be given to |8.6 EREXITHKREXRMOFE LWL AEICHET
establishing whether a complaint or ENEINHALMNICTT EHELS. HAlLE
suspected quality defect relates to BEEHIS>2 &,
falsification.

8.7 As not all complaints received by a |8.7 T ¥ICHFELNI-EFEDODLTHEERD A

company may represent actual quality
defects, complaints which do not
indicate a potential quality defect should
be documented appropriately and
communicated to the relevant group or
person responsible for the investigation
and management of complaints of that
nature, such as suspected adverse
events.

BRMERITELOTHULES., BEMY
MERMBA TR EIAGZOVERIEEYICX
EEL.(BEEER0HRVE) 5 L%
BEOEBFORRAERUVEEXEBE LT S
BURITIIL—TXRIIEFHICEET S
Eo
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8.8 There should be procedures in place to
facilitate a request to investigate the
quality of a batch of a medicinal product

8.8 HESN-EHEERORLVWORERAEZ
XETIEH. EXRGONVTFOREE
REITLPEFEZBRBICTEFIENLEST

in order to support an investigation into WwWsdZ &,
a reported suspected adverse event.
8.9 When a quality defect investigation is 8.9 REXRMOERAEZ*RHLIT 2EIX. &

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

ii. The determination of the extent of the
quality defect. The checking or testing
of reference and/or retention samples
should be considered as part of this,
and in certain cases, a review of the

batch production record, the batch
certification record and the batch
distribution records (especially for
temperature-sensitive products)

___________ should be performed.
iii. The need to request a sample, or the
return, of the defective product from

the complainant and, where a sample

is provided, the need for an
appropriate evaluation to be carried
out.

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

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

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

il The internal and  external

communications that should be made

in relation to a quality defect and its

... lInvestigation.

viii. The identification of the potential
root cause(s) of the quality defect.

BLEBUTOEHIZHLT H5FIEMNE
S2TW3Z ¢,
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—BMEERADE FE.HBEITEY.
BENYTFRELEE. &Ny FR
AERBEERY (BEREZZTYT L
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ix. The need for appropriate Corrective
and Preventive Actions (CAPAs) to be
identified and implemented for the
issue, and for the assessment of the
effectiveness of those CAPAs.

LEZEBEREIZIDLVLTHEL. ZEET S
BURGLRE - FHHEE (CAPA) @
HEHE, RUHZCAPADENMED
SR E

INVESTIGATION AND DECISION-MAKING

FRARERUVERRE

8.10 The information reported in relation to

possible quality defects should be
recorded, including all the original
details. The validity and extent of all
reported quality defects should be
documented and assessed in
accordance with Quality Risk
Management principles in order to

support decisions regarding the degree
of investigation and action taken.

810 HFS N -HFEHRABERMO AT AEH I
FALDTHAEEIE. THEHBDEFHM
ZEH., BRI DL, REAAERUVHE
LCEFREDESVICHTIRERNRZE
a6, MEYVRIIRTSA LD
RANCH T, MESINEERERRET
oW T., TDXEHRVEREXEL
L. sf@dI S ¢

8.11 If a quality defect is discovered or
suspected in a batch, consideration
should be given to checking other
batches and in some cases other
products, in order to determine whether

they are also affected. In particular,

other batches which may contain
portions of the defective batch or
defective components should be

investigated.

HAE2NY FICREXRMAHALXILER

bhdaold. BINYFRUBZEICKY
AMBERICOVWT, ZEIRSANE S E
HESEDZEOFzvII B EI2EE
NiEEIndI e, HIZT, RMG/NNY FXIE
RMpERME—HEELEDIANNNY F
x. AET S &,

8.11

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

8.12 MERMORAMAEICF . BEDORER
OHRESEORE. RIFFTERVBAIC
FUBLGLIRHBEZET IRENHE
HBLLBEZOBREORKRICESMDOEE
BFHROBEZEDH D &,

8.13 The decisions that are made during and
following quality defect investigations
should reflect the level of risk that is
presented by the quality defect as well

as the seriousness of any non-
compliance  with respect to the
requirements of the marketing

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

813 MEXRMOREFAESTRUVRRAAE R
DEBRREICEK. AAZRERRIZEIY D
EFOEINBVRIDLRNILERMEE,
Fr-. REARD - ERHABEXIEIGMP
NDEREFHIZCEHLTTAETNONIE., *
NDEXMIRBIEELII L, HZBEN
FELFTURIDLANJNIZHE LI=AE
TERICRARELT., 2EFERUVBHORL
NR-NDE5HETH L,

8.14 As comprehensive information on the
nature and extent of the quality defect
may not always be available at the early
stages of an investigation, the decision

8.14 RAFAEDMPEMTIEEZSLE R
DHMERVEEICETIBREMLERL
TonGWWI L HdNn, ERREITO
LXRFEb. ISR RAEDOMDE Y
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making processes should still ensure
that appropriate risk-reducing actions
are taken at an appropriate time-point
during such investigations. All the
decisions and measures taken as a
result of a quality defect should be
documented.

BERATHULGURIVEREENLEL S
NEZEEHRI DI E, RBERMOBER
ELTHELONDSETORENRRUIE
BEzXElLLT S &,

8.15 Quality defects should be reported in a
timely manner by the manufacturer to the
marketing authorisation holder/sponsor
and all concerned Competent Authorities
in cases where the quality defect may
result in the recall of the product or in an
abnormal restriction in the supply of the

8.156 M REINRXFTHZHIOEHKICEET
BOWXEZELCLDTAHELNHDIGE L.
LEZAEEEIMNS BRERBREE/AR
KEERVE2TOEBRABIINL TEF
BCERRMBERET S L,

product.
ROOT CAUSE ANALYSIS AND BARADAHMRUVZRE - FTHEE
CORRECTIVE AND PREVENTATIVE
ACTIONS

8.16 An appropriate level of root cause
analysis work should be applied during
the investigation of quality defects. In
cases where the true root cause(s) of the
quality defect cannot be determined,
consideration should be given to
identifying the most likely root cause(s)
and to addressing those.

8.16 MEAXRMORRAETEH . EINLZL AL
DREAFREAOIMDOERETS>2 &, M@
BEXMOEDORARENEETER NS
BEF. RAFREOTRRENIZRLIEVLD
ZREELTHLT S EICRENTSH
&,

—

8.17 Where human error is suspected or
identified as the cause of a quality
defect, this should be formally justified
and care should be exercised so as to
ensure that process, procedural or
system-based errors or problems are not
overlooked, if present.

817 MEBEXRMOERELTAANGERN
O XEHEIAEEAIE., TOZRY
MEEXLGFEHRETRIE, . I
B, FEXFELRARTFLIZEDCBRXIF
MEN (RICEET D ELTD) REL
SNTUVWHEVWEZRRIDHLSICBEEL
FHEENETSIND I L,

8.18 Appropriate CAPAs should be identified

8.18 MEBERXRMICH LT . BYELCAPAZH

and taken in response to a quality EL. EfTTH52 L, HINSBEDODHED
defect. The effectiveness of such HEE=-A2—L., FliT s &,
actions should be monitored and
assessed.

8.19 Quality defect records should be |8.19 MEXRMOEHREBEL. . FTE %

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

EILAREDXIBRISIEED-O.
R ZEEHRHICEET S &,

PRODUCT RECALLS AND OTHER
POTENTIAL RISK-REDUCING ACTIONS

HEEREUVEARIMOVRIERIEE

8.20 There should be established written

procedures, regularly reviewed and
updated when necessary, in order to
undertake any recall activity or

8.20 MINEFZEZEBEL . XIEMhDY X KR
BEXZERI H-H. FIEBEZEH. E
HHMICEBEEL, PEICKRLTE#HT S
&,
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implement any other risk-reducing
actions.

8.21 After a product has been placed onthe |8.21 H A& B F#LHm L-RIC.REXRMD I
market, any retrieval of it from the RELTEERY FPITI—IDMBEIZTRT

distribution network as a result of a
quality defect should be regarded and
managed as a recall. (This provision
does not apply to the retrieval (or return)

of samples of the product from the
distribution network to facilitate an
investigation into a quality defect

issue/report.)

CEF. BREABLTEEST S L,
(COREFE. RERMOME - |HEIC
DPWTREREZEDDI-HEER Y b
T—OhLEHGOH Y TILESERT
(RIFEMTAH)EICEF BRALAGL,)

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

5=

8.22 MINMAEXRE, BEIZ, VD THEHIKEATRE
ThHd s, AXBRIYWOREZRET
2. RAFRRARU REXRMRO £ & H
ZHESEHENIC. BINREXZZHRKT S
CENRERBAEIHYE D,

8.23 The batch/product distribution records
should be readily available to the
persons responsible for recalls, and
should contain sufficient information on
wholesalers and directly supplied
customers (with addresses, phone
and/or fax numbers inside and outside
working hours, batches and amounts
delivered), including those for exported
products and medical samples.

823 Ny F-HEOREEHFELX. BIRDE
EENBRZICHATETHDIZ L. F Tz,
MELE-ESRVEERAAEROEEZ
. BESLHEEIC(X., (FFEH., ER
MARUVKBENDERSE - FAXES., B
ENYFRUBMEZMNLT) HEEER
VEEMHBALE-BEICET 2+ 4L1ER
MA-DTWBZ &,

8.24 In the case of investigational medicinal

products, all trial sites should be
identified and the countries of
destination should be indicated. In the
case of an investigational medicinal
product for  which a marketing
authorisation has been issued, the
manufacturer of the investigational

medicinal product should, in cooperation
with the sponsor, inform the marketing

authorisation holder of any quality
defect that could be related to the
authorised medicinal product. The

sponsor should implement a procedure
for the rapid unblinding of blinded
products, where this is necessary for a
prompt recall. The sponsor should
ensure that the procedure discloses the
identity of the blinded product only in so
far as is necessary.

824 AREDBZEAFI.2TODERRERENR %
BEITSHIE, -, BIHEERZRT
. BRARBEZT TSR DARBRE
DEEIF. BZABREOREEEIL. A
BkEHELBALT, BZRBEERIC
MEFTHABEHEOHIRERME. LXK
BRERIRAEBICHLED I &, BARIK
EEII.ARLZERNRDOE-HVLERIGE (X,
ERIESNIE-ERKZRONICEERLET
PFHMESEEMT AL ABIKEEE.
DETHBIRYVIZCEVWTOH., YZFHi
ETERESNI-EEOREZTHL HIC
TEEEHRIT B L,
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8.25 Consideration should be given following

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

826 BERY FIT—VDEDEHEFT TR

EBELITAMNIZOVNT, ARIEEHOD
BEICHTIEEVRIRUBESINT:
EREENIEZLETEITALSHD A 2N
JrEEELDD. RATHEERERA
HELI-LELTREAGZEINDZE(Hl X
. AP HEOEVERT) RNy F
NERHRBRUNAEL--TWVWD I EEHER
[CHEZRMBE/ANY FIZTDOWTRERUNEE %18
ZELHRVKRRETH-TH., BEHFICH
LEHZ &,

8.26 All

concerned Competent Authorities
should be informed in advance in cases
where products are intended to be
recalled. For very serious issues (i.e.
those with the potential to seriously
impact upon patient or animal health),
rapid riskreducing actions (such as a
product recall) may have to be taken in
advance of notifying the Competent
Authorities. Wherever possible,
attempts should be made to agree these
in advance of their execution with the
concerned Competent Authorities

8.26 HMEIWMZETHES> LT HHAIX.FA/NIC

2TORERYRBICMSEERZ L, EEIC
BERXLEE (HlaE. BEEXXEIHYOR
BICERBA VNI V252508 EN

HAHIEE) [CDOVTIX., BRYUBICELN
THHEIIC, FOALALYRVERIEE (H

AF, HEERR) ZBLLGTAEELR
WS eENHYBD, ARG RIE. FH
CHRIABEEINOHEDERZGRE T
DEAANGTEIND T L,

8.27 It should also be considered whether the

proposed recall action may affect
different markets in different ways, and
if this is the case, appropriate market
specific risk-reducing actions should be
developed and discussed with the
concerned Competent Authorities.
Taking account of its therapeutic use the
risk of shortage of a medicinal product
which has no authorised alternative
should be considered before deciding on
a risk-reducing action such as a recall.
Any decisions not to execute a risk-
reducing action which would otherwise
be required should be agreed with the
Competent Authority in advance.

827 RESNI-ENEENRLZ SHHICF

BEREFTETALLNHINE S . HA
BALETHRFTEHII L, ZBHT HEET
HBhiE, mHICHIELE-ZENEY RV E
BEEZHEL. BRIBLEHBEZITS
ek, AREDYRIVEFREEICEHLT
RETDHRIIC.ZDARERAEZEELT.
BASIhEREGIFANZVEERORED
JROEBRHT B E, YRV EREBE
FEBEETICHORENAEREIND &S
ICHEDZREICOVTIE., BRIEBEFTDH
BEEIT B L,

8.28 Recalled products should be identified

and stored separately in a secure area
while awaiting a decision on their fate. A
formal disposition of all recalled batches
should be made and documented. The
rationale for any decision to rework
recalled products should be documented

8.28 EINREIhE-HAF . HALT. Ehod

WMRICEHEITSAREZHFOE. BROG L
REICRBELTREFTSIE, @RSH
RN FETCZERXRGFRETEREL.
XEET DS E, BIREINEREZEL
BYLI2REICRIAEMRNIEE., XEL
L. BRIARBLEHBEZITO L, BUHE
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and discussed with the relevant
Competent Authority. The extent of
shelf-life remaining for any reworked

batches that are being considered for
placement onto the market should also
be considered.

LNy FEmiERESIESZ EERET
TH5O0THNIE., EVHHEOEHEOEE
R} THE,

8.29 The progress of the recall process
should be recorded until closure and a
final report issued, including a
reconciliation between the delivered and
recovered quantities of the concerned

829 MPRETEAUERBEEENRTETM
RI7Io+L2RDEH ZERHT S & (Hk
THEARB / Ny FOREHRELEHANKE
DREZET).

products/batches.

8.30 The effectiveness of the arrangements [8.30 MR DO B Z-WMROHMATEETHY .
in place for recalls should be ARIZEILTWASEZHREI S-H. &
periodically evaluated to confirm that ZMROOENEZEHMICTFMT S
they remain robust and fit for use. E. iS5 MEIE. MERBERNORKR &

Such evaluations should extend to both
within office-hour situations as well as
out-of-office hour situations and, when
performing such evaluations,
consideration should be given as to
whether mock-recall actions should be
performed. This evaluation should be
documented and justified.

BEAOKRROBMAICKEITSZ E, Bih
P MERET SRIE. EHEIEEZ
ERTEINEINICONTREN G S
52 ¢, CHLEFBmEXELLL. TOD
ZLaHMERT L,

8.31 In addition to recalls, there are other
potential risk-reducing actions that may
be considered in order to manage the
risks presented by quality defects.
Such actions may include the issuance
of cautionary communications to
healthcare professionals in relation to

their use of a batch that is potentially

831 EIWNICMAT. MERMEMNA BT UX
VDEEBITD-OEEINED. thowA
BEEHDIVRIVBEREENH D, HiNd
BEICK. REOAEELHZ/NYFOD
FRACHETIERARBTEA~ADIEME
BHROEENEETNED, TLoHBES
F—2NA4r—2TcHRFL. BRYEB L
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defective. These should be considered

on a case-by-case basis and discussed

with the concerned Competent

Authorities.
CHAPTER 9 FEOE

SELF INSPECTION BOR#&

PRINCIPLE IR Al
Self inspections should be conducted in | GMPREDERBEVESRIEE =4 —
order to monitor the implementation and | L. R ELERFHEEZRET S -H. HC A

compliance wit Good Manufacturing Practice

BREITSZ &,

principles and to propose necessary

corrective measures.

9.1. Personnel matters, premises, |9.1. AE. BEY. HxE. XEk, 825, K E
equipment, documentation, production, EE, EELROEBEE. HREUVEIND
quality control, distribution of the RO, TITEERAKEIZIOVWT., Thb
medicinal products, arrangements for NRERIEOFRAICEHRL TS MR

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

5RO, FOMYROONAL-TEIT S
LIt -HRTHRET S &,

9.2. Self inspections should be conducted in |9.2. BECARIZ. HNTHEESIhI-/EH - ¥
an independent and detailed way by ROH2EN. MIMDHEMAAETE
designated competent person(s) from BT 5T &, NEBOFEMARICK ST L
the company. Independent audits by FEELAERATHAS S5,
external experts may also be useful.

9.3. All self inspections should be recorded. |9.3. 2 THDHEHCHARBRZIEHEIT I L. HES
Reports should contain all the . BERBRPOETCORERY (&
observations made during the 9558 BREHECRENAALDTL
inspections and, where applicable, 5L, TORIZCELON-HBEICET
proposals for corrective measures. PEABLEET S L,

Statements on the actions subsequently
taken should also be recorded.
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