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CHAPTER 1 £1E
PHARMACEUTICAL QUALITY SYSTEM EXGmELRAT LA
PRINCIPLE R 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.

They are described here in order to
emphasise their relationships and their
fundamental importance to the production

and control of medicinal products.
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_PHARMACEUTICAL QUALITY SYSTEM'
1 National requirements require manufacturers to
establish and implement an effective pharmaceutical
quality assurance system. The term Pharmaceutical
Quality System is used in this chapter in the interests of
consistency with ICH Q10 terminology. For the
purposes of this chapter these

considered interchangeable.

terms can be

EXRREYATFLE
1 BREOERFTEGE.HEBEEFICHL TH
BHNLEEERSRERIECRARTLDOEILLE
BEERLTWS, COETIX. ICH Q
TONDHABLOREHEZEELTC.EES SR
BYVATLEVWSAEZEZRAVLTWVLS, ZOE
DEMIZCEBSLSLT. ICHORERIEEEMN
HD2LDEERDILENTESD,

1.1 Quality Management is a wide-ranging
concept, which covers all matters,
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which individually  or  collectively
influence the quality of a product. It is
the sum total of the organised
arrangements made with the objective
of ensuring that medicinal products are
of the quality required for their intended

use. Quality Management therefore
incorporates Good Manufacturing
Practice.
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1.2 GMP applies to the lifecycle stages from

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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1.3

1.4 A Pharmaceutical Quality System appropriate for
the manufacture of medicinal products should
_______ ensurethat:
(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

(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;
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(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 chain;
(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
__________ product quality;
(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;
All necessary controls on
intermediate products, and any other
in-process controls and validations
__________ are carriedout;

(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;

(xiv) An appropriate level of root cause
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
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identifying the most likely root
cause(s) and to addressing those.
Where human error is suspected or
identified as the cause, this should be
justified having taken care to ensure

that process, procedural or system
based errors or problems have not
been overlooked, if present.

Appropriate corrective actions and/or
preventive actions (CAPAs) should be
identified and taken in response to
investigations. The effectiveness of
such actions should be monitored and
assessed, in line with Quality Risk
__._...Management principles;

(xv) 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
are defined, 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.
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1.6 There should be periodic management
review, with the involvement of senior
management, of the operation of the
Pharmaceutical Quality System to
identify opportunities for continual
improvement of products, processes
and the system itself.
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1.7 The Pharmaceutical Quality System
should be defined and documented. A
Quality Manual or equivalent
documentation should be established
and should contain a description of the
quality management system including

management responsibilities.
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1.7

GOOD MANUFACTURING PRACTICE FOR
MEDICINAL PRODUCTS

EEXRGMP

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:

- 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
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unambiguous language,
specifically applicable to the facilities
__________ provided;
(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;
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) ERITODOVWTOEFRZHAEL. MERX
examined, the causes of quality feDEERZEXBAL. RBHRRKICTDODWVWTHE
defects investigated and appropriate UGEEZELC.BRZHLET S L,
measures taken in respect of the
defective products and to prevent
reoccurrence.

QUALIY CONTROL mEEHE
1.9 Quality Control is that part of Good [1.9 MEEEIE. RAKRI. BB R UVRAEIC

Manufacturing Practice which is
concerned with sampling, specifications
and testing, and with the organisation,
documentation and release procedures
which ensure that the necessary and
relevant tests are actually carried out
and that materials are not released for
use, nor products released for sale or
supply, until their quality has been
judged to be satisfactory. The basic
requirements of Quality Control are
(i) Adequate facilities, trained personnel

and approved procedures are

available for sampling and testing
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starting materials, packaging
materials, intermediate, bulk, and
finished products, and where
appropriate for monitoring
environmental conditions for GMP
__________ purposes; ...
(ii) Samples of starting materials,
packaging materials, intermediate

products, bulk products and finished
products are taken by approved
personnel and methods;

(iv) Records are made, manually and/or

by recording instruments, which
demonstrate that all the required
sampling, inspecting and testing

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

(v) The finished products contain active

ingredients complying with the
qualitative and quantitative
composition of the Marketing
Authorisation, or Clinical Trial
Authorisation, are of the purity

required, and are enclosed within their
proper containers and correctly
__________ labelled;
(vi) Records are made of the results of
inspection and that testing of
materials, intermediate, bulk, and

finished products is formally assessed

against specification. Product
assessment includes a review and
evaluation of relevant production

documentation and an assessment of
I 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

to permit future examination of the
product if necessary and that the

product is retained in the final pack.
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PRODUCT QUALITY REVIEW

HamhBEoRE

1.10 Regular periodic or rolling quality
reviews all authorised medicinal
products, including export only

of
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products, should be conducted with the BO—EMHEVICHERARURKRE

objective of verifying the consistency of BB AOBRTHRHEOBEVMZHERILET S
the existing process, the BEMTEREL. WABBIIERIZCDOWVTD
appropriateness of current oML ERRUIEOREDORM
specifications  for both starting ZHERIT AL, TODLSLRBER, B
materials and finished product, to EOBE*EELL-LTCEERE1IRE
highlight any trends and to identify BMLTXEBIEL,. DLBCELLUTZED
product and process improvements. 5 &,

Such reviews should normally be
conducted and documented annually,
taking into account previous reviews,
and should include at least:

(i) A review of starting materials () BRICERSLLIAEMHEZED. H©

including packaging materials used in EME (BFIT.HE-LEHBBETHLLDED)
the product, especially those from new DRBRE. ELUbITREDY IS4 F z—
sources and in particular the review of PORL—HEYUTAIZODVTOEE
supply chain traceability of active
__________ substances;
(i) A review of critical in-process (i) EZEGIRNEERURKRESRERD
__________ controls and finished product results ; | ®=
(iii) A review of all batches that failed to (iii) WAL ShF-BHEZHEE-IHGLENY
meet established specification(s) and FRUZORARHADEE

their investigation ;

(iv) A review of all significant deviations (iv) ETOEXRGEBRIXEIFEES. Thb

or non-conformances, their related CEAETLS2EREHOEE. RUER &
investigations, and the effectiveness LTELONERERERVFHEBEED
of resultant corrective and EEIZCODOVWVTORBRE

preventative actions taken ;

(v) A review of all changes carried out to (V) IBXEAWAEXEICOVWTI T2 T

__________ the processes or analytical methods ; | OXEO®R®E

(vi) A review of Marketing Authorisation (vi) RHEHESh, RBXXEFEEF I -RTER

variations submitted, granted or REE—NZEE (F=ZEH (BHOH) ~
refused, including those for third NDEFEZEL) ORBRE

country (export only) dossiers ;

(vii) A review of the results of the | (vii) TREMHE=42Y 25 T0T5 LD

stability monitoring programme and ROBE. RUBFFLLABUVLWERIZDWL
__________ any adverse trends; | _TO®R®E
(viii) A review of all quality-related (viii) REICEETSIETOERRE. BFER
returns, complaints and recalls and VEIRIENICZDEICERR L -8R 3% A
the investigations performed at the NDRBE
time;

(ix) A review of adequacy of any other (ix) TOMMBERIEXXEZHFICOLTU

previous product process or AICEBELE-RERENOLIEL. TOHE
__________ equipment corrective actions; | #IMlEOWToRE
(x) For new Marketing Authorisations | (x) FHRBREERBRURERADBTE—BE
and variations to Marketing BICHALT,. RERIIYMAVIIDOR
Authorisations, a review of T

post-marketing commitments;

(xi) The qualification status of relevant (xi) BETSHHRBERELI—T 14U T (H

equipment and utilities, e.g. HVAC, ZIEHVAC, K, BEHRE) O#EE
water, compressed gases, etc; % 5T i 4K %

(xii) A review of any contractual (xii) FB7EICEZL-2HICEAT H2ER




arrangements as defined in Chapter 7
to ensure that they are up to date.

ORAERFNDLDTHSZ EERAT D=
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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

ABEVRIIRDA Vb

1.12 Quality risk management is a
systematic process for the assessment,
control, communication and review of
risks to the quality of the medicinal

A

112 @BVRIIZXDAVLNE,. EERKD
BE~NOVRIVDOFM. EE, EERUV
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product. It can be applied both LTHEIBENMICEERT S ENTE
proactively and retrospectively. %,
1.13 The principles of Quality Risk [1.13 RBEUVR VI A L FOREAIF. B

________ Management are that:
(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 of the processes and
applications of Quality Risk

Management can be found inter alia in

L TREBYTHE,
() RE~OURIOFMIE. HENMER .
IRORBRICESCHLOTHY . BEM

CEEREICRETS 5.
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Annex 20 or ICHQO9.

CHAPTER 2 FLE2E
PERSONNEL ANB
PRINCIPLE IR A
The correct manufacture of medicinal EERZELLKEBET S EITAIZEKEL

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

TWaH,. B EXEDEXETHDIETDE
BEERITDICHLLBHOBRGEAEZE
LEthEashn, FXOEHIZTDONT,
LZEZEANBHBECEMEL, BEHELTWVWSZ
E. 2 TOABR. Z2I5GMPOREI%E
REL.DEICA EABRRUMBEMLEH
Bill#g (BEEEODKEZET) 22HET D
&

that affect them and receive initial and

continuing training, including hygiene

instructions, relevant to their needs.

GENERAL EREFR

2.1 The manufacturer should have an |21 HEXEEFEI. VELEBRUVEHERERZ

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

FILEUNEHDODANEZREI S L E
EMmBVATLERITL.#EFET DL
VIS EDEMUEREMNICHKET D
6, LHRBEERERE. +20D0BULR Y
VR (A#M, BR. W&, BREUR
fig) ZREL. BR#t9 52 &, —fAAIC
REONIEBRE. MEICUVRIZELE
bFRFELBLHIDNDTHLTRAELE
Lo

2.2 The manufacturer must have an
organisation chart in which the
relationships between the heads of

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

22 BEFXERF . AEHFMRUVREEEDMN
DEEVIC (BZET HHE) 25ETH
R -RERIEXIIHEBHAOROB®D
BRLESICA—YSAXKNRN=VY D
N, EBEEORICHBEICTINT
WAHAMHBRZEZAELGTRIEAE S G,

2.3 People in responsible positions should
have specific duties recorded in written
job descriptions and adequate authority
to carry out their responsibilities. Their
duties may be delegated to designated
deputies of a satisfactory qualification

level. There should be no gaps or
unexplained overlaps in the
responsibilities of those personnel

concerned with the application of Good
Manufacturing Practice.

23 BEEHLABMUICELSIEHEFT. BHEXKLEIC
RHRINE-HEOBEZAL. BoDHE

BEZERITIBEULERZET D &,
oDBERF. THLERLARAILDOERE
SNEREBAICEETSZIENTE D,
GMPOHERIZCRAIABEDERIC. IKIT
PHRPEATELVWEENH - TG L H
LY,

2.4 Senior management has the ultimate

responsibility to ensure an effective

24 LHRBEEREIT. REERZERTIUR

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

e, MUICHBERICKRE.,. EBERY
ERARESIA, EESh, EfTEHN D
CELERITIRENLEBETZET 5,
tHRBEEET. REICETI2EHEDLE
MERELEAMZRER L-REHHZHE
L. YIRXPAVPLEa—~DSE%F
BLT.EERREVRATLOMEL =
BOHERVUENHLESICGMPES %
REET HZ &,

KEY PERSONNEL

FEERESE

2.5 Senior Management should appoint
Key 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
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

25 LHBEEET. TELEERE (REH
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defined.

2.6 The duties of the Authorised Person(s) |[2.6 A—Y SA X FN—=—Y 2 OBEIX. &E
are described in the national NDERBEHICEEEIATHEY ., LTO &L
requirements and can be summarised SICFEHBEMNTE S,
as follows:

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

a) EXEROBENYFAZOETETEN
TWEOEREETIHAELHICHRTAR
DERFHICK-THESA, Fz v v
EhTWdIEE, F—YFA4AX K N—
VUVRBRELAGTAEE GRS GEL,




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).

b) #A—VYSAXRKNR—=VYYIE. ZTOEDE
TTEDONEEREHZH-SRITH
Fhod, HEFTORAFEOEGIC &
D, TDEBZEHTHREMNICELZT D
DET B,
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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;
(iiif) To ensure that the production
records are evaluated and signed by
__________ an authorised person;
(iv) To ensure the qualification and
maintenance of his department,
__________ premises and equipment;
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.

27 WEDHAORIET—MWIC. UTOEH %
59 5%,

() ROONT-REERGRT L0, EE
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5 ELERIET B,

(i) MEFZICHEET IEREERAL.,
TOREBELRERTERIET 5,

(i) HEORBREEL VS A X RK—
YUNTEML.BL2TBH5ZEE#RIET S,

C(iv) BLOHM. BEMRUVBREOBEEMERE
BERTEELZRIAET S,

(V) BYUBENYTF—YarEERTSE

_______ ERET D
(vi) B DEMADAEBIZ, ROONDEA
BRUBGHLEEABTIREZRERET 5 & &
L2, HEFINFELADBEICHLTHEIND
CEERIET B,

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
__________ records 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;
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(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

(vii) BELDHMADAEBIZKO N DHEA
BFRUBGHEBBIGEERET HL L&
L2, BBFIBIADLEBECRLTHREIN D
CEERET B,

O REEEHMAOBEICDONTIE,
6EICEEHLONT VS,

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: .
i) The authorisation of  written
procedures and other documents,
__________ including amendments;

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

(vi) The approval and monitoring of
__________ suppliers of materials;
(vii) The approval and monitoring of
contract manufacturers and providers

of other GMP related outsourced
__________ activities;
(viii) The designation and monitoring of
storage conditions for materials and

products;

) The monitoring of compliance with
the requirements of Good
__________ Manufacturing Practice;
i) The inspection, investigation, and
taking of samples, in order to monitor
factors which may affect product
__________ quality;
(xii) Participation in management

reviews of process performance,

product quality and of the

Pharmaceutical Quality System and
__________ advocating continual improvement;
(xiii) Ensuring that a timely and effective
communication and escalation

process exists to raise quality issues
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to the appropriate levels of H
management.

TRAINING ZEl&

2.10 The manufacturer should provide |2.10 & EX&(FT. BECLVEERERDV
training for all the personnel whose REXBXXIEEABREICIBADL R

duties take them into production and
storage areas or into control
laboratories (including the technical,
maintenance and cleaning personnel),
and for other personnel whose activities
could affect the quality of the product.

THOANE (Bffi. RFEERUVEROA
BEZ80) RUVZOTHNEGAEICSE
BZREITIARMEDOHIMDARIZ, &
BilExXERET 52 &,

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 programmes should be
available, approved by either the head
of Production or the head of Quality
Control, as appropriate. Training
records should be kept.

21 EERREVRATLEVIZGMPDOE
WMEUVURERICEHISAEAMNLGHBTIE
Ui, FRICEAShEZABRE, BV
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t.BE. REMMORXEIAEETEL
FOROWTFNANEKRL. BFIHET
ATSLMAFIRAAETHDSC &, BHFEI
BMORBZEZREFIT S &,

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 BERABEELELHSREE (HlZAEFE. FH
REgXEeEE. . BEEHFLIE
BREMZEAITHIVEINRYZEDLIADSK
) THEEXTDIABICE. HALEHEI
MERERI S &,

training.
2.13 Visitors or untrained personnel should, | 2.13 AR B X I HBTINZEEZZITTULH VA
preferably, not be taken into the B E2ERERVAEEEREICIS

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.

ALERBWVWIENEFLL, BTSN E
WIHEEIE., BRICER (HFICABOEAE
EERUMEDREXRIZOVTOER)
FREBETDIELEDIC. BOoEITERCE
B4 bdZ&,

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 EERREVATLALEVICEDERZR
VUEKZRETSHIEEZTEEET S
TOHZERIZODVT, HFINBERHIZHHIC
HET AL

PERSONNEL HYGINE ABDOREEHE
2.15 Detailed hygiene programmes should |2.15 M AUBEEE IR0 S LEZMHIL.

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

ITHERNNDERDI=—XICIHLCTHEAT
5. BEEEIOTSLIZIE. ABE
DRE. FEETEEOEBRUEKICHEHE
TEH5EFIEZEODHI_E. BEICEKY &S
REBERUVEERBIZIBEAZETOA
ENINSFIEZEBL. BELFHS
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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.

RS5S¢, BEEBEB IO LT, &
EENEEL. ZBFTIGEICLEHET
5 &,

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 TOANEBEE. FARICERREZWZ R

T3¢, BEEFEODEFELLT., & R
DREBICEETLHAHREDOSH D EEK
EEZEEEE~AMOIND I EFRIT
THRIREFThRBTAIEESHE L, F1E
DREZHOR. TOEEXERUVUBEADRE
BEOL-ORVLELHBHIC. BEZHZERE
T5 &,

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.

217 BREMKEBICBBELEBEXEIHHERDE
HERTBICHBRREZETIELNEER
BEICRELBEWS EZARELRY HE

RIZTHIAKREELD L,

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

operations to be carried out.

218 BEREICIIBADETODEIX. £
THEEIZCHELEEBEY L REXREZER
T5I L,

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.

219 BRE., FLELIERE, RIFED.
gH, REMHMELIEBEAMNERRD
REFT. HERBRUVRERBERATIHE
E¥d2 &, — M, HERBRAXIE
BAaNrEBEREZITSAEEALAH St
DEHERICETIEFENLGTITLHIE. B

3352 &,

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.

220 FEHEIATLWAHEGRUREOR M
EBIICHEXREOFNEEEMT S

EIXEITHE,

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

221 ANBRIZF
G

EOWRBEERATSELSHET

2.22 Any specific requirements for the |2.22 % LK I IL—T (X IEEFHA)
manufacture of special groups of NDHEICEHTAIFINEREIEIZONT
products, for example sterile X. 7Ry I RIZEBIT B,
preparations, are covered in the
annexes.

CONSULTANTS avyIiLa vk

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

223 aAVHILEURIE. BOAERSAE
EHITOVWTHMET S0, B GH
B.IBRUEER (RIZFEns0EAHE




the subject for which they are retained.

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

o b®) ERISCE.

TOKRAB. . B, KUY IL4E
DHhIZEDTR#BENE-RBEDODEEICD

type of service provided by these WT., BEREZREI S &,

consultants.
CHAPTER 3 EIE

PREMISES AND EQUIPMENT EYMRUERE

PRINCIPLE R Bl
Premises and equipment must be located, | EE SN 2 EZEIZTSAESHLLWLWESIC. BEYER
designed, constructed, adapted and |UXEZEBEEL. FRFFL. BEL. #AL.
maintained to suit the operations to be |[RFEEBELAZITAELELLEWL, TORERV

carried out. Their layout and design must
aim to minimise the risk of errors and permit
effective cleaning and maintenance in order
to avoid cross-contamination, build up of
dust or dirt and, in general, any adverse
effecton the quality of products.

HETIE. BROVRIVZHRNCT D EER
BETHELDIT, RXFFE, CAKRREE
NODEBRRY (—RMIC) ERE~NDEF
BZEBT SO, BHLEEERVRTE
BZAgEET 2O THRITAEGE LG L,

PREMISES B
General THREE
3.1. Premises should be situated in an |3.1. & EZRET EI3FHRLHFETCEET S

environment which, when considered
together with measures to protect the
manufacture, presents minimal risk of
causing contamination of materials or

ECRMHMRUVERDFRZEERET
JRAROVDNRNMRTHIRERIC. EHZEE
2 &,

products.

3.2. Premises should be carefully |3.2. RV RTEEOHRENEZOLE
maintained, ensuring that repair and CREFEZLEoIBTVWIEEZRIT S
maintenance operations do not present £ BYZIEFRHBEEET S
any hazard to the quality of products. E, FMGFIBEEICE-TERL. (3
They should be cleaned and, where L9 5H5E) HET S &,
applicable, disinfected according to
detailed written procedures.

3.3. Lighting, temperature, humidity and |3.3. BB EBEE.EERUBEABELI TH Y .
ventilation should be appropriate and TN EERVRETOEERXIE
such that they do not adversely affect, HEBEOERLEHICEENXXITHEEBN
directly or indirectly, either the TEEEBZREIHEVI L,
medicinal products during their
manufacture and storage, or the
accurate functioning of equipment.

3.4. Premises should be designed and |[3.4. ERXFIHBOEYWOERBAILLEZEKXREI
equipped so as to afford maximum FhHLIIC. BYMEEFFL. E®T S
protection against the entry of insects Eo
or other animals.

3.5. Steps should be taken in order to |3.5. BHADADIAY ZHILLET HAEMN

prevent the entry of unauthorised
people. Production, storage and quality
control areas should not be used as a
right of way by personnel who do not
work in them.

FLohTWdE, HiE, RERU M
BEEEREHEFE. ZITEEXELBEVAED
BEBELTHEALTEELGL,

Production Area

HERXE

3.6. In order to minimise the risk of a serious
medical hazard due to Cross-

36. RRFRICLDPEELEZHREZTDY
ARV mMRICT SO, SBREEDE
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contamination, dedicated and self-
contained facilities must be available
for the production of particular
medicinal products, such as highly
sensitising materials (e.g. penicillins) or
biological preparations (e.g.from live
micro-organisms). The production of
certain additional products, such as
certain antibiotics, certain hormones,
certain cytotoxics, certain highly active
drugs and non-medicinal products
should not be conducted in the same
facilities. For those products, in
exceptional cases, the principle of
campaign working in the same facilities
can be accepted provided that specific
precautions are taken and the
necessary validations are made. The
manufacture of technical poisons, such
as pesticides and herbicides, should not
be allowed in premises used for the
manufacture of medicinal products.

HFHE (FIRER=ZD) V) RITEME
BMEH (FIZEEETWHWSI2HMEDMICHE
T5L0D) EORFHKLTEEROEEIC
F. ZEALShi-BE2HLAHOADEE
NAUAFMETHETARELRSREWL, HDHE
DHERE. HHEBORILEY, HHED
MBEsMtYE. HLIEOSEFHEEVRU
EEREDNDERKOAEX. A — DX
TEBLTEAELLEWL, flstE LT, B
MEFHELBELOA, RERNY T—
vavhfabhTWdBAIZEH. Chb
HBIZODVWTR—EEICETESEF v >
R—VEERILHRINGB D, T%E
M (RBFRVBRERE) OREX. E
EROHBICTERTLIEYTEHHFTI

NN

(xRE: REBICHAZIT-EPEEERET . )

3.7. Premises should preferably be laid out |3.7. f X DHFENRUBELEFEFELANILIC
in such a way as to allow the production S C-wEBENGIEF TERSLE-REEIC
to take place in areas connected in a BLWTHENTODNS LS. EMETEE
logical order corresponding to the TEHEIENEFELL,
sequence of the operations and to the
requisite cleanliness levels.

3.8. The adequacy of the working and |3.8. EH2EERXIZTNOERYDER %
in-process storage space should permit R/MMEL, RRXRFEZEHEAL, HEE L
the orderly and logical positioning of CEFEBRT Y TOERERAXIEE -
equipment and materials so as to FERODVRVZz&mIMRIZCTEH LS. &
minimise the risk of confusion between UGBEERAR—XARUIEBRARERAR
different medicinal products or their — R EBERUYRZEARALHBENIC
components, to avoid cross- BEEY S &,
contamination and to minimize the risk
of omission or wrong application of any
of the manufacturing or control steps.

3.9. Where starting and primary packaging |3.9. HERH R U —XRBEMH . PHEEZX

materials, intermediate or bulk products
are exposed to the environment, interior
surfaces (walls, floors and ceilings)
should be smooth, free from cracks and
open joints, and should not shed
particulate matter and should permit

FNILIVEGINREICREINDSHE
. EPABOERE (B, RKRUXH)
. FETCUOUVENRURABRESSHL G
. HMAFHEZREZESELZVELEDTH
B2LEEBIC.BEEPOVERENLEBERERY
(BLERBIZE) BEELPTZAD2EDTHD

easy and effective cleaning and, if C &
necessary, disinfection.
3.10. Pipe work, light fittings, ventilation | 3.10. B2& . BERMITE, #E R VD

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

mHEEE. FRLIICVWEADERZE
BT HEOHFFL.EBEET S &, RF
EEOBMOLO. TREEGRY HiERXEH
NN LEEARTHD C &,
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purposes, they should be accessible
from outside the manufacturing areas.

3.11. Drains should be of adequate size, and | 3.11. #iKkElZ. BOLHY A XT., +rS v T
have trapped gullies. Open channels HTEDELLAAZHEIT S L, HKME
should be avoided where possible, but if TR GR Y BITEIN., BETHNIL.
necessary, they should be shallow to BFREVESZEELZVES>EFCL
facilitate cleaning and disinfection. TH< I,

3.12. Production areas should be effectively | 3.12. & &R, MYKSERZ. T T
ventilated, with air control facilities PREA2EERUNBEEDO VT NIZH
(including temperature and, where LTHLBEULGEREZE CREDEN. &
necessary, humidity and filtration) BELBEEREERVAIBZEL) 2EH
appropriate both to the products LT, BRMICB|KRT S &,
handled, to the operations undertaken
within them and to the external

environment.

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

A3 HERMOTERFRE. TOARD
DICHKFA S, R SNEHEETITS
&

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.

14, CABRDPRET EHHEES (FIAE.
TY)VIT BE. RERUMIDOEEXSF,
FEWEREOEGOBER) . XXE
2ZEHMLTERZITVOCI ST HH
AMEFPHEEZZELDC &,

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.

A15. EEZOAEDL-OOEMIE. ERAX
EIRXXFEZzEBTEDES. HFAlICE
L. BEBET 5 &,

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

6. HERE (HRICBRICLKIHEEEEZ
XTI AHGEF) F. +HBHALZSTHD
;to

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

A7. IRRNEEBIE, EITHLTYURI %
L EHVWEYICENT., B2 EXRERA
TEBRLTDH &L,

Storage Areas

RERXH

3.18. Storage areas should be of sufficient
capacity to allow orderly storage of the
various categories of materials and

3.18. RERHIE. U TOKSBHRARGAHT
JV—DEMMRUVEREBARERE
TERZTHRBLESTHAHA & HERH

products: starting and packaging RUGEHMHE. dEAER. NLVERER
materials, intermediate, bulk and URREGR. E2RETPORRZ. 51
finished products, products in EINnF-8HE., TERHESAE-ER.
quarantine, released, rejected, returned R XIEEIR S h &S
or recalled.

3.19. Storage areas should be designed or |3.19. B LR ELEHE*RIEIT L5, B&E
adapted to ensure good storage REBEZHAXEIH-AT S L, FHIC, &
conditions. In particular, they should be ZREE, FRTHEVWLKELEL, FR

clean and dry and maintained within
acceptable temperature limits. Where
special storage conditions are required
(e.g. temperature, humidity) these
should be provided, checked and

SNP2EEREBERNICHIBZIEET S

Lo HBANGREFHENBELREEIE (F
AFEE. BE) . BZEHEEHBL.
Fryvy L, EZA2—F B L,
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monitored.

3.20. Receiving and dispatch bays should
protect materials and products from the
weather. Receptions areas should be
designed and equipped to allow
containers of incoming materials to be
cleaned where necessary before
storage.

3.20. A -#EOE. RELASRERMH RV
BRZREIDELDODTHDIE, ATE
MEORFZZ (WELBE) RERIICE
BTEDHELSIC. TARBEEF L., &
w35 &,

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.

3.21. PBMSINERHETOREIZEH>TR
PRENEAIRIESNDBEE. Fird
REZBAEICRTT AL EDIT, K
HMADIAFRBESN-ABIZHREL
BENEGLRVN, WEMNGRSREIS
KDV ATLZRAVWSEEEF. AFD
tXFaVT1Z2RHEITLILDOTHSC
&

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.

3.22. BE. HERMABAICHHM L -RAREK
REAHHI_ &, RUERMARERE T
EESNDERE. FREXERXRXFEE
AL DK S2BAHETITOI &

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

3.23. FEKHESIN., AIRSAXEFRAES
NEEMHEEBELITESORERICRE
MShEREZATSH L,

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

324 EEMOYMERXRBFIHRIFI. TETHER
BTREIZCRET S &,

3.25. Printed packaging materials are
considered critical to the conformity of

3.25. HIRlsh -2 EMHE. EXROESR
HICEEEEZONDSEO. FindaE

the medicinal products and special MHORETHEELGREIIFIOIEE
attention should be paid to the safe and #iH 5 C &,
secure storage of these materials.

Quality Control Areas s B B X I

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.

3.26. BE. mEEEHARERL. E2&ERXEH
LT B E, ChITEY. MEDR
UBMHSHMERMETEDOEERED -H DA
ETHICEZETHY . ThoEHlRELE
WIZHh BT 52 &,

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.

3.27. EBHRBRER. T T LN BHEEIC
BT BLS5%5FTH52¢L, BERRUKRX
BREEBTDIELOHTRBEAR—REE
ZB5¢E BARUEHEEDRHDEY
THIEDRERAR—ZIANHDZ &,

3.28. Separate rooms may be necessary to

protect sensitive instruments from
vibration, electrical interference,
humidity, etc.

3.28. MBRUKBZERY. EXHHET. BF
ENoREIT DO, NEELE-BELS
ETHDS,
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3.29. Special requirements are needed in
laboratories handling particular
substances, such as biological or
radioactive samples.

3.29. BHKLUYE (EYFHNXEIHRHAFHED
HEBRKRF) THSHBREICEK., HA G
BEHLAKROON D,

Ancillary Areas 11 B X st

3.30. Rest and refreshment rooms should be | 3.30. KB E([Z. thORB L NI 5 &,
separate from other areas.

3.31. Facilities for changing clothes, and for | 3.31. EXZXHBESVICFEVR UL LA L
washing and toilet purposes should be HEIE. BBICT IV RTE. FRAEH
easily accessible and appropriate for Cxt LBEUNGBELSHS L. A LIE.

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

AEXNFIREREELEEEALTLTIX
g gl A

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.

3.32. RFEEHNDAEXRBIEX. HERHEMNL A
RREBRYBENA TS L, BBMRUVIE
THERETRETSAEHERE. Thioz
TOREERAOMERIFO Y h—RIC
RET D &,

3.33. Animal houses should be well isolated | 3.33. #I¥W&(E. MOAD (IMW~DT I &
from other areas, with separate R) RUVUZERLEEZRBZHA. o X
entrance (animal access) and air Mo+ RICTHBET D &,
handling facilities.

EQUIPMENT % s

3.34. Manufacturing equipment should be | 3.34. %L SlElEk. TOMPBOBEMICET B

designed, located and maintained to
suit its intended purpose.

DHFFL.EBEL.RTFEEIT S &,

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

3.35. HEERURTE
cfeEzbfzi

BOEEXEF., 2anE
LTIEAE 5 %L,

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. HEEZKEE. BHITHDODELIZERT
EHLEO5RHTHE, MERBIX., #
MEFIEEZICH->THEL. FETEWL
FRETOHARET D &,

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

3.37. kB RUBERSBZHBE. FRREL LR
WESEEL. BAT D&,

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

3.38. ERfRIE. BRXEIFRZHILET S &

RET D Lo

3.39. Production equipment should not
present any hazard to the products. The
parts of the production equipment that

3.39. #l&EE
T4 5 %L,
&l &z

S E &, §znnkﬁ=€%f_bb—c
WAy 52 tt?&é
SEDOBRMIT. HREDOHKEIZFE

come into contact with the product must L. BRZ4ELCHEBICREME. 0 IiX
not be reactive, additive or absorptive FHMBEBELNSH > TIEHE S H LY,
to such an extent that it will affect the
quality of the product and thus present
any hazard.

3.40. Balances and measuring equipment of | 3.40. XEFER VA EDOHXRBELAEY L &EH &
an appropriate range and precision URETHY . BERVEEDODHEEDT:
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should be available for production and
control operations.

OFRATIEETHASC &,

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. BIE. HE. EHBRRVEEHEDOHRMKEE.
BYGEAERICE->DTHESENERERET
REL. Fzv93d52¢&, HindAER
NDEULBEFEEZRFIT S &,

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

3.42. EIEEBREIZT. NEYERY (ZH T 515
B) FhoAEMEZERT=H. BEICKTE
5 &,

3.43. Distilled, deionized and, where
appropriate, other water pipes should
be sanitised according to written

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

343, BBK.BRAA KR (BEBULEEHE)
HOKDEEIT. MEMBTLEIZHER DS IT
FIRRUVELIRNZTHEZFRT HF
IEEZIC>T. HET S &,

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

3.44. RO HHHFMWIE. (AEELGZES) &
EXBEERUVUREEEREMAGHEHET S
N, RIEFLVBELCLEIREDH DB &L %
HBICRRT 5 &,

CHAPTER 4 FA4E
DOCUMENTATION XEit
PRINCIPLE IR Al
Good documentation constitutes an | XE{LZHBEEICTSI I ¢EIET. RERIEV AT
essential part of the quality assurance | ADFARLBEZRZHERLTHY. GMPE

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
ongoing application of the requirements may
_be demonstrated.
There are two primary types
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.

REBICEETH-HNDETHD, HrLR
EOXERVERZ. REXEOREBEIRD
AURNVRATLRATRRZICHRET S E, X
ElX. BAORE (EXN—X, EFEHK. B
ERERKZEDL) THEAEIT S, XEILVRT LA
FEFRITAHAETLENMEI.EELRORENET
DHICEEXIIHMENICEEEZE5Z252T
NDEEBEHEIL. EEBEL, E=-42—L. B8
TH5LETHD. ERZFELPERIATWLS
CLERIMTBENTED LS, RET R
CAVEMVRTLIE BRAGHEEBRERUM
ROFEMICODVWTO+RLEHRETS L
[CMA. ERFEHEICODOLWTHBEOEEZIH
B3I+ LEROEMESL &,

GMPHEAMZEEL. REITHSDITALSD
XERCRK,. 27o0&EFAMBEELAHD : EHE
E (BEr"FR. EXER) RURBHE HS
ETHS. BULEXEEEZ. XEDOEAIC
XibLTEAYT S &




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.

XEDODEHEKE. T2, AIEERUVEAS S
FRIMTS&LS. BULEEBEEERT 5
L, BREZER. BYDPLGL. EETHATE
ThdZ &, TEm@ (written) 1 &EULV5 AZE
F. T—42AANDHEOHIHEARICTEZHZZEMNT
THOEAREIIXEIESh, XEFEHESLTL
5 LEEKRT B,

REQUIRED GMP DOCUMENTATION
TYPE)

(BY

EREThZ3GMPXE (&)

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

A YR I—T 74 BEEFRDGMP IC
BEET S FEZEHLEL=XE,

Instructions (directions, or requirements)
P
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.

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

ERE (BEREEXEEXREEH) OBE

BRE A5 FICERASAE-XEELAER
HHELIFESABEE LBTAEE S A

WERBEOFMHZzEZHEL-LD., mEFEM
DRI & B,

REWLAF. NI, 2. HBOEEE: £ C
ODHERH. ZEERT (3 LHNEF) a2 E
11— ATLOFERERL. 2TOM

IT. 8%, BAER. SBR0ERZHAEL -
O RASNEIERNEERUPATIRSE
BlT&Y., HIERREEZELLLIZTHRET S &,

FIRE BEOHXEEHRT 5-ODETRSE
EERLEHD, (BEELHFIRE. sOP
ELTHEMBATND)
REHEE:  BEOIBLET SELERME
L, BRI PLEOOHEHETLELD.
BMZNE N BERELOLOEREL S
EEOMTABELELD,

Record/Report type:

ERE-HBEEZ

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

Certificates of Analysis: Provide a
summary of testing results on samples of

ERE ERE~NDEESHEZEAT H-OIC
BLonf-HKAaLBEE (BIAE. X, K&
LEZER,. EERHA. HENYFOHEIL.
BEZ2O-8GONYFCLEORBRE) OIF
WERHEITLILD, BEHBEZERT SH-HH
Wonhiz&ET— 4228, EFHNARREHKREIC
MLTE. EBSINFMAENEDT—2 %
5T —2¢ELTRHWVWSAMNIZODOVWTHET S
kLK EL, REBHEORELLGDET
DT—RIF. ET—F2ELTHET DL,

BEREEE - AESCAERBEA~DES KM
ELBIT EAXTIEMBORKDOAKRHEER




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

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

on the assessment of

HAEBERBEEICRAT. Ny TFEHEDOP A
THOLR/EUTILIALT—4 (BELER
wWE) ITODVTCOFM. RERBEICEHOD
N A=A XRFAETEEBHITOVWTOEZ
(EEMXIEHLPBIC) To-TREESHEZ
BEELTH KLU,

dossier.
Reports: Document the conduct of | BEE : BHEDEE. 0PV FXIFEE
particular exercises, projects or | BEH % %ﬁﬁ L&z R BERMAUVES
investigations, together with results, | & & BT, XEELEZH D,
conclusions and recommendations.
GENERATION AND CONTROL OF XEBO#BRRUVER
DOCUMENTATION
4.1 All types of document should be defined |[4.1 2 THDREEOXEZHEL. EFT 5
and adhered to. The requirements apply E, ERFHEFI. ETOREOXEDE

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.

AKERXICRAKICERT 5. @%EVXT
L. BficEHLS5ICL. #UYIIITXE
1I:L NYT—FrTE3RENHY ., B
EEANANE--TWS L, BELDXE
(?ali-‘ﬂﬁi) . 5B IEEF
B, i s LA — Zthot\@A
S RETHEET S, BRA, EXLGEIXR, T
— A ORMBFVRUVEHZREDHUIDI2ER
VEBAEFI. BENCRATLRUEE
MYRATLOBAICDODWTEE > TWL
DBHENHD . BEFXE(TUTL— bk,
EXRUVELRE) IOV T, BYLER
FERTHSAELE RETITRETLHMICDH
EoTCRHRBEOEEMEZRIAET H&L5. 8
PYEEEBAE->-TWNS I &,

4.2 Documents should be designed, 4.2 XEFXEFELT., ZFFL. L. BE
prepared, reviewed, and distributed L.BEHATS_¢E,. XEREE. Hamft
with care. They should comply with the BRE. AEHFT - FRERZIBEOHEER
relevant parts of Product Specification CEHITSEILE. RALPOHEEXELTE
Files, Manufacturing and Marketing HIBHITHE->T. EHBARETRY T
Authorisation dossiers, as appropriate. RIETELE LS ELL,

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 BRI Z&8CXERF.,. VLA —YSTA4 X

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

FXN—vonERZBL,. EA&L, BRFZA
nNdZE XEXHAEGART. BEL
THAINTETHLI_ L. BB ZEZED D
&
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The effective date should be defined.

4.4 Documents containing instructions (4.4 BRSO XEF. BEELTEEL. Fz
should be laid out in an orderly fashion vILHELKTEHEIE. XEDREFAMILE
and be easy to check. The style and VHEBERX. FAEBMICEAHOESZ L, B
language of documents should fit with EREFIEERVEEEREG. 2 AB
their intended use. Standard Operating MOWMEMBEREIAILTELCZ L,
Procedures, Work Instructions and
Methods should be written in an
imperative mandatory style.

4.5 Documents within the Quality |45 RBEYRXRS AV RATLRNDOXE (.,
Management System  should be EHMICBEL. ZRFOKREBICLTEL

regularly reviewed and kept up-to-date.
When a document has been revised,
systems should be operated to prevent
inadvertent use of superseded
documents.

CE. . XEFRETLE-EZIE., BROF
RELGEAZHLET E2E-OCRATLE
BRYT S5 &,

4.6 Documents should not be hand-written;
although, where documents require the
entry of data, sufficient space should be
provided for such entries.

46 XEZFEELTRLGELHBVLA, T—4
BANDBELGXEIIH-TE. HindiE

ADEHTRGEAR—RZHITSH &,

GOOD DOCUMENTATION PRACTICES XEEH

4.7 Handwritten entries should be made in (4.7 FE2ERAX. B THA#H <. EHET
clear, legible, indelible way. EHEWVWAETITI>I L,

4.8 Records should be made or completed at | 4.8 EEE%#T--HEIZ. EEZDEEI(C
the time each action is taken and in BRAIAETCOEEL TN EMAELA
such a way that all significant activities ET. BEREZERXEIEHT S &,
concerning the manufacture of
medicinal products are traceable.

4.9 Any alteration made to the entry on a (4.9 XEXTHICEEFTZMZ SICH > TIL.
document should be signed and dated; ZEA4L. BRHZANRD L. BZEFE.
the alteration should permit the reading TEROGEMYDNAETHDIZ &, (@
of the original information. Where UihEE) ZEOERZREHET S &,
appropriate, the reason for the
alteration should be recorded.

RETENTION OF DOCUMENTS XEORE

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

and validated where appropriate.

410 SR EFTHICEDRBEIABEET 2 H.
LFZERMNEICTENAN T ILND A, BHEE
CHET S L. REHEZELC TRE
NDEENFERIET 5-H. BEERLEEN
BoTWhithiEasd., (BULEE)
N TFT—rLEBETAIELE S L,

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

411 Ny FOXEICERASIASENGTER
FHRELT, BENAYTFOAMHARE 1
FERXEA—VYSA4AXFNRN—Y VT

BNy FOHRBABHER. 2B ED
SEMOVTIAAMARVEIR. RELGIT
nNEELRE, BREICERLSINYFOX
ERF. BNV FAFEREIA-REDAE
BOBRTRXEIPLEDELGSLELEHE

MRELGTAELGLLGL, XEORE
CEAYAMNDEREFELELT. KENE
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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.

FOEGE (XX Advanced Therapy
Medicinal Products) ICB:&E L TES T
HEIIhSGEENHY . HEHEXEITEIC
ROWREFHHEZERTAIENAES L
5BELNH D,

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 validation 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 supported on the
________ basis of that validation exercise.
The following section gives some
examples of required documents. The

412 TOMDEEOXEICHRLIREFHM

. YBZXENEFTIEEFTHRET
Hhd. BERDBETFOBFRRZEMNT S
(FIZIE. N)TFT—23 0 XRIEREHIC
MEdT D) £ET—FELEELXE
. BZARBLFPEDLGCHEIEIERET S C
E. HHAEXE (Pl2E,. NYUT—L 3
HMEEXFLZREMERBREE FE 1T
TWBETF—4) ITD2WWT.,. FDT—4
NHFELLWT—EEy FMCEHF S5
BIC. REXEMIGH T ZEIHRTSA
B35 FINSPELLEREXELT S L
ERFICT.NYTFOXEDREFICHAT HE
REBEEEZEICANDZE, fIRE. 7
AEANYTFT—230DT—4240DBE.
LN T— 3 VRBIZCEDVTH
FMEENEBEMTLOATWVWEIENY FOD
BHRELLLBECLEIBMLYM. TS
ET—2%RET B L,

ERINDIZXEDHZ. ROV >3y
I8 F5, REYIRCAV Y RATLALT

quality management system should F. ERRERUVEEODREMZTRIT
describe all documents required to 5-OERINDIETCOXEZRLRBRT S
ensure product quality and patient Y
safety.

SPECIFICATIONS BRE

4.13 There should be appropriately |4.13 HERH. SEHBHRERUEEHUKZICD

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

WT., BEIICEESNA, BEDOA2 =,
REENAHD &,

Specifications for starting and packaging
materials

HERHRERUVEEHHOREER

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:

25

414 HERM. —RBEMHXTHRE S

FEEMHOREER. UTOEEZSE
CXIF (ZHET258) SREETT

a) TORMBICOVTOREB(LTOEIE
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— 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 gquantitative
requirements with acceptance limits;

The maximum period of
before re-examination.

storage

EESNEEMEVHRASEI—F

(L) ERAEEREED
SHRE
ARBSINE-HBEXE. RV (BAICE
Y) TORERMMOEET

- R ESnEHHORYER

e) BRRAMOKAREHE

Specifications for intermediate and bulk
products

FREGRININVIBEGDREE

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

415 BEER Ty JI2Do20WT., XITPREHERZ
BUNLIBEZZEZEBEELELLERZIT
mMAICBLT. dEERKRUNILYESR
DHREBELNFRAAETHDIZ &, LR
BREFTEE. HERBAXTIEREROR
BEICELEEDTHEZ &,

Specifications for finished products

RREGODHEEE

4.16 Specifications for finished products
should include or provide reference to:

a) The designated name of the product
and the code reference where
applicable;

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

The qualitative
requirements, with

and quantitative
the acceptance

f) The storage conditions
special handling precautions,
applicable;

and any
where

g) The shelf-life.

416 XA FOREEEF. UTOEEZXZS

________ CXBEREZRI &,

a) HENHKEESNEEEMEL(ZLET S5
&) slBa—F

e) THEMRUTEMLEEREBE(HERE

&)

) BEEBERY (RLTHBE) BRAGR
H‘NLEDEEEIE

g) A % H

MANUFACTURING FORMULA
PROCESSING INSTRUCTIONS

BELARUVIEERE

Approved, written Manufacturing Formula
and Processing Instructions should exist for

ARSI, XEbLEh-RUENLAFRUVIREIE
HE#Z HETLERUNYFHAL X LEIZE

each product and batch size to be |9 5 &,

manufactured.

4.17 The Manufacturing Formula should [4.17 & FEWNAFZ. UTOEBEZST I &,

________ include:
a) The name of the product, with a a) HBD0EM. TOHRBEICHEMNITIH

product reference code relating to its
specification;

mEZEa—F

b) HI HREDEERUNYFH A XITD




form, strength of the product and

batch size;

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.

c) ALWAEZETHOHEEHMRUZEAEZED
DAk (MIDOBRETHEHETIYWEIZD
WTHEERT B L)

d) PEERIREOODVTCOREH(FBERE
EEETL) . RY (4T 55468) HE
T HAHRBUEIZ DTS

4.18 The Processing Instructions should

include:

a) A statement of the processing location
and the principal equipment to be

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
equipment is clean and suitable for

Detailed stepwise processing
instructions [e.g. checks on materials,
pre-treatments, sequence for adding
materials, critical process parameters
(time, temp etc)];

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
storage conditions where applicable;

special to

observed.

precautions

418 ITHEEREZX. UTOEEZEL L.,

a) TOIREASBARVCAVIELE
B2V TOHOREE

b)) EELEEOEBHEE BRIE. ER.
HMIT,. RE. BE) OAE. XITH&
HEDS B

) REERUHELAICUMORE TH5 &
TEHEAIRICAELXEXIIEMHEILL
Wo &, VIZEENBRINFERICE
LTWBZEDFTVYH

HMTEREMTIEER (FIXE. KM
HOoFzyv o, AMILE, EMHEOKMIE
F. EEGQIRNSA—4% (KE. BE
%))

fy (BEGHES) HREONANLIREDER
EH (&, RTRV (Z&7T55:8)
BRREGREZHGHZET)

g) ERIANESHIGIEEFE

Packaging Instructions

AEBEEF

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
product;

Description of its pharmaceutical
form, and strength where applicable;

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

419 &2 F, BEODER=RUEMNZ EICEE
Shi-aZEERENA DS, AEER
EF.LULTOEEZEOCXIEISBEEE T

T &
a) R0 EMNILIRUEREZD/NY
FESEED)

b) Flfe. RU (LT HHEE) FEICDOW




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; ]

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 product;
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
__________ clean and suitable for use; |

g) Special precautions to be observed,
including a careful examination of the

area and equipment in order to
ascertain the line clearance before
__________ operations begin; |
h) A description of the packaging
operation, including any significant
subsidiary operations, and equipment
__________ tobeused,
i) Details of in-process controls with

instructions for and

acceptance limits.

sampling

d) BELENSE2TOEEMHOTER
JA M (BME. ¥4 X, BRARUVZIE
MHORBEICEHEMN TSI — FRIEZ
ZRBESZEZET)

e) (BYIRHA) BEITIHRMIn-EE
HMHORFXEERG., VI FH
SOSRRUVELOAMHAME £ Z I
KTTAHANDEYERK

f) EERVEEEBICUNOERZ. 785 &
TEHROEMERXRICTELGXEXFIEMH
MEWIE (FA4209 )T VR) .
VIZEENBERINFERIZELTWLS
CEDFT VY

it

g) BRI RNEHANLIEETE(EELZMK
THIRMDIAVI VTSI VREHEND
5100, RBRUEEDAZSLAEZ
gET)

h) BEFXE(EZELHMEEXERVAVSGE
BEaT) IT2LWTHORH

) ITRNEZOHE (RARROBREE U
HERREAD)

Batch Processing Record

Ny FIBERE

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) of
operator(s) who performed each
significant step of the process and,
where appropriate, the name of any
S 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

420 Ny FIRTEHERZ. HES Ny
FIELEIZRET A E, BITERBESINAT
WAREMFRUVIBEREZOMBES
DIZEHDICEELIZ.ULTOEHRZED
&

b) WEDHEY BB PHEAREULE
D#DbY OB MR UEZ

o) IERRMOBEERTYIERMLUIME
XEOHA (=P v L) RY (BYH
BE) FNSHEEEFI VI LEEDS

d) Ny FES - HREEBZESRUFTHRER
HORBICHBASKEZEE (NvFHE
5. RUBR*FEXREHEMILTMA 5
nNEE#MHEST)




number and amount of any recovered | (* & RZT : HF LEH B OB (recall) TIEHL <,

or reprocessed material added); HEBEICHIMIYPHLSEMMEZRY BT C
___________________ EM Y o )
e) Any relevant processing operationor | e) BAET A2 IREREEXEHR. RUERAL
__________ event and major equipment used; |  FEGX®E
f) A record of the in-process controlsand | f) TRRNEBRUVUZTIhEEHELI-/EE£SH
the initials of the person(s) carrying DAY IILDREFE. LVICHELN -
__________ them out, and the results obtained; | %
g) The product yield obtained at different 9) RENDELIBULGCERICEITHIHE
__________ and pertinent stages of manufacture; | MW ®&
h) Notes on special problems including h) HAlGHESICE T SEH(EFLE R
details, with signed authorisation for VIBERE M oI ERL-EZSE
any deviation from the Manufacturing DEMGTARVELAYRRBZET)

__________ Formula and Processing Instructions; |
i) Approval by the person responsible for i) IREXDEREBICLDER

__________ the processing operations. | .

Note: Where a validated process is | F: /N T—FrShEIRBZHEMIZCE=42

continuously monitored and controlled, then | — L. BB L TW3H5GEICEVTHEHMIZHE

automatically generated reports may be | RS h-HEZEFT. EEBMEERUV &R H

limited to compliance summaries and |[#4% (00S) T—AHEEICTB-THEAL

exception / out-of-specification (OOS) data | T &k LY,

reports.

Batch Packaging Record Ny FARERE

4.21 A Batch Packaging Record should be [4.21 Ny FAEZTHFEF. Ny FTEXIEE
kept for each batch or part batch BEINEHINYFILEIZRET S
processed. It should be based on the Sl AEEREOHEEH»ICE DI
relevant parts of the Packaging Eo

________ Instructions.
The batch packaging record should Ny FAZEEHRELE. ULTOBEHRZED

________ contain the following information: | <&, .
a) The name and batch number of the a) HADBHMERUVNYFES

product;

b) The date(s) and times of the b) AEEXDHMN R UVEFZ
__________ packaging operations;

c) Identification (initials) of the c) IBRNDEBERTY T E#EHMLI-EESE

operator(s) who performed each DEAMN (A= v L) RY (BYHBE)
significant step of the process and, NS EEXEEF Vv I LI-EDAHE

where appropriate, the name of any
__________ person who checked these operations; |
d) Records of checks for identity and d) BZEERELOA—MHRUVBEESHEDOF
conformity  with  the  packaging IVVDEHR (TENEEOHEREZS
instructions, including the results of )
in-process controls;

e) Details of the packaging operations e) EL-AZEFXOHEHMAVEEER

carried out, including references to VEaESAIVDSRERZED)
equipment and the packaging lines
__________ US A
f) Whenever possible, samples of printed fy (AgETchHhnE) FALE-HARBEALE
packaging materials used, including EMBEOHTIL (NyFREB. EFH
specimens of the batch coding, expiry REUVEMMBEGRYAAENROEYNR
dating and any additional overprinting; AXEED)




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; |

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

H (BEBEHEINLCOEBELAOHENIE. £
DEFEMHHA, BERAYERRBZET)

h) (BUILGHMEREZTOIMLH) ETOH
RlEn-8#MHHEHRERUNLIEZIZD
WT., HEL. #FAL. BRELXEEE
CRLEBERVSRES XI(THEAE
F.HVIIHEONE-HAOBE (TEF
XHhICHRELEFEENE-S-TLSIS

BlEx. COBHMPEFNATULWELSCTHE
ZiEchhidd)

i) BEFEROBEREBICLDSAR

PROCEDURES AND RECORDS

FEERUVEHRE

Receipt

Z A

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 sHERERM (NI, PRHAE. BB
ZEL) . —REEMHE. ZRBEMH
RUMRBEh-8EMMBICTONT, B
CEDRADFIEERVEEENH D

4.23 The records of the receipts should
________ include: ]
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);

__________ R |
e) Manufacturer’s batch or reference
__________ number ]
f) Total quantity and number of
__________ containers received; |
g) The batch number assigned after

receipt;

h) Any relevant comment.

-k
423 ZADEHZEIL. LTOEIEZZD
to
) BEGEERUVREICLRHBEIATLIR
_______ MMo#®®
b) (atBHLZEE) BHHED TR 4
_______ T e
) RAB
H

f) BANT-BHRORERUTE

by BB

h) BEgH5a 4 hk

4.24 There should be written procedures for

424 BH. HEERH. aE#HRVOHDR

the internal labeling, quarantine and MEOHART. EARELEVICEED
storage of starting materials, packaging FOHDFIEENLH D &,
materials and other materials, as
appropriate.
Sampling % FER

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

material or any deterioration in its

425 RARBMOFIEE (AWSAZERUVE
E. RMISE. LTLITEMMBMDIFEEX
FTRENDELZHITLI-ODIEIEEER
EET) NHH &,
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quality.

Testing i

4.26 There should be written procedures for | 4.26 A EDELI2BEEICEFVTEMHEERDY
testing materials and products at AR EHRITIEZHOBAVDIAERUVE
different stages of manufacture, BB LE-FEENHLHI L, EEL

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

ERERIE. BB I S5 &,

Other FOfh

4.27 Written release and rejection [4.27 A - FEBRHEDOFIEBEN. BRMH
procedures should be available for RUBERKIZTOWTHAATETHD Z &,
materials and products, and in BIC.A—YSAXRFRNR=—YVIZLKER

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.

REGOMBAOHBTATHEICHA
ARETHACE. ETORFERX. 4 —
VIAXRNR=YUNMABATETHD
CE BAHNGHRRVEET -2 DEBE
EONDEIICTEHEVRATLNEST
WadZ &,

4.28 Records should be maintained for the
distribution of each batch of a product in
order to facilitate recall of any batch, if
necessary.

428 (WETHNIE) Ny FOREIIRZH;E
2T 5E-H. 2RDODENYFOEZEICD

WTREHEEEZERFLTHEC Z &,

4.29 There should be written policies,
procedures, protocols, reports and the
associated records of actions taken or
conclusions reached, where

_......appropriate, for the following examples: |

Validation and qualification of

e processes, equipment and systems; |

Equipment assembly and
calibration;

Maintenance, cleaning and
-oo........Sanitation; ]
Personnel matters including
signature lists, training in GMP and
technical matters, clothing and
hygiene and verification of the

effectiveness of training;

Investigations into deviations and
non-conformances;

Summaries of records where

appropriate (e.g. product quality

429 (BEULGHFE) UTFTOHIZONNT., X
EtcshizA#. FIEE. EETEE.
REE. BLoN-HEEICEET 2EH
E. XFIHERENDHDIZ &L,

IR, BEBRUVATLONY T—3
3 U I B AR BT

AE (EL2YVRF, GMP RUEMTH
FHEOHBIHE. EXRXRUFHE., TV
ICHEBINFOHRORIEZST)

(BYLTHE)
HamERE)




- Supplier audits. - HBEEOER
4.30 Clear operating procedures should be [4.30 2 EEBERUVABREBENOETELIEARIC

available for major items of

manufacturing and test equipment.

DWT. AL EEFIEBENF HAEE T
HhdZ L,

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

431 FELGXEFEELGOMAR. 25X E.
EUEGAMIIATWLWAREIZD N
T, EF¥SEEEEFITE &, FERHE
BIEE.UZREBEOERA.EE A&,
RE. RTEE,. FRXT#HBEEE (B
HTRUVEZEEZT -EEOHEINZE
) 2. BRIICERTLIE-HDEART S
&

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

432 REBEIRXRTAVINVRTLAOXER

BEREIT S &,

maintained.
CHAPTER 5 $£5E
PRODUCTION ®E
PRINCIPLE IR Bl

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

HEEXRT. ABICRAESNE-FIEEICHK -
TIahBEThEEomn, HEEEX, BE
BHRBEOERZEET HHHGMPOIEE
ZESTL. BETIHIHEHFATRUVRFTRREIC
BBRLAETIAIELR S L,

GENERAL ERER

5.1. Production should be performed and |5.1. &E X . BEEILAERL . EBIT D&,
supervised by competent people.

5.2. All handling of materials and products, |5.2. 2 TOERMHBEUVHSZOBRFE NV (ZAR
such as receipt and quarantine, URESHZRE. BRAFER., iFE. =, &
sampling, storage, labelling, HLU. MI.,. 8B VICEEEF) (. F
dispensing, processing, packaging and BEEXFERECK>TITL., (BEXG
distribution should be done in mE) BT D&,
accordance with written procedures or
instructions and, where necessary,
recorded.

5.3. All incoming materials should be |[5.3. ETOHOARMEMEZEZFz vy L. B&ES
checked to ensure that the consignment NERMARFIEBYTHDIZ LEH
corresponds to the order. Containers DT B E, BRIT WELEES) FiF
should be cleaned where necessary and L. iIEDT—2%KRTHI L,
labelled with the prescribed data.

5.4. Damage to containers and any other |5.4. BREDESEOEHA.EHHOREIZESE
problem which might adversely affect ExREFTAGEEOHLIBENHNIL.
the quality of a material should be FRRBEAL. EHITH L. REE
investigated, recorded and reported to EEHMMAICHRET S &,
the Quality Control Department.

5.5. Incoming materials and finished |[5.5. AGEMHEEUVERERFI. ZFAXIEI
products should be physically or RBOE#HMAL, HEXFIHEABHET
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administratively quarantined
immediately after receipt or processing,
until they have been released for use or
distribution.

5FET. WEMICXIEELE, RHOKRE
THI LS

5.6. Intermediate and bulk products |[5.6. PR S RUNILIVEZELTEAL
purchased as such should be handled FERE. ZAOBICHRERA & L THR
on receipt as though they were starting Utk > Z &,
materials.

5.7. All materials and products should be |[5.7. 2 TOERERMHEUVH BT . HUEELHIZ L
stored under the appropriate conditions STHIIN-BUNLEHTT. Ny F
established by the manufacturer and in DRBERVEEOOD—T—>3 V0T
an orderly fashion to permit batch BRELBDIELESBRLERET D &,
segregation and stock rotation.

5.8. Checks on yields, and reconciliation of |5.8. AR EEZN NI EELN BN L %
quantities, should be carried out as RIETH5E=-H. WEEDFzvIRUVEE
necessary to ensure that there are no DHBEZWEIZCIELTERT S &,
discrepancies outside acceptable limits.

5.9. Operations on different products should |5.9. ZEH3&HRIZTODOVTOHREGF.ERXIE

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

XEXFLEDIVRIDNEETHIEE%:
BRE.RBLEEXEECRBFICRIETERL T
ToTIEAEBAEL,

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

510. TEODKEBEICBLNT., 2R EUVEHM
HEBEDRVCMBDOFLENIALRET S
i o

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
active or sensitising materials.

511 BV HREBORMHBRUERETMHEE
TEHEEET. CAROERERUVILERZH L
THLROEMNLEFTHIEBEELZRELDC &,
IhiFHC. aFHEXEIREEODED
WMFWVITHTIEES,

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

512. TETEER. ETORERMH. /NLLY
BHR.AVDIEIEGEERY (BULHS
B) EXZEICOVWT. MISshTWLDHE
mXEEHH. EOAM(ZLET H5EE)
BUONYFESZRTTAREMHDA
ETHREITSCE, (REITH5HE) C
DERRIZE., HEOERBEIHFS &,

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. B . EEXRFEYICEARAT HSRT
T, AEADBHBTHY . EXNEEL
FEXTHASAC L EFZRTLEDOXEIC
mz<T., K (FIZAE. R2REPR. &
- AEE. REFH. =) BOIT
LTZRI L. Z<DBEFERATH
2o

5.14. Checks should be carried out to ensure
that pipelines and other pieces of
equipment used for the transportation of

5.14. H@mZEHHRED 5 B DX~ X
TELORAVIEERVMOEEEMN
ELWAEZETERSIATWSC LEER
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products from one area to another are
connected in a correct manner.

T DH. Fv I I H &,

5.15. Any deviation from instructions or
procedures should be avoided as far as
possible. If a deviation occur, it should
be approved in writing by a competent
person, with the involvement of the
Quality Control Department when
appropriate.

515, HREX X FIRE M o D& X, W&
BRYBETEZ &, RBEVIRELESS
FEE. REEEBMASML. ERZ
FEITH5ENEEBTERRBI S L.

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

5.16. B EEM~DIL AL,
RET S &,

FRShFIC

5.17. Normally, the production of
non-medicinal products should be
avoided in areas and with the equipment
destined for the production of medicinal
products.

517. B8 . EERAEUEDND-OOREBRAIZEH
WT,. RUEEREEDL-OODEEEHR
WT.,. EEFERZEET S ELEIETETS
&

PREVENTION OF CROSS-
CONTAMINATION IN PRODUCTION

BECETAXRRBFEOMHIL

5.18. Contamination of a starting material or
of a product by another material or
product must be avoided. This risk of
accidental cross-contamination arises
from the uncontrolled release of dust,
gases, vapours, sprays or organisms
from materials and products in process,
from residues on equipment, and from
operators' clothing. The significance of

this risk varies with the type of
contaminant and of product being
contaminated. Amongst the most
hazardous contaminants are highly
sensitising materials, biological
preparations containing living
organisms, certain hormones,
cytotoxics, and other highly active
materials. Products in which
contamination is likely to be most

significant are those administered by

518. MO EMHXITHRICELD. HEEH
RIFEZOFEZFRMLEBETAIEHES
B, BEMGERIXFEDODYURIIF. T
EPORMHEXEIESGIL . EELDE
BYho, RUEEEDEKRMLD LA
B, AR, ZKR. ATL—XREFHEHD
flEIhaETVREBIZE>TELS, 20D
JRAOVDEKRMKEIT. FEMERUFES
NHZ2BESBORBEEICLIVELGDS . RLEAE
HEEMER. SREEOME. £E %
EHEITOLEYMFEA. HEIEDODKRILE
V. HRE.RUMOSEEMETH D,
FEARIEREZEZIONDIERKIE. F
HH. SHAE - REMICKREILIEG
THbd,

-

injection, those given in large doses
and/or over a long time.

5.19. Cross-contamination should be
avoided by appropriate technical or

S organisational measures, for example:
Production in segregated areas
(required for products such as
penicillins, live vaccines, live bacterial
preparations and some other
biologicals), or by campaign
(separation in time) followed by
__________ appropriate cleaning;

Providing appropriate air-locks and
air extraction;

519. BIZ XL T D & 5 48 8] 4 BT B9 X
FHBELEOFRICEI>T,. RXFEZEH

Fr. EERFARUVHIEDMMDEYE
HHAFOHRMIZKRHOND) ATEET
5. RFFvoR—iEE (K#HZHT
B &) EXNICHRVWTHEYBRFZT




c) Minimising the risk of contamination
caused by recirculation or re-entry of
S untreated or insufficiently treated air; |
Keeping protective clothing inside
areas where products with special risk
e of cross-contamination are processed;
e) Using cleaning and decontamination
procedures of known effectiveness, as
ineffective cleaning of equipment is a
common source of Cross-

contamination;

o) RREELFLEAF+HLERD
BRIEBARAACEY SR SN
_______ ARURT7ERMET S,
d) IXRBFLEOBHGURIERSHRE
MITHIRBATREREERT 5,

e) Pti® R U BB RDFIEE.H M A B
DLOEFAT S (AHTHVEESRS
NERFED—BUBFRETH 51
)

o

g) Testing for residues and use of | g) BEBMZEHEB IS ELLELIC EEICHK S
cleaning status labels on equipment. KEEZERRT D,
5.20. Measures to prevent cross- |5.20. XX FLEWHLEITEI2FERRVZEDE

contamination and their effectiveness

MEE.TEDOFIEZICH >~ TEHAMIC

should be checked periodically FIvio95I &,
according to set procedures.
VALIDATION NYTF—23 v
5.21. Validation studies should reinforce |5.21. Ny T—L 3 Ik, GMP %19 %

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

DOTHY . RESA=FIEEZIZH-LT
EEIT S L. BRRUBERZERT D
Z &

5.22. 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 yield a product
consistently of the required quality.

522. HIBDHRENLARBFHRAEAFEZEERA
TEREI. ENABEDNOIRICEYT S
CEERATIBRBEEBTC L. HEDR
MHRUVEEZRAVDSIBRESALIRE
CO2VWTRH. ERSshd2RBEOHGNIE
EWIC/oONnEdEETT L,

<~ =

5.23. Significant amendments to the
manufacturing process, including any
change in equipment or materials,

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

523. A GmE - IHOBHMICEEZRIZ
TRAREMEINHIRETIRER~DERLGE
B (ZFEXFIERMHBOEEZS ) L.

N)T—+F 52 &,

5.24. Processes and procedures should
undergo periodic critical revalidation to

524. TR RUFIELAFRPOEREFERT
SELE_ELEERIAET SO, EHMIZH Y

ensure that they remain capable of TAANLEBREFENYT—2 3 0%
achieving the intended results. 52 ¢,
(*xFRF . R BENIERRTETD L5 4)
STARTING MATERIALS HERN

5.25. The purchase of starting materials is
an important operation which should
involve staff who have a particular and
thorough knowledge of the suppliers.

525 HEBFEMOBAREEZELGLXHBCTHY.
ZTOHBEFEICOLVLTHELDOHBEM
BHM#BZEITSIRAE2 Y INEET HC
&

5.26. Starting materials should only be
purchased from approved suppliers
named in the relevant specification and,
where possible, directly from the

526 HERMIT. BETIHREEICRKB S
NTWHIERBShEHBEXEEI,IODOH
BAL. (AARRTHNIIE) SEEMGE
EBAYTAIC L HEXHENHEILLH
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producer. It is recommended that the
specifications established by the
manufacturer for the starting materials
be discussed with the suppliers. It is of
benefit that all aspects of the
production and control of the starting
material in question, including handling,
labelling and packaging requirements,
as well as complaints and rejection
procedures are discussed with the
manufacturer and the supplier.

2 O

EEHORBIZCONT., HBEELER
TEHEILENHEIND, SRERERD
SERVEEOZ2TCOA@E (RFVL. X
TRUBEDEREFE., LLICEFLE
RUFERHEDFIEZEL) [TDL
T.HEXBLHBEEIREIT S &
TEZETH S,

5.27. For each delivery, the containers
should be checked for integrity of
package and seal and for

correspondence between the delivery
note and the supplier's labels.

527. HERUHEIMADTEHE., LULITH&R

ELHBEEZERETED—HHIZIOLNT., B
EZEIZERBRETFIVvITHE,

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

5.28.

TEDOERHMEENELLSZNY FTH
BMENTWLWEAEER. 81Ny FREBRER
B, ZABREVHFAAETHEICDWNTHE
DIDERBST C &,

5.29. Starting materials in the storage area
should be appropriately labelled (see
Chapter 5, Item 13). Labels should bear
at least the following information:

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

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

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

When fully computerised storage
systems are wused, all the above
information should not necessarily be in
a legible form on the label.

529. RERHICHIHERMZ., BYITR

TIAHE (E5EFE13EHEEHR) . RT
F. PLGCEIUTOREREZEEL C &,

> HEDETESN-4HEY (%51 3
BA) HEAOSEa— K

> (EYBHBE) ABBORE (5l X E.
RARET. RBP. A - FEH)
> (BEUBBA) ARNHBRXEETAEM

ZBEVTAIYBEELELGLLSBM

TEICAVEaL—FEEN-REVRT
LEZRAWSEHEEERF., LEEOETOREHRL

WT LEITIANIEI

- =k s, BB
7 R&
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5.30. 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, Item 13).

530. HEFHOEERBOARNEYWDOR — K

ZHEHIDODLIBEUVHEFIEXIETFELH S
CE, BAMLNERINE=/NILY BHIE,
BEINDELE (E6E13ESHE)

o

5.31. Only starting materials which have
been released by the Quality Control
Department and which are within their
shelf-life should be used.

5.31.

=]
AR

f— ~

—

BEEEHMICEI>TERHES L
EHEANOHEERMOAZERT
&

o

N

5.32. Starting materials should only be
dispensed by designated persons,
following a written procedure, to ensure

532. ELLWEHMNBFENMNDBULRTD

EHRICEHICHFEXRFFESND &
ERIATAH-H. HERME., FIREIC
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that the correct materials are accurately
weighed or measured into clean and
properly labelled containers.

oOT. BESNEEOANLIEHT C
Lo

5.33. Each dispensed material and its weight
or volume should be independently
checked and the check recorded.

533. bW =ERHFRUVZDEEX
FE=EFEHN@EICFzyvIL. EDF v
VRHERERETDH &,

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

534, thvHEShRERHBE. Ny FIEITFE
EHODTREL. ZDEMNBIDELSIRT
ERR S <P

PROCESSING OPERATIONS
- INTERMEDIATE AND BULK PRODUCTS

ITEEXE-—TRRKEVAALIRE

5.35. 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.

535. TEXRZHIW T HATIC., HEMERR
HEUVEENFTRTHY . BITAERICT
EoHERE. 28, ER0RBYMXIE
XENBWI EZRIAETHIRBEZHRT
&

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

536. FRAIRGRUNLIRGEE, BULE
HTTHRET DS Lo

5.37. Critical processes should be validated
(see "VALIDATION" in this Chapter).

537. EEIRIEFI . N)T—F+rFT B2 L, (K
E0 “NYyT—varv’ gH) .

5.38. Any necessary in-process controls and

538. ELIRBANEERUVEREEEZZE

environmental controls should be L. B88%9T 52 &,
carried out and recorded.
5.39. Any significant deviation from the |5.39. HAFIREALALDEL LV EBRZTHEER L.

expected yield should be recorded and
investigated.

RERHAET S &,

PACKAGING MATERIALS

2Rk

5.40. The purchase, handling and control of
primary and printed packaging materials
should be accorded attention similar to
that given to starting materials.

540. —RBVEMHBRUVHR S -T %M
HOBA. RBEVWRUERBICE. HER
HIZHTIHLDEEBICHIEDIE %
IS5 &,

5.41. 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.

541. MRl e h=MHITH LT, HADIEE
ZHhS52 &, HRBShE=MHIE, EHF

ALAZHBEITLSILIS>BETICKRELGRK
BTRET S E. By FIRILE UM
DEHBLOLIVEHRSIAEZHHEEE, BR
ZERETDALESHMADOEALE-BAHZART
RERUWET S L, BEMBMOILE
LI, BBEN=FREICH-T., BE
ENEABDHFMNITI &,

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

542. HIR SN MBI —RTEMH I
DVWT.BEIEXFENANYyFILIC. B
HESHRESXEHAINLESEZMT &,

5.43. Outdated or obsolete primary
packaging material or printed packaging
material should be destroyed and this

543. £ LEELLEFBAREG S F-—R
BEMH MR S h =8 EH#H LK
B9 DS E, CORDERET DS &L,
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disposal recorded.

PACKAGING OPERATIONS

AREER

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

544, AEEEDOTOITSLERET 515
Bl RXFE, ERAXEWMEVND Y X
DERMETDE-HRINDIEZH S
CE. MEMICREBEINATOLGEVRY.,

or substitutions. Different products EndalRzrziaELTcaELTERES
should not be packaged in close LY,
proximity unless there is physical
segregation.
5.45. Before packaging operations are |5.45. BEFEXZFWHDHDDIAENIC. FERE. @

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.

BS54V MIFRRVMOEENFFR T
HHAZ L. BVIZ (BITHEEIZFETH
nIE) DpiERIA-®EE. EMHXIE
XENGWI LE2RATIEBZEHT
St AV NVT I URE, BULGTF
IV YVRKMNZIHE-LTERBT S &,

5.46. The name and batch number of the

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

546. MYEHLIhIEGOBEMEU/NY F
BEZ. R0 EAXERXEAES AV
THTT S &,

5.47. 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.

547. RTINS 2TORHBRVIEMH
ZAEMMICHKRETSIRIC. HE. B—
HRUVALEERELD-—HEFI VY
¥THZ &,

5.48. Containers for filling should be clean
before filling. Attention should be given
to avoiding and removing any
contaminants such as glass fragments
and metal particles.

548. A TARDERHRIF. XTARNIZEFEERT
Hhd_ ., NZAR. ERHUFEHEDFR
MEZEREL. RETESIEIEZEHLSC
Eo

5.49. 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.

549. BE. ECARUHEIMAIZHEWLT., &
REABEERYERLHICITSZE, £
THRWEEEF. BRAXIEE R TRHAE
CYBBWILEZRIAETHEYLEFIE
FHERT S L,

5.50. 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.

550. AlEICXEBED—RTIThHhn SHH
FHEE (BIZE. a—FFonRN—, AN
HR) "ELKEBESAhTWE I EETF
vy L. BHETHIE, FEEIZKD
MFICEFEZHLV., —EDOREBTHETF
IV 935 ¢&,

5.51. Special care should be taken when
using cut-labels and when over-printing
is carried out off-line. Roll-feed labels
are normally preferable to cut-labels, in

551. hy FSRNILZEZFERHTI2EHEERY (N
yFES. EDHRED) Rl Y AHERI
NA 7540 TIThbndEEE. ik

FEZELSCE, O— LRI ANILIETRE
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helping to avoid mix-ups.

. EROEFEICKRILIE. Ay FI RN
FYUFFEL L,

5.52. Checks should be made to ensure that
any electronic code readers, label
counters or similar devices are
operating correctly.

552. BFMa—F)—HF— SR)LADY
A—XRIFRBEETNARIE,. ELLEE
LTWBZEHE%RIET HE=H. Fz vy
T5 &,

5.53. Printed and embossed information on
packaging materials should be distinct
and resistant to fading or erasing.

553. EMHBELEICHRINAXEFEREY
nr-EHRIE. AETHY . HhOMEXIZL
HBELIZKWIDTHDC &,

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

Whether the correct products and
packaging materials are used;

Samples taken away from
packaging line should not be returned.

554, AREBRERICETHIERODAVFTA
BHEF.DELCEBLUTEFIVIT S

AESAUIMNLERLERAEGF., ELT
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5.55. 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.

555. EELHBRICEDL & RZEITREIC
RI0EF. HALGLARB., FREXHARUR
ESNFABIZKDIERBLAGZINT-#E
CRA &, COEFIZDWVT., I
EHRETREI S &,

5.56. 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

556. NILYVERRUMRBIhE-BEHH
DHELHESAF-I -y FHEDE
ETELOVXXEEELHE,ANRESA N
. RAEXHAL. ERwATBHERMIC+ H
ICERBAAGZEINDZ &,

release.

5.57. Upon completion of a packaging |5.57. @BXEEZEIAZTTRE. Ny Fa—FH
operation, any unused batch-coded MFEFIh-AEMBTERALAML-
packaging  materials  should be LOFETHWEL, REOREHZITS

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

EoA—FHFORVWER S F-#HZ
AEICRIBAE. FIESZICHKS Z &,

FINISHED PRODUCTS

BEREG

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

558. B MIL. TORMBMOTHFAEH
EFET.HEXEI HEILILELZHTTR
PREIT D&,

5.59. The evaluation of finished products
and documentation which is necessary
before release of product for sale are
described in Chapter 6 (Quality
Control).

559 RREMDRFTED-OHDHFAIEH
EHICLEBELShIRREGRUXE
DFfilF. F6E (REEHE) ITRERAS
nTwd,

5.60. After release, finished products should

560. G TESINE-EREAL(E., FHAATHE
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be stored as wusable stock under
conditions established by the
manufacturer.

BREDEEE L THEXRENMHEILL
EFEBHTTRET S &,

REJECTED, RECOVERED AND RETURNED
MATERIALS

FEBHUNE. BRRARUVUERASKERHME

5.61. 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.

561. FERBHESINAEZEMHERUERE.,
TOEBHMEICT—V &L, WIRREIC
NHTRETRIE, Tholk, #His%
FICERBTHHMAXIE (BBURIFZE) BM
IELLLIEIWETDIHAhOVTIALTH
5. WThoBEENELONDGES

L. BESNEEAEBENRBL. BHT S

&,

5.62. 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.

562. FERHESN-HEOBEMIE. Al

N EDTHDI I L. RETORE
CHEBZREST. ARICEEIT HE L&
LIS\ HESIURVZEFMmLEET, RE
SN, RESNEFIEEICHK--TERT

SEEICOAZEHOND . BT D H
EEZREFEIT S &L,

5.63. 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
recorded.

563. LURIDNY FDEHXIEI—EERE
NDEEEBTR—EZONNYFITAHL
AL EICKYERREBICEESET 5 &
SEBANRATIRE. BRIICREEZTS

e HABSEMAREX. S5 URY

(AR ~DEEOTREMEZSD) %
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TERIT DI L, U4BANRZEHT D
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(*RE-BARATE . HUOBLEAEATSALEVERY .,

BEANYFORAERODOABELVDTEET S

e, UMTFRAL)

5.64. The need for additional testing of any
finished product which has been
reprocessed, or into which a recovered
product has been incorporated, should
be considered by the Quality Control
Department.

564 mEETEHMIE. BMILE (RITH
FMAEMZANRAAL) BRERDEM
HBROLEMZEZREA TS L.

5.65. Products returned from the market and
which have left the control of the
manufacturer should be destroyed
unless without doubt their quality is
satisfactory; they may be considered for
re-sale, re-labelling or recovery with 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,

565. BlEXENEEZHNATCLE- LT
EMhoDRBERZI. BEVELRED
BETED23D0THITIAIE., BiEET S Z
ECFIEBEIZHR--TREEEMMMNE L
CEEMLE=RICOH. RRELZDOER
FE.BEXTXIIUEDNY FADEFH
EBLED, findEMTIE. T&E
mOME. DELTIERBERESEH.
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BORBHEMZEETEEIZAND Z &,
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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
re-processing to recover active
ingredients may be possible. Any action
taken should be appropriately recorded.

T LERAELEEBAEEF. BHEXIE
BERHICETSIEZEZATCIEEAELRL, &
Conhf-fEEX. BBYICEHEFT S &

CHAPTER 6 6 E
QUALITY CONTROL mEER
PRINCIPLE -l

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.

XEEF.GMPAAFSAvDE2TOHEE®
goaveEHETRT I &,

REEEE. BAER. SRR UARICEAD
LB, RELBEETLIHBEEREL.
EHHRVEZORENFRETEDHIHODOT
HHAEHHFTHETEIYEZEMHZRANS
FHOHEHFTET. URESERTEXEHB
DE-HOHEFHFALLEWVWI &EFRIET 5 M.
XEELRVHEBAGHEFIECEALDL LD
ThHd>, REEEBIE. AREMFEICRST.
BROREICEAHLLIAHEEOHDILETOR
EICHAELBETAEELGAL, REEEHNE
EALHMIL TSI LT, REEEDOEY
BEBICBHDBAELEEZLONS,

GENERAL

ERER

6.1 Each holder of a manufacturing
authorisation should have a Quality
Control Department. This department
should be independent from other
departments, and under the authority of
a person with appropriate qualifications
and experience, who has one or several
control laboratories at his disposal.
Adequate resources must be available
to ensure that all the Quality Control

6.1 EHTORREFEL. REEENMZ
B9 52 &, HEMMAE. oMM S
MILTHY.,. BULERRUERZSA
T5H (BFIC12UELENDEEAREZ
ELTWAZE) DERDOTIZHS
. ETCTOREEEONMADODLADIEM D
DEEMHZEL > TEITEINDIZILEER
g 5. +Ha7%H) Y — XD F A EE
THELTERELHE L,

arrangements are effectively and
reliably carried out.

6.2 The principal duties of the head of |[6.2 REEETMOENETLBEEL. £2=E
Quality Control are summarised in CFEHLNLTWVWE, MEEEMMAETE
Chapter 2. The Quality Control KELT.,. 2TOREEEFIEZHIL

Department as a whole will also have
other duties, such as to establish,
validate and implement all quality
control procedures, oversee the control
of the reference and/or retention
samples of materials and products when
applicable, ensure the correct labelling

L. NUT—FL. EETHE. BEHM
HEVELMOSER -RERKDEE?Z
EBEYISCE (REIH55:E) . BMH
ERUVEROBEHFOBEELRTERILYT
Bl . HEOREMRDEZSI VT %
BRICTLSIZE. HBOREICEHET D
EHEORAEXHAICSEMI LS EF. £ED
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of containers of materials and products,
ensure the monitoring of the stability of
the products, participate in the
investigation of complaints related to
the quality of the product, etc. All these
operations should be carried out in
accordance with written procedures
and, where necessary, recorded.

tOoBELAEIT S, CAOLE2TDEE%:
FIEBEZEICR->TEREL. (BREXTIHE)
ok o0 B I <

6.3 Finished product assessment should
embrace all relevant factors, including
production conditions, results of
in-process testing, a review of
manufacturing (including packaging)
documentation, compliance with
Finished Product Specification and

examination of the final finished pack.

6.3 RRHEMOFMEET. REXH. TERA
BOKR., & (28 Z8C) XENOE
E.RRUGEB~OESRURRAE
BMOBREZEH. ETHOHEEERZEE

THI LS

6.4 Quality Control personnel should have
access to production areas for sampling

REEEOAEBER. RAEDRARUVERZR
Hor-HEE. REREHICIARRETH

and investigation as appropriate. 5 &,

GOOD QUALITY CONTROL LABORATORY | R EEEBEHBREOHEEEHE

PRACTICE

6.5 Control laboratory premises and (6.5 EEHBRZOEYRUVEZFEE. F3EIC
equipment should meet the general and T REEERHEICEAT S —BHURERU
specific requirements for Quality BHEDERBEZHLZI L, BBRED
Control areas given in Chapter 3. FRIE. BEMGXEFTELTRIT LI
Laboratory equipment should not be H.BUVRARIVREREBHOBMZEZBEENICHE S
routinely moved between high risk TTCEHLGLAL, HITHMAEYMRARE (.
areas to avoid accidental cross- REFEDIVRIVERENMNZT EHELSE
contamination. In  particular, the BEdT DL,
microbiological laboratory should be
arranged so as to minimize risk of
cross-contamination.

6.6 The personnel, premises, and equipment | 6.6 HBEDAE. BVMRUZHEA ., &i&E#k
in the laboratories should be EOMEBERUBRBIZCEYVELSIEHIC
appropriate to the tasks imposed by the BolLTHEYITHD A E, F7TE (HER
nature and the scale of the ZFREX)ICEBRTAHARAIICERL =4
manufacturing operations. The use of HMOXBR=EOEREI. FEOEBHANH
outside laboratories, in conformity with FHEBEINBIN, ChIIREEEREE
the principles detailed in Chapter 7, ICE&T D &,

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

DOCUMENTATION X&FE

6.7 Laboratory documentation should follow | 6.7 HEBEODXEFX. F4EICTTREIC
the principles given in Chapter 4. An I ¢LE, COXELDEER N IEIRE
important part of this documentation EEICEISELDOTHY . ULTOFEMIE
deals with Quality Control and the BI2COWT., mBEEEBSHMAALABTZICHH
following details should be readily ARETHDZ &,
available to the Quality Control

________ Department:

_______ (i) Specifications; | O ®®
(ii) Procedures describing sampling, (i) MIRFEw., AR, LHKE (RBEV—7




testing, records (including test
worksheets and/or laboratory
R 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
__________ results;
(v) Testing reports and/or certificates of
__________ analysis; ..
(vi) Data from environmental (air, water
and other utilities) monitoring, where
__________ required;

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

v—hF-HRE/ —FZEEL) | RBHME
EFRUBRIAICET 5FIE

(iii) MBEORE BEERUEHERZRUVUERRFEOD
RTEBICETSAFIERUEHK

(iv) AR UVERMN A NE-HBRER
DREREREXAICET 5FIE

(v) SBHRE&EE - ABRES
C(vi) (BWEHBE) BBEE-4YLY (T
f. kKRUEFOMHBMOI—FT 14U T 1) H
BT
(vii) (L9 556) ABAEONY) T—

a3 Uitk

6.8 Any Quality Control documentation 6.8 Ny FXEZNDREICEALTE4EICTE
relating to a batch record should be TRAICHE T, Ny FREBRICEHET S
retained following the principles given MEEEXETRET AL,
in Chapter 4 on retention of batch
documentation.

6.9 Some kinds of data (e.g. tests results, |6.9 5D T—42 (HIRIEX. HABROHEE.

yields, environmental controls) should
be recorded in a manner permitting
trend evaluation. Any Out of Trend or
Out of Specification data should be
addressed and subject to investigation.

RE, REEHE) L. HRAOFMATE
HESEHKI S, ERAMDH NN
FRBEHNAOT -2 HONEEREH T,
FEREORRET S &,

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

6.10 Ny FXED—EHThHhHAFEMIZMR
T.HBRE/— b+ -BHRESFOHOET
— At BREEL.BZICHATETHD

and/or records should be retained and &
readily available.
SAMPLING %3 ER

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

BIMUTOFERZaEHE L. RBSNFIR
Bl T, BAUBRMZITL., KT D

(vii) (FICEEXZESESREMHOBKEAFER
CELT) BFIRNEHAINLITESIE

(ix) BRAEREFORSFRUVREICHT
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storage of sampling equipment.

2ER

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 BIKFX., ThEZHERMLEZEMBA TR
MONYFERRTHEDTHDZ &,
ITETRILERODEMNNDIES (Hl X
F. IEOBOXIERDLY) ZE=4 —
T5RH. MOBREKZHERLTE &L,
AWA2HRARIMEE L., BUCZ4ME%E
TL.URIYIRDA DT TR—F
THDC I &,

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 BARFICK. NvFES. BEEKER
BRUBAKLPERINI-BEHERT &
EHIC.ABMETRTSIANILEFRGT S
et BRODURV Z&/MMEL., FFEL
CHBLVREEFEILOLZBRAERET
5&X588BTDH L,

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

6.14 25 - REREFICETI2ELSZAHA
FUORIF, TRy Y R19I2FRT,

TESTING

by d

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.

6.15 BB AZEN)T—+FT B L, EN
J)TF—23vEEBLTOLDEVEREA
EERAVWVSOIHRRBRERL., SZABRAZOE
UMERIET S, RERPBEXIEH
MUWLEERBRBEHICRBE INEEELT
DHRBREEZ. KRB IMZFZRIZHR-LT

XTI HE,

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

6.16 o -HRBREBEREIRHKI S L, B
ERERFRMELEFEESNENATA—42I(C
DVWTOHRI. BRZA2HML. Fv
DT> T.EWIZT—BELTWAZ L%
BRTEHII L, WHLBHEHEICERYD

other. Any calculations should be HUBDIZEDELTHRET S L,
critically examined.
6.17 The tests performed should be |6.17 EEL-REBIXELHT I L., TDE

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;
(iii) References to the relevant

__________ specifications and testing procedures;
(iv) Test results, including observations
and calculations, and reference to any

certificates of analysis;

ﬁiﬁ LPRCEBLUTOT—2%28C

() EHHXERIOBHRY (F

_______ SE) AR
(i) Sy FESRY GEUILHE) WE%
H-RBES
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(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.

(vii) (BOHGEE) 8BRUHEIZOWNT
ERELEEODAZ=Y L
o (vii) B FEB (RIFMtOKREDHE)
IZOWTOBHELRESERVEESINT
EFEOEHMAYES

(ix) FALERBEOSRE

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 E THOIRNEE (AEXRHERANTEE
HADABIZLETITLIE3LDESE
) 3. REEEHMANEKRBLEAEKIC
MoOTEEL. BRZEHI S &,

6.19 Special attention should be given to the

quality of laboratory reagents,
solutions, glassware, reference
standards and 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.

6.19 HBRED0HE. H&. >XHE. &
ERRUEBEHOREICE. HALEEZ
IS5 ¢, TNLIEFFIEBEICHK > TH
H-EEITLHILE, EELARNILIF. D
AERUVFATELREET —2ICH
Lt DTHD L,

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 unless
otherwise authorised by the National
Competent Authority.

6.20 RERZE. TOEREMICET 5L
MITAHACE BERELTOER LM
RRERUVRERAZHEICEHL. XEL
TEHE MMICRIESAI-HIETNH D
DAEERBEFREERNAFETLIBEEIL.
THLBREMEERSGVLVRY . Hird e
EENHBRERZ—RBERELTHE
AT EHENEFLL (—REBEERAD
PL—HEYUTAZRIEL. XELT S
Bold, ZRBFEROERAIHFR ST
%) FiINSAEENHRE. FEERB
CE2TERSINBGLRY . ZHTDHE
JUSTICRBEA-ARICERT S
&

6.21 Laboratory reagents, solutions,
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

6.21 HBEDHE, AR, FERRUEH
. ZOHREBRUAHFBL CICHEA
EDERZEZERTIDE. FHEDRESR
Hreeblc, HRRUBEHBOAMNHARMN
IRNLVLEIZRT ZE, MAT, BESH
AORERICODOVWVTHR. EADEEDE
BEBERVEAENDEECEHELEZT 7
V8 —&RT &,
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standardisation and the last current

factor should be indicated.

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 (BWELGEHEE) AREXZICAVIY&E

(BlzEF, AR, RBERVCEELER) (22
WT,. ZDORABZEEHLIZTRTI S
. FERARVREICEHTAIETREICHKD
St RABXEIEARIC. AEMED
ERAR - MOHRERET S5 LD
ERBEELH D,

6.23 Culture media should be prepared in
accordance with the media
manufacturer’s requirements unless
scientifically justified. The performance
of all culture media should be verified
prior to use.

6.23 FEF, HEMICREBEZRSIGLVLER
YD, BHBOREXREFEOERERIZHK LT
RAERT DI E, ERTDHEIIC. ETOH
HWOMERERIET S &,

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 MEMFHNRBRICEALEE®BEUER
Rix, ZEMNLFIESCRLTHREL.
XEFERUVESOEZBEMHILET DA
FETEREITSALE. MEMFENAEBRROD
E#HCOVWTHHE - FARBOEDHMZ
HEL. XELT B ELEDIZ. BEMIC
RLUMERT L,

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 . EHMHEXETERZORBICHERT
5EMiE. (FEUILGHE) FREICE S
RETHIELE. FRHEMIZEIT S LE
RIETHELS5HEBFL. EETHI L,
K#RITdELdIc,. FOERABEREZ R
THEHULEREZRET S L.

ON-GOING STABILITY PROGRAMME

TEME=SYLT

(RE FEOREEBTTCRNRLETINBEORES
EMGHNICE- AL, TOREERBL. BET S
—EORBRIOTSLERT. )

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.

6.26 RESN-TEREOHFNICEHES B
ZEMOBE (FIAIE. FHEHLAILX
BB TOIT77rALICHEFTREER) BNH
hERETEI2EULBHENTOST S
LI T. BRRRIZCEEGORTENRE#*
E-A4—F BT &,

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

6.27 REME=S4 VI DOEMIE. APH
RBichr-->THEZEZZ2—-FH2&.
EUORTENE-REZHTTHANR
BRICBEF - THY.FEEBEFYHRIT D
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within
labelled

expected to remain,
specifications under the

storage conditions.

CENHAFTESDLZEHET SH_ET
H 5

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 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

6.28 TEME=R2YJEF. RESh-E

( *

HEREDEERICELLTERAEIND
M. NLHVERICODVWTHRFT S
E.BAE. FONLLEREAET S
A-WESMAIALBESHABET HHI
CREBBRETSISEEE. BEZOHR
NDEEM~ADEZEZTFML. KYITEE
HTTcHBRITDIE, MAT., REMIC
DE>TRESAh. FRASHSIPHEHESR
TOoOWTHELRFHT I L. BREBLI-E
mCFEOREMHABRAE SR DICE
BEhTULhIE, BEMICE=42—F 5
WEFBVA, FBEICKY. BEBEREL -
AEOREHBIE=F4—FT B &,

Rt EREBULSSLABAR -ARLELLO)

reconstituted product can also be
monitored.
6.29 The ongoing stability programme |[6.29 ZEMHE=-42 ) 5 1X. F4ED—&

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.

BllciE >~ TEEFEEPICEEHEL. #HR
FHEZLELTERBELDET B &,
ZEME=ZAYCITIZAWVSH#EE (LY
bIRE®EF YN —) [T, E3Z=D—
WARV 7RV R15I2H#->T., BEE
MHEERVURFTEEEITS> I &,

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 Ilimited to, the following

________ parameters: .

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

(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,

6.30 REMHE=F2VVIDER

FHEE .
EDHPEROBRDYETHAN—TFT H &,
Fr. DG EBUTONRTIA—42%E
L&,
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(ii
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(vii) REOEH (REARICEHL THEEL

SNF-ICH/VICHEH% (BRnx%
RICEELEED) ZAWVWSEZ &)




consistent with the product labelling,
__________ should be used);

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

(viii) TOBEERRICHIZERA LSt /N
ZSA—45

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

6.31 REME=FVVI/OERBEIHFEEX.
REARDPFEERITRESA -89

NDEHREHABROERTEBELEL
S2THEW (PIZIEHBOEE. XIE I
CHAVICH#REHUHRA~AEHRIT 515
B) L. TOZEEMEERL., &
ERHFAEEZPICHART S &,

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 Ny FHERURBBEEX. EROHZF
AL T I+ ET—IEaxRET
523D THAHA L, AEFZEMEEZRSL
WRY . #E58EIn2ERKICOE, (&
L9558 SERKRUV—RTEDS
ATTEIZ.LBCELETITNYFHLERE
IO SLIZEEFNRDEZE (RLEIC
EEESINGBVEEZHR]) . BEIKK
BMEFEATIEBRATERE=42 Y
VIR EBELEIATEY .. BUYGBRKREZE
(N T—rShHM) AEEGIIC
DVWTIE. ABRBEIZYURY —RXRT 4
yhrEEBELTELXZZAB L, EEFFE
ERTHRENIZZLAKEZRTEE. T34
TAVIERVUIMNIFZIOUTEIZEK
DB ORAMZERALE S

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 HHRRTFTTIE. EMONYFELRE
HEZARAYDTIZCEDDIZE, BlRIEX.
IRBXFAEICRIERLGEEXITE
REEBRLABNIE. REHEE=F2 1YY
HBEzITS52L,. BALAE, BMIXIEE
FA*RTOEEIZHRD Ny FIZTDOWNT,
ZEBEZAVTICEHDZLHLER
ED I B Y <

(*8RFX . $5FE6 3BE~65EHSR)

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

6.34 KEBHE=ZFYVIEBROKLERIX., £
EEFEERUV.HBICA—VYS A X FIN—
VUNMABATRETHDIE, TERES
AU TERBANIILIHIZRITRERR
ROHUEBFHFUNDEEMTER S
5EEIE. BREBOBRMROHELNH S C
. BREBE=ZAV VIR BOKRIL.
LRBIZCEPEED-HEEHZFTHHA
AETHD &,
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the site of manufacture for review by the
competent authority.

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

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

6.35 EAXIFTELVWEEEBERIEZ. FEE
THT L L, HBENDOBERXETEL L
BoERIAERSIh. MBICEHT ST

BRONYFICEESTLHHEEEF. BiA

BIZH®RET B2 L. AGMPHA K5 A

VESEICKS ELELIC. ARUEBIZHE

LT, FHBICHKRBALTWVLWENY FITR

FIEEZRFTI S L,
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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 £ EIN-E2TOT—20OME (FN
T5LICEHYT2PRHIMBEREET) 22X
EkL. RETHZE, indBER.
EHHREBEORRELGD &,

Technical transfer of testing methods HETEDREMBE
6.37 Prior to transferring a test method, the |6.37 B A ZZ2BRET HHOERIEI. BE
transferring site should verify that the [CERI->T. BEZARFEINHRTERIEE

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 any supplementary validation

that should be performed, prior to
commencing the technical transfer
process.

XRIFEAETHIHEMMULERBBFEHIC
HHINhE-AEICEET S EERIL
TEHIE.BRBAEZORNYT—2a Y
*FBEL.BTODICH/VICH®MDE
REBEHEICEALTWEZ EERIET S
e BB E IO RZEABIT SICE
MoT. ¥y v ITHOMEERE-XEL.
AIEAADHEEMNY T -3 DER
NBLEMERT S L,

6.38 The transfer of testing methods from
one laboratory (transferring laboratory)
to another laboratory (receiving
laboratory) should be described in a
detailed protocol.

6.38 HH5HRE (BEXHRE) oAl
HBRE (BEZRITHIHRBRE) ~OHRER
FEOBEF, ERFEEICHEMICEH
T35 L,

6.39 The transfer protocol should include,

but not be limited to, the following
________ parameters: ..
(i) ldentification of the testing to be
performed and the relevant test
__________ method(s) undergoing transfer;
(ii) Identification of the additional
__________ training requirements;
(iii) ldentification of standards and
__________ samples to be tested;
(iv) Identification of any special

transport and storage conditions of
test items;

6.39 BENDXREFABEEL. 2B EHUT
DINTFA—RZFZEBL &,

(i) BELTEH®ET 5
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(v) The acceptance criteria which should
be based upon the current validation
study of the methodology and with
respect to ICH/VICH requirements.

LEABRAERICHATIEEDNY T—
SaAaVEERVUICH/ VICHODE
REEICEODCHEEHSE

6.40 Deviations from the protocol should be

investigated prior to closure of the
technical transfer process. The
technical transfer report should

document the comparative outcome of
the process and should identify areas

6.40 EEFEENALDREIX. BHFTHBE T
OtEtXORTHICERARBEAIT LS L, &
MBEOREEF. 4% T 0 ELXDOHEK
BREXNELRLTEELE, (RLETEHHEE)
BICHBRAEICHAT A BN T—2 3
VEWMEBELTEINHEEEET S L,

requiring further test method
revalidation, if applicable.

6.41 Where appropriate, specific | 6.41 (BULKBE) O HA FS 4 VIZE
requirements  described in  other PMNTULWEIHEDERETEADX G,

guidelines should be addressed for the
transfer of particular testing methods
(e.g. Near Infrared Spectroscopy).

BEORBRAZ (FIXEEFRNDHE)
DHEIZCHLTROLON D,

CHAPTER 7 ETE
OUTSOURCED ACTIVITIES NEEFEEE
PRINCIPLE R Al

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—FT BEHIZD
WTHHERTHEBEEF. TEULREDE
MXITEEICODENYBIEMBERMET S
-, BEICEEZL. (BEREHMN) REL.
EEBITEHIELE . EREBLZRAEOBTRNE
RETIhELZLT . RBFOERBERUVEHK = H
BICHEILIT A E. EXBOEEARE R
TALF,. BROZENYFICHEATHE 1T
SA—YSAXEKER—Y IR EDLEHKZ
BIT9 2%, BRECERLAETAIELGE DS
LY,

CCOERF. RERRBRUVAREHFATERE
THRBUEBIIH TS, HEXZOEEZW
Dk, TRERVEXEOHEZIIHNT S
EBICEEILHI LR, E<CERHLTLE

T a
Ly,

(BERNZEDHDOEERARG L TLD)

GENERAL

eREE

7.1 There should be a written contract |7.1 HZNPMZEEX. BET HERXIEE
covering the outsourced activities, the 2. RUZTNICEHELTGREIA-EG®
products or operations to which they are BRRONAN—INTLLIEHPEN
related, and any technical HHZ L,
arrangements made in connection with
it.

7.2 All arrangements for the outsourced |7.2 HZNBEITEED-HDNDLTDHR
activities including any proposed H (M XIEZTOMDOEMRODERE &
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changes in technical or other
arrangements should be in accordance
with regulations in force, and the
Marketing Authorisation for the product
concerned, where applicable.

BL) F. BTSN TULSERRY (&
L9556 SREMRERIRTERRIC

-o-TWBZ &L,

7.3 Where the Marketing Authorisation
holder and the manufacturer are not the

same, appropriate arrangements should

RERBREBLEEXZEINE —TH
WIBEAIE,. COEICTEE IR ZZE
ELTHUGZMRAONE--TWLNE Z &,

7.3

be in place, taking into account the
principles described in this chapter.
THE CONTRACT GIVER EREE
7.4 The Pharmaceutical Quality System of |7.4 ZEXEDEERRE AT LIX., S48 F

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

Contract Acceptor and the

ATFEDEBERUVBEZSEO L, 5
BEX.AREXTCREDEEZHELLOD
T57O0XAABS-TWNS I &EERE
TEIRBRMBEENAH S, ind ot
AIZIE,. BBUVRIIRZS AV FOREA
FRMYANL, BICUTZEHDHZ &,

741 FEENBMERETHICEKILLT., &
TEEF. REBIIOVTEHZNRE
AEXZEUICERT S-HOEX

., BEERVENZHMISIESE
nNHd, EFTBERF. EAAFFS14 2

IZBREEIENTWLWAGMPORAEEW
HAESAVICHS T EE, YIS
O TRIETHIEEIH S

FREBE. BITSATWLEZERREY
LEERICRIRERBICKE->TE
RAEEZBEEICERT I-ODLER
2TORBEMFAZ. TEAEFICHKB

vH5 & ZEREFEF. TOHEHAXEF
EEICEHELT., ZXEOEY. &
iE. ABE. HHOERMHEXITtho R &

TfeEztlhody BTN HHHEE
AhNEZRENTHICRHEIT HC
EEREET D &,

ZREERF. REEBOXTRAZE=
2—L. BETHEEBIC, BER
REAONEHEL,. EHEI S &,
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identification and implementation
of any needed improvement.

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 him/her by the Contract Acceptor

have been processed in accordance

75 EREEF. ARNBEAFEEICEEL =
EHRRERUBREZEEL. F@EIsERE %
352t ZERBE. BoXEZRASE
DA—VSARXEKENRN—YVDOHERIZHE
SNWT.,. ZEBFLILPLOEVEETOEEX
EMEMNGMPRUBRFEREIZHK > T
MIZIhTWBIEERIETHE,

with GMP and the Marketing
Authorisation.
THE CONTRACT ACCEPTOR ZE
7.6 The Contract Acceptor must be able to | 7.6 ZEE(FX. BULEY. £RHE. HEBERUV

carry out satisfactorily the work ordered
by the Contract Giver such as having

REB. TVICARLBGARZATHEF. £
REF’PRILE-EXEZEBYUICEETE

adequate premises, equipment, BIFTRIEE ST L,
knowledge, experience, and competent
personnel.

7.7 The Contract Acceptor should ensure |7.7 Z2EEHIF. B hi-2To&LK. F#
that all products, materials and HBRERUVHMBENTORMBOBEMICEL L
knowledge delivered to him/her are THEHYUTHAIZLERIET S L,
suitable for their intended purpose.

7.8 The Contract Acceptor should not |7.8 ZFEEFFX. EEENBRIICERDICDOWL

subcontract to a third party any of the
work entrusted to him/her under the
contract without the Contract Giver’s
prior evaluation and approval of the
arrangements. Arrangements made
between the Contract Acceptor and any
third party  should ensure that
information and knowledge, including
those from assessments of the
suitability of the third party, are made
available in the same way as between
the original Contract Giver and Contract
Acceptor.

£
RAIc»

T O & i & U & T52¢HBL . FE
SNFEHEEOWHLLEIHBL,ELE=ZFIC
BERILTREELBEL, ZFRBLE=S
DEITHEEINIMRDIE. TORTE L
ZSEEOBERZEIZC. BHREUVNE (F
ZHEDOBEYHTEMICHETIINES
) AFAAETHICLEERIET S D
NDTHDHZ &,

7.9 The Contract Acceptor should not make
unauthorised changes, outside the
terms of the Contract, which may
adversely affect the quality of the
outsourced activities for the Contract
Giver.

79 AR, BHOFHEMIOHNT. BEEF
ADERZT2>TRGELHBL, indE
B EZERXBICEDTHEBEREZEDOR
BICEZEZREIBEETIALAH D,

s FrH

7.10 The Contract Acceptor should
understand that outsourced activities,
including contract analysis, may be
subject to inspection by the competent

authorities.

710 2REBIE. A BERFEE (ZEHABKZE
E)NYUBICKDIEEEXZZITSEHEDN
HHEELEBEITDH L,

THE CONTRACT

ZHE

7.11 A contract should be drawn up between

711 ERBEXAEORTRNEEZMER
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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
outsourced activities must be in
accordance with regulations in force
and the Marketing Authorisation for the
product concerned and agreed by both

L. SZNTEZXTEELICEETIZIRELAD
ERRUVUEETOEREZRET S L,
DHEOEMMWAEIE. N BEETFEER
UGMPIZCEALCHEUGHNMBEZET 5
BEEENERTAE. NBETHEEX2D
HDETOEWMRDIF, BITEShTWS
EHRRUVYZERORFTFRIEICHLT
WEThELZELS mMEEEIFAREL -
LOTHITAIER S L,

parties.

7.12 The contract should describe clearly |7.12 2 UEEDELONHNBEIEHEZED
which party to the contract has EBRE (PIAEMBEE, REBE. ¥
responsibility for conducting each step T54Fz—>,. BER. EHHORE
of the outsourced activity, e.g. RUBA. EMHORBRUEESHE.
knowledge management, technology HE - -REEHEOERE (TERNEE. &

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

KEBMEUIWZEEL) ) 2XEITSE
FZzHITHH. BRNEICHAMEICEHT D
&

7.13 All records related to the outsourced
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.

713 AEBERERICEELELETOREE
(BIAEHE, ?HRVEEXDEEE)
RUSZEmEI. EXEIRET S, XI&
ZERXENFATRETHDI L, EIFEEL
CRERMBEAEOLNDIEBEEIZEITHHE
DREFMXIAERNELNL LGS
CEFLSERRARAICEHKRT 2ELHEE L.
EREN TV ELRARTHITNELG S
T.ERXREOHESTSIFIREICRELR
FhIEGEs7E0,

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

714 ZHEBRX., TREXEFHEEICEELE
BEAFICLE - TERERINENEEE
XZEEI S LT, ZEREBICRD S
LtOTHD &,

CHAPTER 8 ¥E8E
COMPLAINTS AND PRODUCT RECALL ERRUH S MEI
PRINCIPLE [ Al

All complaints and other information
concerning potentially defective products
must be carefully reviewed according to
written procedures. In order to provide for all
contingencies, a system should be designed
to recall, if necessary, promptly and
effectively products known or suspected to

REDOAEENHIHRRICHKELIETOERE
BEUMDOBERIF. FIEEICR>-TIEEFRLERE
BELBETAEELSGBL, ETOFRBDOEREIC
AT, (BWELBFE) RBaLHLHZ &ELNHE
REINEXFZORAGEHEOHIEREZTSE
MNERPHITHDMEMICERT 5&5 Y
ATLZEHRHTEH L,
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be defective from the market.

COMPLAINTS

&

8.1. A person should be designated
responsible for handling the complaints
and deciding the measures to be taken
together with sufficient supporting staff
to assist him. If this person is not the
Authorised Person, the latter should be
made aware of any complaint,
investigation or recall.

&
81. EFEOMFLVW . RU+TLEAHDOHIER
By TERICELIRZTHEHEDREIC
My sERXEEEZEET AL, COEHRE
ERA—YSAXFENR—YUTHITA
F. A—YSAXER—YVIZEE. R
AEBAXEERRIZCODVNTHSESZ &,

8.2. There should be written procedures |8.2. B B RGO EEEIZHRDIEBB/BINEL 1=
describing the action to be taken, BEICELAIRNRETHE (INRERFT S
including the need to consider a recall, HEMREEL) ITOVWTEEHLEZFIESE
in the case of a complaint concerning a nHbdZ &,
possible product defect.

8.3. Any complaint concerning a product |8.3. R XRMGICHEZIEENHLIET. 2TOx
defect should be recorded with all the DFEMBEHREAICEHEL. MEMICERA
original details and thoroughly RHT L L, REEEOEREENAE
investigated. The person responsible E. G5B EORFNICEBET S &,
for Quality Control should normally be
involved in the study of such problems.

8.4. If a product defect is discovered or |[8.4. 5N\ Y FTHRRMBEIAERE I XX
suspected in a batch, consideration HRONE3BEE. MONYFICEENS
should be given to checking other EMESHHET SO, DNy FZ
batches in order to determine whether FIvI 95T LERFTHE, B
they are also affected. In particular, C. BERMBNANYFOBLEYZEL T
other batches which may contain BEENDHDIMDNY FIE, AET S
reworks of the defective batch should e
be investigated.

8.5. All the decisions and measures takenas |8.5. EENDHE R L LTHELONI2TOR
a result of a complaint should be ERUHEEZEHRL. XL T 5Ny Fi£
recorded and referenced to the RICEAEMITSZ &,
corresponding batch records.

8.6. Complaints records should be reviewed | 8.6. HIFLHEZ THMICHBEL ETE M
regularly for any indication of specific NBET,. RESAFE-HKOBRIZDOLH
or recurring problems  requiring NYUBLIEBETETOXEIERMEDOEEZ R
attention and possibly the recall of BLTWLWLEWLWHLAHERT S &,
marketed products.

8.7. Special attention should be given to |8.7. EEABEICI > TEL TR IVIE
establishing whether a complaint was ET SO, FALGEITEZTILS &,
caused because of counterfeiting.

8.8. The Competent Authorities should be |8.8. HED KK DOATREMH. 2R DL, BE
informed if a manufacturer s DEMXFTHFITESHMOEXRGHEE
considering action following possibly toMEZZ T C.HEXEBENBEZR
faulty manufacture, product HLTWLWEALES . FELRICHL E
deterioration, detection of 52 &,
counterfeiting or any other serious
quality problems with a product.

RECALLS =] 4R

8.9. A person should be designated as
responsible for execution and
co-ordination of recalls and should be

8.9 IRDEITRUVHAENEREEZEET
LI EROETCOREZEY K
REETHRYRSI DT BEAHEDOR
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supported by sufficient staff to handle
all the aspects of the recalls with the
appropriate degree of urgency. This
responsible person should normally be
independent of the sales and marketing
organisation. If this person is not the
Authorised Person, the latter should be
made aware of any recall operation.

Ay INLBEREEHETSL,
NDERXEEHEETEE. RRERUVI—F“T1 >
THEBNMNOHBILTWE I L. indE
NAE—YSAXKER=YrTHITAIE,
FA—YVYSAXKNR—Y VICEREZEIC
DVWTHIbEDZ &,

8.10. There should be established written
procedures, regularly checked and
updated when necessary, in order to
organise any recall activity.

8.10. MINEFXEZRMITTERET 5O,
EHMICFzv IS, REGERICE
HENhTWS,  BILEFIEELH D C
&

8.11. Recall operations should be capable of
being initiated promptly and at any time.

8.11. MU ZEIZ. WO TLHLELMICEHET
BETHDZ &,

8.12. All Competent Authorities of all
countries to which products may have
been distributed should be informed
promptly if products are intended to be
recalled because they are, or are
suspected of, being defective.

8.12. ERIZRMAHAIXFTEDENDH
A-OEHRZEERLES>TSHHEE. &
MABRESNLE-AREOHSIETHE
DETHOEBARPLHICHoEDZ &,

8.13. The distribution records should be
readily available to the person(s)
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.

8.13. BMEREHZEIFX. BREFEEFENEOMIC
MATETHD I EELELIC. HEEERY
EEEKL-BEREICEI ST LGER
(FAr. RERBFBEARUVUERSOEEE -
FAXBE. BENYFRUHE) 258
L (MEESRUVEEARAY YT ILO
BEEED)

o

8.14. Recalled products should be identified
and stored separately in a secure area
while awaiting a decision on their fate.

8.14. MW L-HmIFFEAHL. TDOLHSIZE
TOREZHOM. TELRXEICHEL
TRET S &,

8.15. The progress of the recall process
should be recorded and a final report
issued, including a reconciliation
between the delivered and recovered
quantities of the products.

8.15. BINNBREDEH LR L. xR OHE
E(AR0BEHELRYHB=EDEE Z
EL) FHERT B &,

8.16. The effectiveness of the arrangements

816 EINOIRDDAMMEE. & B M (< F

for recalls should be evaluated e s &,
regularly.
CHAPTER 9 FOE
SELF INSPECTION BEECRE&
PRINCIPLE IR Al
Self inspections should be conducted in | GMPREOEHERUVBEBERREE=4 —

order to monitor the implementation and
compliance wit Good Manufacturing Practice

L. VELREHREZRETS-H. B A
RETS &,

principles and to propose necessary
corrective measures.
9.1. Personnel matters, premises, |9.1. ANE. ¥, £Xlr. XEt. &2&. " E

equipment, documentation, production,
quality control, distribution of the

EE EXRMAOEZE. EFERUEIIO R
RO, BVITHERRIZTOVWT., Ehb
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medicinal products, arrangements for
dealing with complaints and recalls, and
self inspection, should be examined at
intervals following a pre-arranged
programme in order to verify their
conformity with the principles of Quality
Assurance.

NGERIEODRAICEHLTWLE MR
T AHH. FORYROON-TOT
SLIZERIRTRIRT S &,

9.2. Self inspections should be conducted in |9.2. B A& (X. HATHEESINT-6EH - ¥
an independent and detailed way by BOHHEN, AN DHEMAL AETE
designated competent person(s) from ol &, AMOEMRICKAMILL
the company. Independent audits by rEELFEHATHAS S,
external experts may also be useful.

9.3. All self inspections should be recorded. |9.3. ® TNDBEHCHEARZRLEHRI I L. BESE

Reports should contain all the
observations made during the
inspections and, where applicable,
proposals for corrective measures.
Statements on the actions subsequently
taken should also be recorded.

X. BECEBRPTOETOMERY (&Y
T558) REREBEOREZEL L.
ZTDHRICELONLEEICEHT 2R
vEEHEI S &,

(R : IREBI R LESRIESEORTHETHWLMN, PIC/S GMPHAS KESAY

N—F12FZEL THEE

ST 5-0BEHTEE LB, BETHBADHMRED—EUFDHR RN S EDEHERBET o1=.)
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