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CHAPTER 1 QUALITY MANAGEMENT

B1E REvRTAVE

PRINCIPLE
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The holder of a manufacturing authorisation must
manufacture medicinal products so as to ensure that they
are fit for their intended use, comply with the requirements
of the Marketing Authorisation 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 the distributors. To achieve the guality objective
reliably there must be a comprehensively designed and
correctly implemented system of Quality Assurance
Incorporating Good Manufacturing Practice, and thus
Quality Control and Quality Risk Management. It should be
fully documented and its effectiveness monitored. All parts
of the Quality Assurance systems should be adequately
resourced with competent personnel, and suitable and
sufficient premises, equipment and facilities. There are
additional legal responsibilities for the holder of the
manufacturing authorisation and for the authorised
person(s).
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The basic concepts of Quality Assurance, Good
Manufacturing Practice, Quality Control 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.

RERT. GMP, SEEEBERURBVRITIROAD -
BEEALETMIAEICEELTNS, FhoOBER, 45
NIEERKOIERVHEEBICHTIEBHIZONT

TR S,

QUALITY ASSURANCE -
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1.1 Quality Assurance is a wide—ranging concept, which
covers all matters, which individually or collectively
influence the quality of a product. It is the sum total of the
organised arrangements made with the objective of
ensuring that medicinalproducts are of the quality required
for their intended use. Quality Assurance therefore
incorporates Good Manufacturing Practice plus other
factors outside

the scope of this Guide.
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The system of Quality Assurance appropriate for the
manufacture of medicinal products should ensure that:
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i, medicinal products are designed and developed in a way
that takes account of the requirements of Good
Manufacturing Practice ;
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ii. production and control operations are clearly specified
and Good Manufacturing Practice adopted;
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iii. managerial responsibilities are clearly specified;
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iv. arrangements are made for the manufacture, supply and
use of the correct starting and packaging materials;
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v. all necessary controls on intermediate products, and any
other in—process controls and validations are carried out;
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vi, the finished product is correctly processed and -
checked, according to the defined procedures;
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vii. 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;
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viil. 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;
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ix. there is a procedure for self-inspection and/or quality
audit, which regularly appraises the effectiveness and
applicability of the quality assurance system.
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GOOD MANUFACTURING PRACTICE FOR MEDICINAL
PRODUCTS(GMP)

EEIZGMP

1.2 Good Manufacturing Practice is that part of Quality
Assurance which ensures that Medicinal products are
consistently produced and controlled to the quality
standards appropriate to their intended use and as
required by the marketing authorisation or product
specification.
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Good Manufacturing Practice is concerned with both
production and quality control. The basic requirements of
GMP are that:
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i. all manufacturing processes are clearly defined,
systematically reviewed in the light of experience and
shown to be capable of consistently manufacturing
medicinal products of the required quality and complying
with their specifications;
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ii. critical steps of manufacturing processes and significant
changes to the process are validated;
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iii. all necessary facilities for GMP are provided including:

%ii‘FE‘é't GMPIZHELETOREIIRESH T

a. appropriately gualified and trained personnel;

a EEISEEELNERShIABESh AR

b. adequate premises and space;

b. WA EBMBR UPAN—Z

2/42




c. suitable equipment and services;

c. AEHLNEERMIHIERER

d. correct materials, containers and labels;

d BEGET . BERUERT

e. approved procedures and instructions;

e. RESN-FIRERUVERE

f. suitable storage and transport

f. WU EERUE

iv. instructions and procedures are written in an
instructional form in clear and unambiguous language,
specifically applicable to the facilities provided;
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v. operators are trained to carry out procedures correctly;
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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. Any significant
deviations are fully recorded and investigated;
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vii. records of manufacture including distribution which
enable the complete history of a batch to be traced, are
retained in a comprehensible and accessible form;
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viii. the distribution (wholesaling) of the products minimises
any risk to their guality;
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ix. a system is available to recall any batch of product,
from sale or supply;

ix. BEONANGEE\YFTERFRNIBREISEIRT
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x. complaints about marketed products are examined, the
causes of quality defects investigated and appropriate

x. WESAERRITOVWTOSHEZEESN, RERE
ORENRRH=N, FLRBREIOVDTEIZLEAL

measures taken in respect of the defective products and |EBLUoh . BRZB1ET 24
to prevent re—occurrence.
QUALIY CONTROL mEEH

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

mETEOREFEH AT OREY

i. adequate facilities, trained personnel and approved
procedures are available for sampling, inspecting and
testing starting materials, packaging materials,
intermediate, bulk, and finished products, and where
appropriate for monitoring environmental conditions for
GMP purposes;
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ii. samples of starting materials, packaging materials,
intermediate products, bulk products and finished products
are taken by personnel and by methods approved by
Quality Control;
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_|iii: test methods are validated;
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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;
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v. the finished products contain active ingredients
complying with the qualitative and quantitative composition
of the marketing authorisation, are of the purity required,
and are enclosed within their proper containers and
correctly labelled;

v. B2 ZE AL, BERRCEESh BN, T8
MMARICESL-REHEAZ, BREINHGHMELRFFL.
FREVAERICHAShHBIECRTShHIL:

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
deviations from specified procedures
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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;
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viii. sufficient reference samples of starting materials and
products are retained to permit future examination of the
praoduct if necessary and that the product is retained in its
final pack unless exceptionally large packs are produced.

viii. BRI E (SBMATHRE A T HHRERE R
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PRODUCT QUALITY REVIEW

HeanEORE

1.4 Regular periodic or rolling quality reviews of all licensed
medicinal products, including export only products, should
be conducted with the objective of verifying the
consistency of the existing process, the appropriateness of
current specifications for both starting materials and
finished product to highlight any trends and to identify
product and process improvements. Such reviews should
normally be conducted and documented annually, taking
into account previcus reviews, and should include at least:
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i. A review of starting materials including packaging
materials used in the product, especially those from new
sources.

i, BMICEREINIENM, BISHRHREIr0L0ES
&, HERY, EHORE

ii. A review of critical in—process controls and finished
product results.

%.EE&IE%E&UE%%%@%EEE@%%@%
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iii. A review of all batches that failed to meet established
specification(s) and their investigation.

i, BUSHERBICHALTERITH>E2N\VFOEE
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iv. A review of all significant deviations or non-
conformances, their related investigations, and the
effectiveness of resultant corrective and preventative
actions taken.

V. TRCHDEALGERR IABE. TNo-EET 5
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v. A review of all changes carried out to the processes or
analytical methods. :

v. IRXEAHAECHLERL-ETOEEDORSE

vi. A review of Marketing Authorisation variations
submitted/granted/ refused, including those for third
country {(export only) dossiers.

vi. BEE@HEOH) ~ORFELID, BHEH A EES
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vii. A review of the results of the stability monitoring
programme and any adverse trends.

viih ZEBE=A)LTTOTSLOERRULNGSIF
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viil. A review of all quality-related returns, complaints and
recalls and the investigations performed at the time.

vii. REICEETSETORR. HERUEIRIELIZE
D YURRESN-RAZEREICODLVTHOREE

ix. A review of adequacy of any other previous product
process or equipment corrective actions.

iX. TEXZEBICHLTERELSA-ZEEREDHEY
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x. For new marketing authorisations and variations to
marketing authorisations, a review of post-marketing
commitments.

X. FHREGEERERUVRTERZE~OERRIBICHLT
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xi. The qualification status of relevant equipment and
utilities, e.g. HVAC, water, compressed gases, etc.

xi. &Y HEB R I—T ) Tr—DBEREFE .
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xii. A review of any contractual arrangements as defined in
Chapter 7 to ensure that they are up to date.

xii. 7 EICEREL R T SRYROAEHNT
WAHIEERERICTH-ODOREE

The manufacturer and marketing authorisation holder
should evaluate the results of this review and an
assessment made of whether corrective and preventative
action or any revalidation should be undertaken.

Reasons for such corrective actions should be
documented. Agreed corrective and preventative actions
should be completed in a timely and effective manner.
There should be management procedures for the ongoing
management and review of these actions and the
effectiveness of these procedures verified during
selfinspection.

Quality reviews may be grouped by product type, e.g. solid
dosage forms, liquid dosage forms, sterile products, etc.
where scientifically justified.
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Where the marketing authorisation holder is not the
manufacturer, there should be a technical agreement in
place between the various parties that def'nes their
respective responsibilities in producing the quality review.
The authorised perscn responsible for final batch _
certification together with the marketing authorisation -
holder should enstire that the quality review is performed
in a timely manner and is accurate.
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QUALITY RISK-MANAGEMENT

mEYRITRI A

1.5 Quality risk management is a systematic process for
the assessment, control, communication and review of
risks ta the quality of the medicinal product. It can be
applied both proactively and retrospectively.

15 BMEURITRTACNE. EERORBICHTBUR
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1.6 The quality risk management system should ensure
that:

1.6 RBEYRIIADAVMRATFLREUTERIETS

= 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;

BT SRV OB R FRAR . I*zd’)‘fé;‘ﬁl._
EO0% BRMNICBERBIOBREINIAETHD.

= the level of effort, formality and documentation of the
quality risk management process is commensurate with the
level of risk.

BB ZRITRUAVMINMTEF A HREREOER
B, XECOEBEEIZYIRIOEEZHET 5.

Examples of the processes and applications of quality risk |FOtEXOEHPREVRITRI AL DiE BFIEFFC
management can be found inter alia in Annex 20. Annex 20&SBOD &,

CHAPTER 2 PERSONNEL 2R AB

PRINCIPLE =Rl

The establishment and maintenance of a satisfactory
system of quality assurance and the correct manufacture
of medicinal products relies upon people. For this reason
there must be sufficient qualified personnel to carry out all
the tasks which are the responsibility of the manufacturer.
Individual responsibilities should be clearly understood by
the individuals and recorded.

BiFSREREVATLAORIEVUHEER, FUIZE
EREFELLEETAILICHENT, ADRETREICEK
FLTLS, 705, BLEEENA-TWWSETOERE
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GMPORBEIZEHL . FEEFEOREFZSHBHEIZIRS

All personnel should be aware of the principles of Good 1-i4E%. ﬁlﬁ&?ﬁ%@{ﬁ%‘ﬂﬁxﬁ’]la ZLzHhida
Manufacturing. Practice that affect them and receive initial [H73LY,

and continuing training, including hygiene instructions,

relevant to their needs.

GENERAL 2RBIR

2.1. The manufacturer should have an adequate number of
personnel with the necessary qualifications and practical
experience. The responsibilities placed on any one
individual should not be so extensive as to present any risk
to quality.

21, BhEEE T RETERERER Sh, RERRER
TEEULHDARETTH L, LWVEE—EAIZEE
Shi=EHb, REICHTHVRIZELLSEDIBLET
HYFTETIIELELY
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2.2, The manufacturer must have an organisation chart.
People in responsible pesitions 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.

22 BLEREEFHEBREEIGTTAEASEL., BEES
FTHIBICHIE L. BETRE CERIN-HEDE
BEEL. BoOEBERT TR0 0ELERELXEL
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BLTWBABDEFICIIRERITHRAF TGS EENMN
HoTITEmbEL,

KEY PERSONNEL

FERREE

2.3. Key Personnel includes 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 2.5., 2.6. and 2.7.

23 FEFEAEEUTOEERSL . HEHMOR. RE
TWHMAOR, X, Db ohb0—F0EN B
FHEOEEEALEWVESE. YZENOEHIZEA
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25, 26 R U2 7ICBIFF-AK OO DBWEEIC DL TITEE
TEHBELHAI.

24, —

24 HELIL

2.5. The head of the Production Department generally has
the following responsibilities:

25 HERAORT—RMICULTOREEEES

i. to ensure that products are produced and stored
according to the appropriate documentation in order to
obtain the required quality;

L BERSWDRBEEZHRT SACRATEUGEXEICHKE
WEESh, RESIhDSELEZRATS

ii. to approve the instructions relating to production
operations and to ensure their strict implementation;

i ERECEET S NNEERTEL. 2L ThLOKE
AETERETS

iii. to ensure that the production records are evaluated and
signed by an authorised person before they are sent to the
Quality Control Department;

il. BLERIRIE. TNONREEHEMICELNDEIE
ESnFICLVFEMEINBRINTNIILFERTS

iv. to check the maintenance of his department, premises
and equipment; :

iv. BEo QM. ERRURBEORTEEOREEZTS

v. to ensure that the appropriate validations are done;

v. BEEANUT—av RERSA TS LERET S

vi. o ensure that the required initial and continuing training
of his department personnel is carried out and adapted
according to need.

vi. BE5 DM DA BRNBEET HB AR R U GRS
g%fﬁﬁé‘h. DEISECTBMAESh TNALERIE

2.8. The head of the Quality Control Department generally
has the following responsibilities:

26. RHEBRBMORF—-RBIZLTORHEE28S

i. to approve or reject, as he sees fit, starting materials,
packaging materials, and intermediate, bulk and finished
products;

i BoDHEIZLHHRERM, A4, RRSE, AN IH
AEUEREKOEBRIITEHOHEETD

ii. to evaluate batch records;

ii. 73y FEEREG O FHEEITS

iii. to ensure that all necessary testing is carried out;

iiil. 2 THBELGERIEHBSN TS EEREAT D
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" |liv. to approve specifications, sampling instructions, test
methods and other Quality Control procedures;

iv. BE, UYL TERE. Eﬁsﬁﬁ%&[ﬁﬁﬁ@ mE
EEFIRBOREZTS

v. to approve and monitor any contract analysts;

v. ETOERSFICOVWTRBRUEZS—ZITI

and equipment;

v to check the malntenance of his- department premlses- -

vir Ebd)*ﬂFﬁ HE&&U;QF*G){%? BOERET

vii. to ensure that the appropriate validations are done;

vil. BEIENAYT—2a v RNRESW TSI EFREET S

viii. to ensure that the required initial and continuing
training of his department personnel is carried out and
adapted according to need.

Vi, BRI ABCHL. BBLShIBABR UGN
f’ﬂfﬁﬁfi@méh‘ BEICEL TRINARSh TN B L%

Other dutles of the Quality Control Depar‘tment are
summarided in Chapter 6.

fﬁ@i’.‘:ﬁ%ﬂ%ﬂ?‘i@%ﬁl:?t\fl;& WEE[TEEDHEN
Tlys,

2.7. The heads of Production and Quality Control generally
have some shared, cor jointly exercised, responsibilities
relating to quality, These may include, subject to any

national regulations: . _ e e

27 HEHMRUAEEERFORE—HRHICHFTO,
BEWIBALTETTIREICEETIRHEA TS T
NHFFEERIZEN BUTHEENRDS

* the autharisation of written procedures and other
documents, including amendments;

;%IE"&‘%&L x§1ténf:$||ﬁazza%ofmwsc§o

= the monitoring and control of the manufacturlng
environment;

- BRBOE=AYL T RUEH

= plant hygiene;

- QST OBETE

= process validation;

Oz F—23y

* training;

- i

= the approval and monitoring of suppliers of materials;

- RHBRREORBRUE=SIY

- the approval and monitoring of suppliers of contract
manufacturers;

- BHSEREORRRUVE=SIT

« the disignation and monitoring of storage conditions for
materials and products;

- RHRUVEEOREFHEORERVE=SILT

= the retention of records;

- SMERDRTF

* the monotoring of compliance with the requirements of
GMP

» GMPEHE~OHESHOE=2)2T

* the inspection, investigation, and taking of samples, in
order
to monitor factors which may affect product quality .

- B REICRELBSRTFEES—T D ORE.
FABBRUHTILERER

TRAINING

BIEE
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2.8. The manufacturer should provide training for all the
personnel whose duties take them into production areas or
inte contrel laboratories (including the technical,
maintenance and cleaning persconnel), and for other
personnel whose activities could affect the quality of the
product.

28 BELEET BEICIUEERE RIS EEEAR
FICUBALRITRITASENT R TO AR (B, &5
EREVEREEZED). RUTOTHNERREIC
%3%#’%‘1?&'&0)56%@A;L*TUCJ:H%%EELAH
NIFESha,

2.9. Beside the basic training on the theory and practice
of 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.

29, GMPO BB RV ERI T 2B ATRUSI=. B
Eﬁikﬁlﬂﬁbt BULTHhE-RBEICLENGINEE
25 &, MEMAEELEEL., TOENETEHAGIC
Hffishalé, IO SLNERSATEY., BE.
HERMPORXIZEHERFMOROVWThh—AHIC&
YRBahblé, JIERBREIRELSTRIZESLEL,

2.10. 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 training.

2.10. FRNBELIZHESL, PIZIELFRRELHE
., i, BREERGRAEEEE T OIRMNTRYEKEOND
FH'@‘I’F%?‘%)\EI:Iﬂ#ﬂﬂfﬁlllﬁ’é%ﬂﬁtﬁH‘hlﬁi%
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2.11. Visitors or untrained personnel should, preferably, not
be taken into the production and Quality Control areas. If
this is unavoidable, they should be given information in
advance, particularly about personal hygiene and the
prescribed protective clothing. They should be closely
supervised.

211, FEEXITIEEZHTOVEWNWABIZ, BERUSR
BEHEIFCITEALBHENIEAEELL, BIFSAL
LEBEITIE, BHER, BICAROBEEHE, RUMRE
DRFRICOVTOFBRERBELGT L EGSE0, FL
T, HOERFHICEBLATAITESIN,

2.12. The concept of Quality Assurance and all the

212 RERAOFZXVICETOERRUEREZRET S

measures capable of improving its understanding and FHRICDNT, N R SR UG T IS0,
implementation should be fully discussed durmg the

training sessions.

PERSONAL HYGINE ABDEEERE

2.13. Detailed hygiene programmes should be established
and adapted to the different needs within the factory. They
should include procedures relating to the health, hygiene
practices and clothing of personnel. These procedures
should be understood and followed in a very strict way by

- |every person whose duties take him into the production

- land control areas. Hygiene programmes should be
promoted by management and widely discussed during
training sessions.

213, GBI EEB 0SS LAEMEIL, FLIEROR
HA5-—X—AhHETEALZFREZSEWN, Fhbic

FABOERRE FEETHOERBRRUERICETIFIEE
EHRTAIELELEN, ChEOFMEIT, BIFIcEYELE

NIZEBRERFITIABEASZTATOASMNEREL ., BHFEIZ

LA h E sy, EERIOSSLITERERA
HEEL ., SRS CACEHBLETRIEEET0L,

2.14. 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.

214 FRTOABIERABR TERRESXZTATAE
B, BiEEEOSEELT. REICRE I IS
DHHRERETH - -BSICHEREICHNOBLIEE
BECTALILHEMEEEL T RIELLAL, 8
BOERREOE., EHERVEAORED ANETERE
2. BEBEZERLAFNIERSH0,

2.15. 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 bedy is engaged in the manufacture of medicinal
products.

2.15. BRMEEERIIARRNIBAOTHREIC
BRmREERTAARANAREBYEEGEEIZHEL
BLNADOARNESRGITNIFELEL,
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2.16. Every person entering the manufacturing areas should
wear protective garments appropriate to the operations to
be carried out.

2.16. SERBICIH ASFIZL H, BT HEXEISEY
TREXREFEALZTRIEEEEL.

r

2.17. 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.

217. 8RB, AL BE, LB, tl, BEHHEITE
ANEESOETI HERUVEERBRNICENTIEE
LA RIE RS, — (88T, ERAENTIT AR, B
EEBEAXZHESAEZEERTITREOHLMEORE
BIZTHEE LT AIEELEL,

2.18. 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.

i FEEOTHF BRSO SHe. RUEEDEE
R & I 801~ 1B B (B L RSB L,

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

2.19. (EERICEIF RV RMEERTHLERLATN

2.20. Any specific requirements for the manufacture of
special groups of products, for example sterile

"|preparations, are covered in the Supplementary Guidelines.

2.20. A XERREFNOL3L, AT L—-TIZRT R
nn@ﬁﬁ(-?bﬁfﬁﬂ’]|~§$éﬂé$lﬁl-_0L\fliAnnex

R

CHAPTER 3 PREMISES AND EQUIPMENT

E3E EMRUE

PRINCIPLE

IR Al

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

E@JZ’LUE%[;}: K AEEICSIHLLEIIZE

&, &5, B, #ASh, RFEBESKETNIERST
LYo %hb@ﬁ?"ﬁ&lﬂa’i B BROVRAIERMNITS
ESCEESh, XERE, BARGTFENOSHEY. —
M. HSGHEAOWANELBREELEHT OO0
fiﬂlfﬁ;‘ﬁ‘é#&ﬁ?‘%‘ﬂ%ﬁﬁ&t‘d’é‘_t’éﬁElL??;H‘:hli’
F{EYAAN

PREMISES

2y

General

SHRER

-13.1. Premises should be situated in an environment which,
when considered together with measures to protect the
manufacture, presents minimal risk of causing
contamination of materials or products.

31. @M. BEERETHFEREFAMEGS. R
HEUHROFREEIZECTIVRINBNTHLEE
FEBRFEPICEEL TLVRTh IR,

3.2. Premises should be carefully maintained, ensuring that
repair and maintenance operations do not present any
hazard to the quality of products. They should be cleaned
and, where applicable, disinfected according to detailed
written procedures.

32 RV ETEEAZINESOREICLINGLHER
HRSLGNCLEEREET HED. BB EGESEEs
hale, #ElEXEEShE-FIECHWNERL, &5

ABAICITHEELETAFRSEN,
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3.3. Lighting, temperature, humidity and ventilation should .
be appropriate and such that they do not adversely affect,
directly or indirectly, either the medicinal products during
their manufacture and storage, or the accurate functioning
of equipment,

3.3. B, RE. BEERUVBRRILEYTHY, F-Thd
[FEEHEREEN-RERVREPOERR. XiTE
BOERGFBIHLTEZEERIFILNIE,

3.4. Premises should be designed and equipped so as to
afford maximum protection against the entry of insects or
other animals. '

34. BYIEIRRNTIHOBYOBAZRARIZEHILET S
FIHZERESh., FERShZThIELRS L,

3.5. Steps should be taken in order to 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.

3.5. BRELSN TULWELWANRIZE ASCEERIETHREN
EBNTWVETAIEEELEN, fis, RERUREEER
T ECTHEELAVABRAERELTERLTIIALA
LY,

Production Area

sExE

3.6. In order to minimise the risk of a serious medical
hazard due to crosscontamination, 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,
certainhormanes, 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.

36. RXERICLOERGEFHBEDIRIER/NEIZ
TEHO. BRAFEORHE (FIRIER= )5 RITED
LREH (FIZEEFLTOABETBEOCELD) D L5%4
BHOEELOBECX. ERATE-BCHLAHAD
BRiEAFEATERITRERLEL, HEIBOHRER. HS
BEORLEY, HEBEOHERELEDE. HIEOBFEHE
MEVEREROLOILHMRKOEE IR — DR TERE
LTIERASEL, A ELT, BAlAFPHENELON, F
=BT =23 R ThRTWAIESICIE. Shi
DR BRI DNTOR—RRITHBIFDF v A— 8 (8
MZESH=-RBTEOEREE) THFEIND FHAARY
BREROISTIEENOIEIEESOEEICHRT
LEMTITHENLGL,

3.7. Premises should preferably be laid out in such a way
as to allow the production to take place in areas
connected in a logical order corresponding to the
sequence of the operations and to the requisite cleanliness
levels.

37 BUIE. FEORN. RULELBFELALICHE
I-. SRERIEF CEELEREICT, BiENThhbd L
SICEREEh TWWAZEMEELLY,

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

38. ERBAIRUIEAKREEMZ, ROSEERAL
FENLDHEADERZER/IMEL, RFEREREL, X
WEITERXFTRATEOERRI., HOLIHR-HEA
DUATERNRIZTEHELI RERUVEMHERR L. B
BHICBEELZTNIRELEL,

3.9. Where starting and primary packaging 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 easy
and effective cleaning and, if necessary, disinfection.

39. HERMRU—REEMY, PRRKI TR
mARBRICREBSWIEEE. BYNBORME (B, KR
VR IFERT, VUBNRUFRBIESEALRC, T
WA FYMEEHRESE T FEEENOUNRHLTHER. &
UREGIBEILHENTADDO TRITIEESE,
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3.10. Pipe work, light fittings, ventilation points and other
services should be designed and sited to avoid the creation
of recesses which are difficult to clean. As far as possible,
for maintenance purposes, they should be accessible from
outside the manufacturing areas.

3.10. BRE. BHAMY MR, MERUhOH—E X ftig
I, HWRLIKWEADBEERRY LSRR
VEREBT AL BTOENDE, TEHRYIERES
MSEIEABETATAEELEN,

'13.11. Drains should be of adéquate sizé, and have trapped
gullies. Open channels should be avoided where possible,
but if necessary, thay should be shallow to facilitate
cleanlng and dlsmfe.ctlon

B BABCBIGTART. TSy T HEOEELR|

AHERTHOE FRGRIEEEEMATFURT, WEBGIBE
_fhbli:ﬁfm&(ﬁzﬁﬂﬁﬁjﬁb%t‘ctjI-‘ ?%(L’C?o(

3.1 2. Production areas should be effectively ventilated,
with air control facilities (including temperature and, where
necessary, humidity and filtration) appropriate both to the
products handled, to the operations undertaken within
them and to the external environment.

312, %iﬁzi@zli\HRU#&%%%‘:&U%‘%&E#%@F@%E% '

LBYIT. T4 8EBEIc L THEUL R CERE
RU.RELBSIEERVABESD)EHEAL. IR
RIS LR ThIEESEL,

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

313 HREHOEBER, BFIEITORZOSICRHRES
h. ESah-HEETIThithiEasiiun,

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 cleanmg

3.14. ERARETIHEGBAE, Y70 BE.
|BERUMIMNBOEEP, BERLODER) T, T

XEFERBLUBRETLOTNESIC ﬁﬂutp%lﬂﬁ’*ﬁb‘
Bmondlé,

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

315. EEROOEOEFHORMITERNIIRXEL%
BE@TELLSICHHRUBRBLTIThIEESALY,

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

3.16. EERE. HIcBHRICLIWNEEEARET HIEMT
E+ B ETHF RIS,

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

13.17. THEERIL, %ﬁbﬁﬁ%ml-ﬁb LIVEBURIE

RIFSHIMESIIRERBRNTERLTERL,

Storage Areas

8

3.18. Storage areas should be of sufficient capacity to
allow orderly storage of the various categories of materials
and products: starting and packaging materials,
intermediate, bulk and finished products, products in
quarantine, released, rejected, returned or recalled.

318 RERBEIUTICRIEAOEEICEY RHH A
VRREEREBETELTHREITETIEELME:
HERMEUAEME., PRSS, ALIHRRUERR
E, BEHESCER. HETDHEASh-BE, =
ERHEShAHG ERRIFERSh=8G

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

3.19. REEBIFIRIFEHREEGERIITHIOH|EI N
BIESNTWRFNEESED, IS, ThSITHETE
1O E‘F-’éénéiﬂﬁﬂﬂﬁiﬁmI:ﬁﬁbﬁlfhtiﬁaﬁ
W BALGRESENBESBEA X WBIAL, RE.BE)
ThozfiaL . EL. E=2—LRITh(Easin,
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W

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. AWRBOZ. RHHRUCEREXRENRELLR
Fhidioizin, BHACRBZAFTREHOERE,
ERBNEBRERISHIRTEALSICRFIRVERINT
WEITRIEEE ST

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. fREEREA RS SN =REBETOREIZIVRIESh
BBAIZE. ChoDEETIHEZRRL. Tho~D7
ZERUFHF TS ABISHIBLG T h SR 570, B
HIREELUN DY RAT LZR AT SES . AFORES
EREET 2O TRITNITESEL,

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

322 @%. EEFHBOSBEN YT TREA

HiFhiEiEsial, YUV TR RERE TThN 518
BlE, BRI NFEFHLETEE0FETERELY
FhiEasin,

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

3.23. FEBHE. ERTEHSh RIS ROK
EorHORRSh=EEE/LATRIEESE0.

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

324, BEICEHTHIRHR BRI EZTLTHEELTKE
[CRELAITFHIEAESAN,

3.25. Printed packaging materials are considered critical to
the conformity of the medicinal products and special
attention should be paid to the safe and secure storage of
these materials.

325 MBILBEMHIEEROBESHICERLEZDL
hdh, ChoBEMBORETEREGREICRL TR
ADEREILDLLETNITELE,

Quality Control Areas

mE EEXE

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 radicisotopes, which should also be
separated from each other,

326 A%, RETELEREREERE,M L0 HEIN T
BTE CHITFICEY . MEVRUBSERETEDE
BOEHOABRETEETHY. ThoDFEREMTEE
=L TEMRTh LD,

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

327 EEAREIX, FCTIThNAEEICET A L55%ET
ShTWAIE BRIRURXELERTLH-HDO+2
AR—AREZSNTNBIE T BRUREOD
OB TIRE O REEXA—IAMLLTIFGLEL,

3.28. Separate rooms may be necessary to protect
sensitive instruments from vibration, electrical
interference, humidity, etc.

126 RELBEE R, Eo NP E. RES O RETS
Ehiz. OEBM LA BN E-READETHDS,

3.29, Special requirements are needed in laboratories
handling particular substances, such as biological or
radioactive samples.

3.29. £ R AREHEEDHHY LTI O L5055
HHBEERSEREIZEEINLLEHABETHS,

Angcillary Areas

TR
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3.30. Rest and refreshment rooms should be separate from
other areas.

330, REEA RO KR LS MR TG RERERL,

- lfor the number-of users. Toilets should-not-directly-—

3.31. Facilities for changing clothes, and for washing and
toilet purposes should be easily accessible and appropriate

" |communicate with production or storage areas.

3.31. EREM. BoCITFRVRUMULRIBEERIZT
JERACE, FRERIHLENLRASHDHE, FLE,

- MBS RE RSB TN TSR, - -

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
roomns or lockers reserved for that use.

332 T EHOFESBT, MERENSTELEITHS
NTWACLE BREVIEARERETCREESNIES
IZIEEIZ, FhLXFORZICTEROBEXITZAYA—F
THREINWAThIEESEN,

3.33. Animal houses should be well isolated from other
areas, with separate entrance (animal access) and air
handiing facilities.

3.33. BPEEAEIhEZAVD @BMADFTIER) BT
?fu&&ﬂ%&{f%’éﬁb. e REM S+ R ITHEEESATIND

EQUIPMENT

3.34, Manufacturing equipment should be designed, located
and maintained to suit its intended purpose. -

3.34. BLEREIZETOMIIOBMIC JE?’%JJ:'JI BET.
ERURTEEINDIEL,

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

335 EERUVETEERERIHSEMBEITEL. LIRS
et RSN E,

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. BLERBIXBRIC. F-EEISERTESLIIZE
ﬂéﬂrufawmmbm\ {-m;t:*‘m’cs'cﬁméhf--

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

337. EERUERSRIFLEREGLOVEIITEES
h.ERshblE,

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

3.38. BREXVLMNEZBBRITERLFLETILOCEE
aEhdlé,

3.39. Production equipment should not present any hazard
to the products. The parts of the production equipment
that come into contact with the product must not be
reactive, additive or absorptive to such an extent that it
will affect the quality of the product and thus present any
hazard.

3.39. ELEERIFRSEICHL. WAVESERELRLTIEIN
DI, B CIEMT A LICRIBER BRI H
DRBICEEL, ThICS TRIRENELIBEETH
. IS EBREESHOTIFELEL,

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

340, BOEELUBED TR VR R R
UEHRERDOOMERETRETRITAIIRLHEN,

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.

341 8. BE. TRV EEREEMLAEICKY
HESNI=HRTRERUVERINDIIL, TOLSGHA
BOEULRENARESLDIE.
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3.42, Fixed pipework should be clearly labelled to indicate
the contents and, where applicable, the direction of flow.

342 BEERE X, NEYME AT IS RN RE
T ROHEBEERTATOIEIE,

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 he taken.

343, MK, RAA ARV, EUGIESICIEBOKD
BEL. MEWMERICHTIT ISV RURSEA
EREEHRTENEILSh-FIEICTELEET S,

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

344 RGO HAHREILARELIES, HRERUVEBRREEL
éﬁg‘kﬁ%hfﬁ\ RIEDHL B RO H D ENBATRIZE
= o

CHAPTER 4 DOCUMENTATION

BIE XEIL

PRINCIPLE

IR

Good documentation constitutes an essential part of the
guality assurance system. Clearly written decumentation
prevents etrrors from spoken communication and permits
tracing of batch history. Specifications, Manufacturing
Formulae and instructions, procedures, and records must
be free from errors and available in writing. The legibility of
documents is of paramount importance.

BTG X ERHFEMERAL AT ALAICR ML, BARE
[CXBELSNA-XERFIOECLSIIZ2a=r—ay
MoELSHBREIEL . T/ \wTFREDEZRIEEC
35, HBE. BELARVERE. FIRE. RUGRHEIZ
[(ZRRUAEL, FEXRESh TR ERESE0, XXF
DHEHACTSIHREEERTH S,

GENERAL

EREHE

4.1, Specifications describe in detail the requirements with
which the products or materials used or cbtained during
manufacture have to conform. They serve as a basis for
quality evaluation,

41 \ETISE, BEDIERT IR EFLNLH
mAEE LA ThF SNBSS Sh T
b, ENLARFEFTMOBRELLTORAERT,

Manufacturing Formulae, Processing and Packaging
Instructions state all the starting materials used and lay
down all processing and packaging operations,

HEMA MITERVEEEREIRLATATOH
%{E?E%ﬂﬁu FETIATOMIIBRRVAETES

Procedures give directions for performing certain
operations e.g. cleaning, clothing, environmental control,
sampling, testing, equipment operations.

FIREZF, AIZEEE. BEX BREEE ST,
B, BEOEELGEREDEEOETICONTOETR
ZEEHT 5.

.|Records provide a history of each batch of product,
including its distribution, and also of all other relevant
circumstances pertinent for the quality of the final product.

4.2. Documents should be designed, prepared, reviewed
and distributed with care. They should comply with the
relevant parts of the manufacturing and marketing
authorisation dossiers.

42, XETFELTHREL F, BERUVEMRETHENT
NP, ThL [XEERURERES ORER
[SEEL TR RIEESR,

4.3. Documents should be approved, signed and dated by
appropriate and authorised persons,

43. XEDBEYTE:, AZEMOSICEHSI-FIC
KUEE, BARUVHMANEHENEGL.
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4.4, Documents should have unambiguous contents; title,
nature and purpose should be clearly stated. They should
be laid out in an orderly fashion and be easy to check.
Reproduced documents should be clear and legible, The
reproduction of working documents from master
documents must not allow any error to be mtroduced
through the reproductlon process. e

44, XEIIABLTHABRTHAE L 2L KRERUBEM
AMBARECEE I TR IEARS 0, BRELZLAT
YT ERLEWETHTRIEELED BRI HE
FBBTHEADTIIE, EAMOEAORIFEENT S
E%Id: ﬁ%ﬁ&&lﬁbtb\b\néfﬁut\itéht%n‘Féh
a.l.\

4.5. Documents should be regularly reviewed and kept up-
to—date. When a document has been revised, systems
should be operated to prevent madvertent use o'F
superseded documents.

45 XEITEHMCEESNEFHFNGTIITELEL,
NEMNHETENTOABSICIXIBEATRERICERSL
B LRIIET 5L AT LERALEI RIS

4.6. Documents should not be hand—written; although,
where documents require the entry of data, these entries
may be made in clear, legible, indelible handwriting,
Sufficient space should be provided for such entries.

46, X EIFR/REZTHOTIHALLL; LALXEIZT—4
FRATILERHLFRICE, ChoDEAZBHET,
BAHOTHABVWARICKSFRETRETHEMNT
zaoé%didﬁﬁ?—?@%ﬂ/\@f:&bl:ﬁﬁﬁZ'{—-X’&
Bitde.

4.7. Any alteration made to the entry on a document
should be signed and dated; the alteration should permit
the reading of the original information. Where appropriate,
- |the reason for the alteration should be recorded.

47 XEEORACHULITOAEVINVELZEELESAL.
BA%EE8TLHIE ERFEDTRENHDHDEITIC
& ﬁﬂJfa-iﬁAt . %E@EE’&'&&L&H*LIJ%IDE
Ly, -

4 8. The records should be made or completed at the time
each action is taken and in such a way that all significant
activities concerning the manufacture of medicinal
products are traceable. They should be retained for at

least one year after the expiry date of the finished product,

48. BHRIE. BITANERSNEBRICBVTELZEER
RO BECHT ST X CTOEEFHHIBIAIRETHD S
SITIERELLMESTER S BARTN DL TN FRRE
%%@ﬁ’f)ﬁﬁiﬂ@&‘@(&%ifﬁiﬁif‘{%ﬁbﬁﬁhliﬂ%
LYo

4.9. Data may be recorded by electronic data processing
systems, photographic or other reliable means, but detailed
procedures relating to the system in use should be
available and the accuracy of the records should be
checked. If documentation is handled by electronic data
processing methods, only authorised persons should be
able to enter or modify data in the computer and there
should be a record of changes and deletions; access
should be restricted by passwords or other means and the
result of entry of critical data should be independently
checked. Batch records electronically stored should be
protected by back-up transfer on magnetic tape, microfilm,
papeér or other means. It is particularly important that the
data are readily available throughout the period of
retention.

49, T—AIF, BFAT—RLBLRATL. BEEXITMHhD
EHETELFRICLYSFTEAIN, FHEhSLUATAIC
BT AELFIEEREL. XEROERSEMHEELZMT
NIFEShL, X ERENETFHT—4 0B HEICKUER
UiIEbh BSCF. BEShEEOA NV E1—2R
DT—EDAARIEBENTEETHILIIZLETIIER
¥ EERUVHIBRORBERSLITNIELELEL, TIE
ANFNAT—FR([FEDFERICEVHEIRSh, FLEE
T—AOANFERITANERERTLL BFRIZRETS
NyFLaO—KIR. BETF—7 . 4987004 BRI
HMDFRE~ADNNVITYTREICE>THRETEE, T—
AREFHEO2BBIzh=UE - OMCRIATELSIEN
BHIZEETHD,

DOCUMENTS REQUIRED HEXE
Specifications REE

4,10 There should be appropriately authorised and dated
specifications for starting and packaging materials, and
finished products; where appropriate, they should be also
available for intermediate or bulk products,

410 HEREERUOEHSE, TCRRE R T 58
PR AR EHESW-RBRENH LI B
EA&I:—[E’:EFFQ%HUR[E’UVlf’]ﬁnnk?lf\f:&%hbﬁ\ﬁ
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Specifications for starting and packaging materials

HERERUEHCOVNTORESE

4.11. Specifications for starting and primary or printed
packaging materials should
include, if applicable:

411, B THHRE, HERHRUV—RXIIMREShi-
BEMHOFBFEILTEET L.

a) a description of the materials, including:

a) UTZEORBOER

= the designéted name and the internal code reference;

BRI A B RUCERNSEI—F

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

- RARASHEEE. ERATE/TIT7ITHTEIZR

= the approved suppliers and, if possible, the original
producer of the products;

;ﬁ%ﬁ%éh)‘:i#ﬁﬁ%‘&l& AIREIE SIS A BE RO
7T

= a specimen of printed materials;

- RS h =B HORE

b) directions for sampling and testing or reference to
procedures;

by HUFN T RUSBROERIIIFIEROSEL

SHBEEEESEENRC EEHER

¢) qualitative and quantitative requirements with c)
acceptance
limits;
d) storage conditions and precautions; d REFEERVEIESRIAE
e) the maximum period of storage before re—examination. |e) BRERFIOEXEERIME

Specifications for intermediate and bulk products

PRIEGEVNNILIERISOVNTORBE

4,12, Specifications for intermediate and bulk products
should be available if these are purchased or dispatched,
or if data obtained from intermediate products are used for
the evaluation of the finished product. The specifications
should be similar to specifications for starting materials or
for finished products, as appropriate.

412, FREIESRUALIESHABARIIEESHh SIS
. XiZPHASHI BN T—2 R RE G OTE
[ICAVLNDBEICIE, Chbl2oWTORBENLZITH
[FAnAly, BB ET, BEUCESIHERHXE
BREBICOVTOEDEFAHETRIThIERLELY,

Specifications for finished products

BERELOBERE

4.13. Specifications for finished products should include:

413, BRESORBIILTEELCE

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

a) HROEEAMEVZATHESEISRI—F

b) the formula or a reference to;

b) ANITBHE

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

O EERABRUGEOEM-oLCORE
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d) directions for sampling and testing or a reference to
procedures;

d )T RURBROERREFIREDSEE

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

e) A?&BEJ’H SR ENR VR ENER

f) the storage conditions and any special handling
precautions, where applicable;

wvﬁ %#&U&éT%EAIMWUWML®EE$E~

o) the shelf-Iife.

ey AR

MANUFACTURING FORMULA AND PROCESSING
INSTRUCTIONS

WELE RO TR

Formally authorised Manufacturing Formula and Processing
Instructions should exist for each product and batch size
to be manufactured. They are often combined in one
document.

ERICBASh-WELARUVIEERENEHERT

|BESNE A F YA XZLITFEELG TN EGSE 7

ALIELIFLET DOXFICEEHLNTINS,

4.14, The Manufacturing Formula should include:

414 BERFRLUTEELCE

a) the name of the product, with a product reference code
relating to its specification;

a) TORBICEET SRFBHEI—FE/HHRB

b) a description of the pharmaceutical form, strength of
the product and batch size;

b) EESHN., BHh@ERT/ I \VFHAX

c) a list of all starting materials to be used, with the
amount of each, described using the designated name and
a reference which is unique to that material; mention
should be made of any substance that may disappear in
the course of processing;

c) HANWEHE. UERHICBENGIEEAIESHE
JI—F2AWTERESM -, FRIhIZHFERHBOUR
I IROBEBCEETINVHLEIPEICONWTEE
BLiFhiTasin

d) a statement of the expected final yield with the
acceptable limits, and of relevant intermediate vields,
where applicable.

d) FEREZE-LAFIhORBRRE, RUKITD
BEIZEEET PR ADINED TR

4.15. The Processing Instructions should include:

415, MM TEBERICTIUTEEDIE

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

a) MIIEERBFECERTIEEEBEO

b) the methods, or reference to the methods, to be used
for preparing the critical equipment (e.g. cleaning,
assembling, calibrating, sterilising);

b) BEXEELERTEILOICAVSGAERITHZAE
OSEE BRI, x5 EHILTRIE. BE)

c) detailed stepwise processing instructions (e.g. checks on
materials, pretreatments, sequence for adding materials,
mixing times, temperatures);

o) FRPEZE-T-FHMO TIRER (FIR I, R REEE. ATl
B JFEEmIERF . RaFR. BE)

d) the instructions for any in—process controls with thew
limits;

d) LWAGATESHCDNTE, BEEEZ#--1EE

e) where necessary, the requirements for bulk storage of
the products; including the container, labelling and speclal
storage conditions where applicable;

e) MEBLHEIC. BHREONNVIREDEM . BF. K=

RUBSTHEECIRAINGRESHEESHS
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) any special precautions to be observed.

1) EFF_RESFANEREE

PACKAGING INSTRUCTIONS

AREEH

4.16. There should be formally authorised Packaging
Instructions for each product for pack size and type.
These should normally include, or have a reference to, the
following:

416 HFHE, BEV A XRUVEATZEOERIZEIESH
F-AIERENHAIE, ChLITBEEELTE. ikl
TFIZDOWTOSEEEZST L -

a) name of the product;

a) BB

b} description of its pharmaceutical form, and strength
where applicable;

% EXLARE. RUBRLSTSEESEAMOLTOR

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

o) BRABRROREECOVNTE,. BEEXTAE TRaN
FBEHAX

d) a complete list of all the packaging materials required
for a standard batch size, including quantities, sizes and
types, with the code or reference number relating to the
specifications of each packaging material;

d SEEMHORBIZEET S FXISEESRE
U BB, YA XRUVBATEEH  BER/\wFHAXIC
HELShLI2BEMHORELTYX

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;

o) WEVRBEIZIE., MRSh-FEETS8EMBOT
TLXIEEEY, RURRO\vFERESRUERA
BROFXRERETI RE

) special precautions to be cbserved, including a careful
examination of the area and equipment in order to
ascertain the line clearance before operations begin;

f) ERRMBAIDSA VI T IUAERREET HH0S
BREFUVEEDIERMEEEASH . HFT <43
TEBEE

g) a description of the packaging operation, including any
significant subsidiary operations, and equipment to be
used;

g LWAVEAEELHMEELED. BEAERUVERT
AEEICONTOREH

h) details of in—process controls with instructions for
sampling and acceptance limits.

2;] BT ERRUERBEEEEHSIEEEDHF

BATCH PROCESSING RECORDS

I\ F TR MERC 6%

4.17. 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. The method of preparation of
such records should be designed to avoid transcription
etrors. The record should carry the number of the batch
being manufactured.

417. NyFHEERRIHEINLEZYFITOLWTEHRE
ST hiTESEN, ThEFRERRSh TOSEER
FRUIEBEREOBEETSHSICEINTNAIL £
D ESHRRIFEIER T AF A ITIRRESAE R T A LS(CH

n+-57ha6 t—(& é—#'ﬂﬁilhliﬂméﬂtl \‘)a:'j_./l \—h(

fEficsh T3,

Before any processing begins, there should be recorded
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 use.

LAVEBIIRICOWTE, BIsA T 58I, BERUERS
FRIZIE. FESh-TEICHELLDVLRAIOMES, X&
RIFFHABRELT . FLEELFE SR CHERICEL R
RETHLHEITDNTOREEMNTHIhEIE,
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During processing, the fellowing information should be
recorded at the time each action is taken and, after
completion, the record should be dated and signed in
agreement by the person responsible for the processing
operations:

TEBE, FEETASTOhERATUTOR#L
feh, FRETRICEERIIIEIEZFICLLARD
Bt RHERVEANTONEIE,

a) the name of the product;

g

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

5 B, EETHBIAU SR T O HE

c) hame of the person responsible for each stage of ~ ~
production;

) BEOERE O LCOEEES

d) initials of the operator of different significant steps of
production and, where appropriate, of the person who
checked each of these operations (e.g. weighing);

D BAZEEREASIOFEERY. BOLBAIC
FohBOEEE(PZE, BB OBREEDI= vl

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

e) NYFFUN—RU/RiZDHBEBESLOVIZER
[ZFEER AN f= & S EE (LR ANA—RIEEINLTE
hi-EHEFERALEBATE, TO/AYFFoA—EFm
BEEH)HE

|f)y any relevant-processing operation or-event.-and-major -
equipment used;

P BRI ECOMI TR EX G RE. BRLLER |-

B

g) a record of the in—process controls and the initials of
the person(s) carrying them out, and the results obtained:;

) IEEBEORBRUVENCOEEEDI=IvIL. R
Uoh iR

h} the amount of product vield obtained at different and
pertinent stages of manufacture;

h BHENRLTLF-FETIRETO/ONRRIRE

i) notes on special problems including details, with signed
authorisation for any deviation from the Manufacturing
Formula and Processing Instructions,

) ELENARUAEERENSOEBICEL, EAICL
%ﬁ(?ﬁi‘éhf:\ HAGHEICET SRR ESAILE

BATCH PACKAGING RECORDS

NyF B

4.18. A Batch Packaging Record should be kept for each
batch or part batch processed. it should be based on the
relevant parts of the Packaging Instructions and the
method of preparation of such records should be designed
. |to avoid transcription errors. The record should carry the
batch number and the quantity of bulk product to be
packed, as well as the batch number and the planned
guantity of finished product that will be obtained.

418. NyFEEDFEFHEESN=R/OFRIEINVFD
— S DONTRELAIThIEAS G0, FhiTaEERE
ORES S HINTHRY, TEFOLILEFEIERT
BHRITEEIAEHETAEIITRETT LI HZERRIC
FRESNSNANIBRBDNIFFoN-RUKE, 45
TIZBENAERBRON\VFFoNR—RUFEHEN
AEThTLhREESEEL,

Before any packaging operation begins, there should be
recorded checks that the equipment and work station are
clear of previous products, documents or materials not
required for the planned packaging operations, and that
equipment is clean and suitable for use.

BEREEEBMTHRIIC, EERVERGHICITFES
hi-GEEERC, TRELLHOM G, XXEXIEFERA
BehThod . FEEIFEFCRAISETHCLEH
#L. &I AL
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The following information should be entered at the time
each action is taken and, after completion, the record
should be dated and signed in agreement by the person(s)
responsible for the packaging operations:

UTFOIEHE ., FRIREE, 2T RIZERTH L. BERITIE
BffzikEL. BEEENERTHIL,

a) the name of the product;

a) Ba#A

b) the date(s) and times of the packaging operations;

b) BEEEOBE

¢) the name of the responsible person carrying out the
packaging operation;

o) BEERITOVNTOERSES

d) the initials of the operators of the different significant
steps;

d) RULEBRTYIDEEREDA=vIL

e) records of checks for identity and conformity with the
Packaging Instructions including the results of in—process
controls:

o) THEEREZEY. AERNELOR—ERTES
i AR

) details of the packaging operations carried out, including
references to equipment and the packaging lines used;

) ALWEERBRUSESI~DOEREEH, Riesh

-OEEEDFEM

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

g FEEGESIEFES. AvyFa—F FHHARETNAL
6%§HEO’DEUUL&’$®E$%§‘&L RS ERRHHOT
7N

h) notes on any special problems or unusual events
including details with signed authorisation for any deviation
from the Manufacturing Formula and Processing
Instructions;

N

| BERERUIEERE, D DERICOLTH. BE

(SR YRBEN MR T 5, Bl EREE L TR
BOERICETHER:

i) the quantities and reference number or identification of
all printed packaging materials and bulk product issued,
used, destroyed or returned to stock and the gquantities of
obtained product, in order to provide for an adequate
reconciliation,

D OBUGRTEEERETLLOD. I HEN, ERSE
h, BEXFEEICREN -, TRATORFIHHERUAN
}l»?ﬂnn@ﬁ[ﬂ&fﬁﬁﬂgﬁ?ﬁlinﬁﬂllﬁﬁs WKZ/S
h-®HEONE

PROGEDURES AND RECORDS

FIEER U

Receipt

ZTAR

4.19. There should be written procedures and records for
the receipt of each delivery of each starting and primary
and printed packaging material.

219 EERREGL U —RAENBRUEHED
BB DB ANIDNT, KBS -FIERRUR
BARFELTITRIEGRLAN,

4.20. The records of the receipts should include:

4.20. BT ANDRERIILUTZETL L

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

a) MEEBRUVEEESFLORHE

b) the “in—house” name and/or code of material (if
different from

b) EHOHRN" ARV XIFa—F(a2bRUESES)

¢) date of receipt;
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d) supplier's name and, if possible, manufacturer’'s name;

d HEFEFLRV. THETHOETHEEESR

e} manufacturet's batch or reference number;

—~

o) BERED/ \VFRITBEF/—

) total quantity, and number of containers received,

0 BFARLEREEBRUERR 0

g) the batch number assigned after receipt;

J BFANECEYE T AT Foi—

h) any relevant comment (e.g. state of the containers).

W BETBAREIA BIAE. BRORE |

4.21. There should be written procedures for the internal
labelling, quarantine and storage of starting materials,
nackaging materials and other materials, as appropriate.

4.21. HEREH, BEia R ESIEE [dih o REHIx
TERNFAINILER. RERUVREOXEFLSN-F
IREABHH L,

Sampling

BT

4.22. There should be written procedures for sampling,
which include the person(s) authorised to take samples,
the methods and equipment to be used, the amounts to be
taken-and-any precautions-to be observed to aveid - - -
contamination of the material or any deterioratian in its
quality (see Chapter 6, Item 13).

422, FFIASNEY VT VRERE . BWSAERUVEE. &
BREERVRHOFELEBEILEXEEFORGIZBFINED
HEBIEIUE T E=OC BT REVIELEESIR (6
BENIESE) LEHT, YT IO TOXELRSE|
hr_ﬂ[ﬁ!iﬁ%é;t

Testing

LB

4.23. There should be written procedures for testing
materials and products at different stages of manufacture,
describing the methods and equipment to be used. The
tests performed should be recorded (see Chapter 6, ltem
17,

423 EHTHFZRVEBEZILEL, RUDEERE
TRHRUVEHAEER T I XEBLSNEFIRELHH
& RELERRIIBHS S E(HOEDNITHRER)

. |Other

£ Dith

4.24 Written release and rgjection procedures should be
available for materials and products, and in particular for
the release for sale of the finished product by the
authorised person(s) designated for the purpose.

424 FHEEVEGOEBREUVTERHE. BIZZOEM
D=l EShli=F—YSAMXFN—V 2 L5
DRFDO=HOBFRHEIZONT., FIEEFMLHLIE,

4.25. Records should be maintained of the distribution of
each batch of a product in order to facilitate the recall of
the batch if necessary (see Chapter 8).

4.25 MELERE. NyFORNERETSH5-HEKROE
gﬁ-wmiﬁaﬁiéﬁ#wl-mlittz‘:f;l,\ (¥E8ES
Yo

in

426, There should be written procedures and the
associated records of actions taken or concluswns
reached, where appropriate, for:

226 UTFoLTOX B SNETIRER U - E
REHET SHAI- (L ELERRIOLTHEORR

- validation

N TF—=S3y

- equipment assembly and calibration;

EEOMALTEIVIRIE

- maintenance, cleaning and sanitization;

RTFEE. RRELVHES

. persennel matters including training, clothing, hygiene;

I, BER BEEEESCARICEYSER
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- environmental monitering;

EBIET=AYY

+ pest control: 5 -FER
- somplaints; -
* recalls; - [EUR
« returns gL

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

427. FEGHERUVFRRBREBICOVTOBREGIRESF
IREAHEE,

4.28. Log books should be kept for major or critical
equipment recording, as appropriate, any validations,
calibrations, maintenance, cleaning or repair operations,
including the dates and identity of people who carried
these operations out.

428, FEXEEELGEEICOVWC, EE, /ST—3a
2 RIE, RFEE, EEXITEEEECOVLT, BT
g;ﬁ:ﬁ%#%iﬁﬁ%&ﬁﬁf%éﬁaﬁiéﬁ%‘u;th“n
q d:EJ d:L\o ’

4.29, Log books should also record in chronological order
the use of major or critical equipment and the areas where
the products have been processed.

429, OV JuZIZIFBFRIIC, FERIFEREE. RV
ﬂﬁ%ﬁfﬂﬁéhtﬁﬂwiﬁﬁﬁl:’DL\‘C%EﬁLUHJI’L[iiI
BIELN,

CHAPTER 5 PRODUCTION

B 5E HiE

PRINCIPLE

I8

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 guality and be in accordance with the relevant
manufacturing and marketing authorisations.

HEEEIREICREESNE-FIEEEETLTITDAET
NIFESEL, TN ELREERE T 28 AEEET
S5IZGMP OFBAIITESL, F-EETIREFTRY
BSERZIZEBLTWVEFAIEGSEL,

General

EXE ]

-15.1. Production should be performed and supervised by
competent people.

51 BEFEEFICLVREShFLEESh AL,

5.2. All handling of materials and products, such as receipt
and quarantine, sampling, storage, labelling, dispensing,
processing, packaging and distribution should be done in
accordance with written procedures or instructions and,
where necessary, recorded.

52. ZANEUIREE. o) T BE.SNILERR I
WHL.MITNE, SERUVBEEOIIGETORMREY
HAOWYFEWLIL, XEBLSh-FIEEXITIEREIC
#-oTiIThn, RELSBEIZIEIRFIhIE,

5.3. All incoming matetials should be checked to ensure
that the consignment corresponds to the order, Containers
should be cleaned where necessary and labelled with the
prescribed data.

53. 2@TOAFTFEEIZOWNT., BEShEHFYIEXE
BYTHLIEFRAT A-HMELBITRIETLESHN B
%_ﬁfuz@t%ﬁ{:(;tiﬁﬁb\ FI-FIEDT—2%ERTFETH

5.4. Damage to containers and any other problem which
might adversely affect the quality of a material should be
investigated, recorded and reported to the Quality Control
Department.

54 BR~OBBRURRORACENBERET A
EHOHIVIEHMOBBELRESA. BRENES
BEBHMIHETNECL,
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5.5. Incoming materials and finished products should be

physically or administratively quarantined immediately after.

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

55. AFEHERUBRHESIIZSALI IEEDCERIC.
FRoAHETHANIBEFTHEENSETIIHMEN
2. RITEEFIREEL THL{CE,

5.6..Intermediate_and_bulk products . purchased as such
should be handled on receipt as though they were startmg
materials.

_.]5.8. EPFaﬁﬂnn&tﬂ/\Jbﬁﬁz &bfﬁﬁ]\btﬂnnli J-\ R

h@ﬁ%‘l-ﬂa’%lﬁﬂtb’cﬂw?Rbﬁl'fhli?abtgl,\

5.7. All materials and products should be stored under the
appropriate conditions established by the manufacturer
and in an orderly fashion to permit batch segregation and
stock rotation,

57. TRTORHRCEREEEE LY ELSNIE

| EHST T, J\J?CD‘H’E']&UEE@E@E#T B&7ED |,

ESIBRLEETEIL,

5.8. Checks on yields, and reconciliation of quantities,
should be carried out as necessary to ensure that there
are no discrepancies outside acceptable limits.

58 WEKICEHTHMERE. RUREONZRSIHERE
%ﬁi’b%%ﬁiﬁtﬁL‘:ti‘—ﬁ?ﬁﬂ'éf:bﬁ%l: i USEREY

5.9. Operations on different products should not be carried
out simultaneously or consecutively in the same room
unless there is no risk of mix—up or crosscontamination.

59. EULLERKITONTOERIL, aEﬂSllistS‘lf’ésﬁd)
JRIBREETHIBEERVT. A—OBETEKICX
[(FEFHLTREL TIHESEL,

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

5.10. BLEQEZEBIZEVL T, HERUEHHIZHRED
&Uﬁ@lﬁ%ﬁ\bﬁﬁﬁénét—bo

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, L TWARHEERUVERICOVTERT I, B
BOFEERVHBREREIET2HIEEALDOhAIE,
;gli##[:iETiSlliEfﬁTi@%H@H&U?&L\I:%‘C!d:

5.12. At all times during processing, all materials, bulk
containers, major items of equipment and where
approptiate 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. EDETOBRBIZBEVT. 2TH. FHHE. /LY
B ALOhSEELEBRUVEYTIESEEIC. NI
#2558 RITEHE. FOAMEUETIES) RV
NYFFonN—%RTTREEFTIN. BHINIFNDFET
BEINDCE RETIHEECIE. CORTIEIHEDE
B oL THEERT oL,

5.13. L.abels 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. B8 . BEEXIEMEAShSSAILIL, BE
‘G‘ AR CEEEFAEBLEFLTHEESAILED

EqcmZ, REFRTBERAL. BHh, 8%, T8
1'%‘ HE, D EFEBRTAHEELIELIZERTHS.

5.14, Checks should be carried out to ensure that pipelines
and other pieces of equipment used for the transportation
of products from one area to another are connected in a
correct manner.

514 BREI-ORE,SE~BET 2-HI-AL L5
ER U OEBEE. ELLOECEESh TL\Bo %
BEET 31 hREET Bk,

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.

5.15. IEHIE R IFIEENSDL\DEEHEBE ATRERRY |-
BT BT L, REAREIBS X, EVTHRICIIREE
I&E%B FAASHL, #EREFTHELS, EEICTERET S

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

5.16. BLEFFTSBRYAOTIERIL, Fachi=EOH
IZFIB LA IFh(ETLAL,
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5.17. Normally, the preduction of non—medicinal products
should be avoided in areas and with the equipment
destined for the production of medicinal products.

517, BE., EXREEAOREAICENT, F-EXR
%iﬁ%w%ﬁ%’:&%L\'C#E;Féﬁ':’&%iﬁ‘d'é:ttii&l'ré:

PREVENTION OF CROSS ~CONTAMINATION IN
PRODUCGTION

BEICETHARXFROL

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 injection, those given
in l[arge doses and/or over a long time.

518, MREHXEHRKICISHBERMIIREDER
(FEESNZ TGS CORBHREIELEDYR
S, EiEhORMIHRNSOHPSH TOGENE

BHR ERATL—REWEHOKRE . HEE LD
BY. RUEEBDEBRERNET D COVRIDEKRME
X, FRMERUVFBERSNDIEROBAICIUYRLD,
THRVAEEUELANHEIE R FTEOVE. £BEZSH
TLEYFERA, HOEORILEY, HEE, RUMOS
EEOMETHL, FRAFLERTHIEEALNHH
miEEFHL ERETVLLRIIRRESNAIERTSHS.

5.19. Cross—contamination should be avoided by
appropriate technical or organisational measures, for
example:

519. ZIFRIEIPRIZET O KSR X%
HE EOFHRIZRYFIEShbZE

a) production in segregated areas (required for products
such as penicillins, live vaccines, live bacterial preparations
and some other bioclogicals), or by campaign (separation in
time) followed by appropriate cleaning;

a) EAThEETORS (R=VUVE, £09F 0,
SRR RUHLED O EMERFNIOLSLRRIZR
Hond), RiTFvor_R—%E (BRRHICE T 508 &%
NISBIEHENOTITh RSB

b) providing appropriate air-locks and air extraction;

b) BYLEIT7 OV RUHADIRE

¢) minimising the risk of contamination caused by
recirculation or re—entry of untreated or insufficiently
treated air

o) FRPBRIF+RIABEIN-EROFERNIEER
AlcEYBIEREIENASFRIRIDOERME

d) keeping protective clothing inside areas where products
with special risk of cross—contamination are processed:;

d) ZXFREOFRLYZAEFESIERSMIAESLS
EEATOREROER

e) using cleaning and decontamination procedures of
known effectiveness, as ineffective cleaning of eqmpment
is a common source of crosscontamination;

&) AMTLHNEEDHFNRFREO—REVERR
THHDT. BVESBRAOESERUVEERFIROFER

) using “closed systems” of production;

f) “BAIRTL” EHNVERIE

g) testing for residues and use of cleaning status labels on
equipment.

g BREAROBBRUEE~OKFRERTOER

5.20. Measures to prevent cross—contamination and their
effectiveness should be checked periodically according to
set procedures.

520. XXFREHUAETEFREVENLDOFTAHER
hoh-FIRIZTENEHMIZFERE T 5
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VALIDATION

N)F—30

5.21. Validation studies should reinforce Good

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

\ h&a

521. NJF—L 3 EGMPERIETHEOTHY ., HES
nf_ﬂlﬁilqﬁu%ﬁﬁé‘%hao %*%&U%*f’ﬁli‘aﬁﬂ'é

5.22, When any new manufacturmg formula or method of
preparation is adopted, steps should be taken to
demonstrate. its swtablllty for.routine processing. The.
defined process, using the materials and equipment .
specified, should be shown to vield a product consistently
of the required quality.

5.22. %ﬁiﬂo%ﬁ&.ﬁmhﬁﬂﬁ&éhm?éﬂ#ri
WABREOREIRICGETIIELEETTH-HOBRM

|EBLCE MRSh R EVREZALDRHEDLIE |

ﬁé@féhénnﬁ@@nnﬁ'rﬁﬁﬂqf-gzlﬁ'd_%u&ﬁf'ré

5.23. Significant amendments to the manufacturing
process, including any change in equipment or materials,
which may affect product quality and/or the reproduclblllty
of the process should be validated.

523 EBEXIZRBH-BITINNTAZEELSH.ERG
BRU/RTIEOEREICEELZRIFIEENHS
HETEBAOEXGERICDWTIEFNYF—2a v %2ERE
L Eisiiin,

5.24. Processes and procedures should underge periedic
critical revalidation to ensure that they remain capable of
achieving the intended resulis,

524, TRERUFIETFNSHAFEIOBESERT HEE

HEHFLTWDTEE BRI T 5728, BEHMICY) T4

W (RIERBHT-IBEICEFRARRTEDLSE) B
_Va/’&m'[-j'éhta

STARTING MATERIALS

TERRE

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 BREHOBARL. FRECHELBEOEURS
HHSERT AR IS REBELEETHD.,

5.26. Starting materials should only be purchased from

approved suppliers named in the relevant specification and,

where possible, directly from the 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.

5.26. HAFFIIEET SHBFICHRASNTLEEES
h-HBEMOH, F-TRTHNIEEENISEE
(CEEAEh DL, BEEIC LU Shi-thREH =3
TREBEMRELERTIENERSNS MYHEL,
SALRTFRUVBEES. B5UITERRUTEHBHE
FlgEED ., YEHERHMOEERUVEBOTTOM
Eggwc @:ﬁ%&m HBELRICRBISCETER
-C. o

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. FEZEICHL, BERIHARUVHEROELSEIZON
g;iq,it—:& RERUVHEFEOIANED— ﬂl-’)b‘fﬁnﬂ

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

528, SLIHOREEREARAS \vF CHRESN TS

BEE &FAVFR>YLTYLT BB RUSHRHIES
HLAAERGIhSIE,

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

529, RERBICHLHIHRBEHILBEDCSAILERSND
%giﬁs_iamrﬁ&@ﬂﬁ)u SANIGDELEL T OER
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= the designated name of the product and the internal
code
reference where applicable;

- BROEESNEAMRURLTIESEHAOSE

>

a—Fk

* a batch number given at receipt;

- BANLRICHESH N YFF -

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

aﬁﬁtm%ar:[;& RETOREGI L. WiEs. 55
&6, F&iR)

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

BB, AV BEX X EhEBA LT AR
RYPELHBAL

When fully computerised storage are used, all the above
informaiton should ot necessarily be in a legible form on
the label.

BENRRIIOVELI—REENTNSES, LEBO2T
OEBRAMELTLESR N LIZRFTShE{THRLY.

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).

5.30. HERHOEBEB/OASTYO R —EERILT 58
MAEFIEERIEFERAHEIL, TR RSA N
WOBRBITBEENACL(E6E 13158 M),

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

531. REEEHMICIVHBREHESATEY. oA
DHEROHEFRHOANERAShEIE,

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

532, HEREIL, ELLVERHENFERTEUIZISNILER
EN-BRICERICHEENIIFESNSZEEERITT 51
géﬁggﬂfzﬁwar:wI%l:émﬁluﬁ{:ﬁtmm\

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

533. AW -E2FEHI. TOEERIZBEEZSHT
ML THERESh, F-TOREMNRESNLIE.

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

534, HAVFOEHIZHVLHEWERBIE—#HIZAES
M, FEEQIENBIUADEICTANRTENEDE,

PROCESSING OPERATIONS-INTERMEDIATE AND BULK
PRODUCTS

TREAER PRERRUT/NILIEE

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, WA T REELRRT HHIC. FRERBRUE
BIXEST, F-REOEZIHEDLL, BHEFH, &
G EROBBYREINEBLLNLERETSRATYT
PiY: EEY (P

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

gfg_iﬁFa“l%;‘ﬁ':&zjf/ww&%.ﬁlatiﬁwf;%{#?'@{%%“é

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

5.37. EEIREIIOLVTNYT—LavE2RBLEiThiE

BBEV (REDQ“/N\YT—aV"88),
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5.38. Any necessary in—process controls and environmental
controls should be carried out and recorded.

5.38. ILAELIVMVESHTIE
pol ik e (R PO

EERUVRREHLERSNE

5.39. Any significant deviation from the expected vield

5.39. HBNRENCOVNGLIEXDRES. BOFSNE

should be recorded and investigated. _ T”ﬁﬁéh%u&
PACKAGING MATERIALS @H
5.40. The purchase, handling and control of primary and~ _ |5.40, —REAEHERURTHHOBA  RYEWLED

printed packaging materials should be accorded attentlon .
s:mr[ar to that given to startmg materials.

BEIZI, HRERBIC ?‘H‘Zb%@e‘.‘l‘l#l-ﬁl‘ﬁd)&ﬁb\
Hhbhhdleé,

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, FRAFHHLEINOZFEALOLALIE, F0b
[FEHFRITOT I/ EAZHRTHL54. BYICRETH
SRR TCRESNLAZE, AVESRILE VO BEEL S
FUFRTHEIX, BERZERTZ2-HEFSChTHALCSH
ERPTRERUVBEShICL, GEMHOIL L
%, FHSh-ABDOHIZEY, BBShFLXEsh
~FIEHICELNTHNIhAIE,

5.42. Each delivery or batch of printed or primary
"|packaging material should be givén a specific reference’
number or identification mark.

542, REHHE R F—RBEHHIT, BREZEXENVF

CloEi  BRNGEBRESITBA LS KT ESNST

Eo

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

5.43. EHLT. XA AR o l— RAEHE I RR
PRSI EC 0L FEES DL,

PACKAGING OPERATIONS

PR S

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

5.44. BEAEEICNTEINTSLERETIBEEL. X
XiE#, BRAXITEZROYUDIRIZR/MNETHHD
A OEELS BN LIE, MENDIRENGIRY. &
HAMBERELTAELLGIN .

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

545. GEFELZBHIEIZ,. FERE. 8E&S ., B
BEUHOEE TFETHY. FLUERSHLDG
A8, BEXIIXED. Chodhdl,. REDEEICEH
BLENBEWMBARBELTWVENWSEZBREETARTYS
RELNBEZE, SAUIVTSAITENEFy ) AN
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5.46. The name and batch number of the product being
handled should be displayed at each packaging station or
line.

546, RYBHNTWABBOEHR LY FFoA—Nm
SEEEEBRIISAVIBREINEIE,

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. ERAThSTATOHEMRUVBENHITEEIH
[CECESh -, ME. A—HRUVBERERELO—FIC
DILNTHEShDIE,

28/42




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

548, RTARBBEIRETARIZESETHAEHTR
FRUEBHFOISIGLANEDELMELEEL, T
BETHEENADONhEIE,

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. ETARUHBIZEIZHENTSAUERTNT
ELREITEOHZThhEE, HLEF3THNESE. B
B RIFEB=ININERTNRBIVBENWIEERIT 5E
YaFEIEAERShEZE,

5.50. The correct performance of any printing operation
{for example code numbers, expiry dates) to bhe 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. AHBIZRIZBEO—BETITHhNLHL\NISHENRIE
2 WZIE, a—FFon—  ESME) B EL/ERARE
FBEh, F-REShLCE FEECKIMRBIZEZTEN
bPbhh—EORRCHEERINDIE,

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 helping to
avoid mix—ups.

551. AT ERNSIEE RV (OVRES. AR
ZD)RYRAANRFT IS4 TIThn BB S IXEIETE
MibhdIe. O—IL#HBESAILIGER O BB EBT.
HybSRNLEYBBEIFELL,

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

552, L\IMEBBEFHA—F)—F —, SR )IWAD L E—X i
BT T AA AEELEBILTWAI LRI T 510,
EEA{TThhEIE.

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

553 HEMH ORI ITFEYENIEHRITPRT
R LHECHLERETHE L,

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

554, BERICBETAHEBOFASAEEIT., Piilst
UT#ERTH L

a) general appearance of the packages;

a) WEDEHERLZIE

b) whether the packages are complete;

b) BERATETHIM

c) whether the correct products and packaging materials
are used;

o) ELLWESRRUEARAFEAShTLDSH

d) whether any over—printing is correct;

d) LAEHRIYIAK ETREIELLMN

e) correct functioning of line monitors.

o) I EZS—DEIET 4 RE

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

aESIUhLiFEEo YU TILIZRSGIN &,
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5.55. Products which have been invelved in an unusual
event should only be reintroduced into the process after
special inspection, investigation and approval by authorised

personne!, Detailed record should be kept of this operation.

555. ERETERICHSL-ERE, BAARE, BE
BLUBIEh-ABIZEBRBEIIThOUIEEOAT
BICRTIENTED, COFEEICOVNTHEGREGENR
BEehadlé,

5.56. Any significant or unusual discrepancy observed
during recongiliation of the amount of bulk product and
printed packaglng materials and the number of units -
“|produced should be investigated and satisfacturily
accounted 'For bef"ore release.

556 BB RCRHLNE, L BARCETHE |

OHELLUICEESN Ay MEDINHELEXRN
XIZIEEE H@&ﬁb\ﬁb\%uﬁééh Hjﬁ_J""#IJE Al 1z
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5.57. Upon completion of a packaging operation, any
unused batch—coded packaging materials should be
destroved and the destruction recorded. A documented

557. BEEEMNETRE, /AyFa—Fk :b\ErJJﬁrlé:h{ﬁﬁé
nah>f=L\Hh 58 HPEESIh, BIRORKREITIC
L I—FHRIENTWVEWRRMHEEREICETIES

procedure should be followed if uncoded printed materials |i%. XE LS =FIMEIcHS L.
are returned to stock.
FINISHED PRODUCTS iEslR

5.58. Finished products should be held in quarantine until
their final release under condltlons established by the
‘Imanufacturer, :

558 HARB R X TIODHERHEFAIETHETTHER

ENREIL G T = CIRRESh HTE,

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

559. RRAROEFEOEOHOHEBRAEHEDRIZ. &
BLINABERAUGRUERERCOLWTOFETHEE
(REEFEICREBRETh TS,

5.60. After release, finished products should be stored as
usable stock under conditions established by the
manufacturer.

5.60. HT A DHEHR (L, BRMZIEEATRETIRED
EESLTHEEENEIL-EHTTREShDIIS,

REJECTED,RECOVERED AND RETURNED MATERIALS

FEtE. BIRECERShiE#

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,

5.61. FEHBOEHEEUVE R, TOISICHBELRTH
Thh. fIfRshE-ERBICRECREShEZE, Fhi
FEEECRESNID., RITEYLEBESCEERTIXE
BIEShA2HMONT M TH DI, BShDBELSNT
:Igﬂsh. PRI hf-ARICKURBShFIHFENSZ

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. AERBOBENIXFNBICOATICE. Thik
BRRALOGEBICREARIFST. ERISEEL. £-R
EITHIVAIEFHAL-#IZ. BESh ., RKESh-FIRIC
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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. BMELZREITESLTWAERIO A AYyFOEERXIZ
—#%E. F—8E0/\yFOREOREREIGEEAD
cElckAmEWmERIIHLMEHERBENAZE, COEIR
E2i3. FHRIZHTINNELSEEOTHEELED
THEETH)RO%FFML-RIC. BESHIZFIRICHEL
EEENST L. BERERBET L.

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 BMIShoREHEGANZEIRAHNESOREEH
;ﬁ@fﬁhnﬁﬁﬁwﬂxgﬁ’é%ﬁ%iﬁﬁmﬁl [FEELTTNIE
HHTELY,

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, and the time elapsed since it was issued should all
be taken into account in this assessment. Where any doubt
arises over the quality of the product, it should not be
considered suitable for re—issue or re—use, although basic
chemical reprocessing to recover active ingredients may
be possible. Any action taken should be appropriately
recorded.

565 ALEXEOEBEHENATLES-HEMSERASH
-8R, FhonFENBETELLCEROSHAN
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CHAPTER 6 QUALITY CONTROL

E6E mEEE

PRINGIPLE

IRy

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 invelved in all decisions which may concern the quality
of the product. The independence of Quality Gontrol from

SEEEE. YT )T BERURER. AoV BE
TRIET ARBAEESN, FH R OREHHE
TERHLHGINZETRERSERO O HESTIN
P, F BB AR R F A O BRI SN AL &
FRIET 5, M. XELRUHEEAEIE DL TRY
5, HEERIRREFLEIBESNT, RROFE(C
BhAMEENHHT A TOREICEELATHIEESH
L. REBTEFMENSMILTNSCEFREEEDORH
BT REEBIUACHIEEILNS,

Production is considered fundamental to the satisfactory [(F1ELEHE),
operation of Quality Gontrol {(see also Chapter 1).
GENERAL £HBE

6.1. Each holder of a manufacturing authorisation should

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

6.1, AEHFITORFECLICREETENMEZFTLI L,
LA ROBPIMIHMILTEY ., BHICERTES
DU LDERRBEZALTWOEDICEBMNEES
N BREETLIEDEBOTICHAH L, BUAER
X, FTXTORBEEEOF LT HRRAN OHERICRLT
ENDHEERIET D= [TLTIEASRN,
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6.2. The principal duties of the head of Quality Control are
summarised in Chapter 2, The Quality Gontrol Department
as a whole will also have other duties, such as to establish,
validate and implement all quality control procedures, keep
the reference samples of materials and products, ensure
_ |the correct labelling of containers of materials and i
products gnsure the monitoring of the stability of the
products, participate in the investigation of complaints
related to the quality of the product, etc. All these
_toperations should be carried out in accordance with
written procedures and, where nece'ssary, recorded,

6.2. REEEMMAORDFELEHEIFE2RICTENS
hTha, REEERMAXE2BELT. ITTOREEHR
FIEEFEILL., ) TF—avEEEL., FIEEETLET
hifohn, X, FHERUVEROBERYUTILERE
TAHLE BEHEVREREROBEERTERIET 428,

R ROREMERERIETICE. ARREICEETHE|
EOMEICHETAILRE., TOMDOBEBELE T H.

NoQTATOEER, XELShAFIRIZHEOERL.
BEGHEHIRELETNITEE0,

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. BRAUSOFTEE. BEEH. TREEHBOMG
2 UEEEFEDIOXERBLE 21— BRERHE
«@ﬁ“&lﬂ&%@xﬁ'ﬂl%nn@ﬁﬁ’éa&) TRTO
REYHERELETH L,

6.4. Quality Control personnel should have access to
production areas for sampling and investigation as
appropriate,

6.4 HEEHES LEUSESICIIYLITIVITRUH
BEOHEEREIC7IEATRTHICE. '

GOOD-QUALITY GONTROL -LABORATORY-PRACTICE: -

EHRRE

6.5. Control Laboratory premises and equipment should
meet the general and specific requirements for Quality
Control areas given in Chapter 3.

5 TEFREOEEHREL. E3BCHESh-RE
%;{Elzfistl:ﬁ?é—ﬂm&tﬁﬁia)%#l:iﬁ%bt;tfh
A=Y (RN

6.6. The personnel, premises, and equipment in the
laboratories should be appropriate to the tasks imposed by
the nature and the scale of the manufacturing operations.
The use of outside laboratories, in conformity with the
principles detailed in Chapter 7, Contract Analysis, can be
accepted for particular reasons, but this should be stated
in the Quality Control records.

6.6. REBREDCAA. B, RUREL, BETEOER
BUFIRIS SYUBBELRBEITSHITEUTHO L. BT
B E2HICEHHHICEERT FEMIZ—HL S ORER
EOFHEARKFEDEHEAHIBEHESNLA ChiT
mEERRFICERLSTNERLEN,

DOCUMENTATICN

XEE

6.7. Laboratory documentation should follow the principles
given in Chapter 4. An important part of this
documentation deals with Guality Control and the following
details should be readily available to the Quality Control
Department:

6.7. REBREOXEITEIZITRLEFRBICHSZE. CO
XELOBEERSIE. REERICETLILOTHY, LT
[CRTHASEBIT OV TOXELEOMHESELS
FRIZBLNTHIBaRETHASZE

=specifications;

- Fi

»sampling procedures;

YT FE

testing procedures and records (including analytical
worksheets and/or laboratory notebooks);

RBRIERCRE GHT—0 ML LRRE/—F
£ &)

S HREETOLSBRAREE

- analytical reports and/or certificates;
-data from environmental monitoring, where required; SHERBESIBETEA) T O T—4R
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*validation records of test methods, where applicable;

HETBER. RREED )TV A

*procedures for and records of the calibration of
instruments
and maintenance of equipment.

é%&%?;w%imﬁrﬁ%ﬁmﬁ%‘é‘ﬂlzowm%mazw‘ga

6.8. Any Quality Gontrol documentation relating to a batch
record should be retained for one vear after the expiry
date of the batch.

6.8, /NWFERRICEET ALV ELIREEHROXE
5y TFOEDHRE 1 FRRET L,

=

6.9. For some kinds of data (e.g. analytical tests results,
yields, environmental controls, ...) it is recommended that
records in a manner permitting trend evaluation be kept.

69, HEEOT—BBAE. ATRBORE. NE. &
BEEI- DU TIE. DERLIARN O SHEE AT EEI= S 3753k
CEBHC LA RSN,

6.10. In addition to the information which is part of the
batch record, other original data such as laboratory

6.10. XU FERO—ETHARRICMNAZ T, SBRE/—k
BOLRBROLIZEOF ) CFLOT—2LREShER

‘Inotebooks and/or records should be retained and readily RSN ZFBATEETHIZ L,
available.
SAMPLING YT

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

6.11. U7 ERZ, UTOREBATDRESh -, KES
hWXE{EShE=FIRIZEWNTHORECE

=the method of sampling;

- YUTTHE

*the equipment to be used;

- Ao haEE

-the amount of the sample to be taken;

s BRYTILE

"instructions for any required sub—division of the sample;

BEGETCOVLTINONGFIZDONTORETR

=the type and condition of the sample container to be
used;

- AWSYUTLBRBRORATRUREE

*the identification of containers sampled;

- YU ILERSh =B OB

*any special precautions to be observed, especially with
regard to the sampling of sterile or noxious materials;

- FICEEAXEHEEREOYLTILTIZEL, BFT A
E ETORINGEEER

=the storage conditions;

RERHE

*instructions for the cleaning and storage of sampling
quipment.

- BN TEEOQRBRRVREISOVTOHEER

6.12. Reference 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).

6.12. BERIFUTIIE, ThohFERSh-ERFE-E
BERONAYFEREFTTIIOTHIAZE, FOMICTIET
ROVAMNZOM NS EZIL, TEROBHFERITED
WEEZS—T D00V TILERERLTERLY,
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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.

6.13. T TILBRICIK. N FFoni— YT TH
RUSVINBERENBRLLLITABEYIZONLTO
HHERTLIZTNNERGT S8,

6.14. Reference samples from each batch of finished
products should be retained till one year after the expiry -
date. Finished products should usually be kept in their final
packaging and stored under the recommended conditions.
Samples of starting materials (other than solvents, gases
and water) should be retained for at [sast two years after
the release of the product if their-stability allows. This
period may be shortened if their stability, as mentioned in
the relevant specification, is shorter. Reference samples of
materials and products should be of a size sufficient to
permit at |east a full re—examination. '

6.14. BRREGO &/ \yFHLENRSLSERYYTIL
X, AR EZTTRESLATLIERLEN, B
HRLEERROERET, HESGTCRESLLT
hiEfsiily, HEEH R, HARUVKUAN) QT
L. REEABRINIOTHNIE., P EERR0
W2 EBEFSNZTAIEESEL, CORFHE
. BREEAEVENESIZE. ELTHRL, TR &8
SOSESTUTNIE, Db 2BEOBREBEER
TR+ HLEETRIThIEREAL,

TESTING

6.15. Analytical methods should be validated. All testing
operations described in the marketing authorisation should
be carried out according to the approved methods.

6.15. ZAED /) TF—LavERBLEITI XM
L RERBICEHEIN-ETORBERTESNI=FEIC
REWNEFELA T NITRB ,

6.16. The resiilts obtairied should be recorded and checkéd
to make sure that they are consistent with each other. Any
calculations should be critically examined.

6.16. REERIFNHZL, RRETEBELO—FHEHE
HFEE, AOFTERBL-HER. BRRICHEELET
hiEhsiziy,

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

6.17. ESHRBIE SRR, FLRREIHEEN
TOT—2%2sdE

a) name of the material or product and, where applicable,
dosage form;

a) R XIZERZO B, RURLATEEE AR

b) batch number and, where appropriate, the manufacturer
and/or supplier;

Eg?u NYFFon—RU, BUSESEREEETOLER

“lc) references to the relevant specifications and testing
procedures;

c) E;E?%ﬁ%&ﬁ%ﬁﬁ%lllﬁ’\ DEE

d) test results, including observations and calculations, and
reference to any certificates of analysis;

d BEBHRVHESESUCABRBRERUFECH DM
RSN ERTHBEEEL~DBR

e) dates of testing;

e) EAERH

f) initials of the persons who performed the testing

) HBEHEEDA=I vl

g) initials of the persons who verified the testing and the
calculations, where appropriate;

o) BUABAICE, RBRUHEITOLWTORREED S
—L¥v)l

h) a clear statement of release or rejection (or other
status decision) and the dated signature of the designated
responsible person.

b AR X AR A BRI BOREDRE) (Lo
OHEELREARVIEESN: BEEDHAAYOBE
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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. MERBATEEERICLYITHALALDEENT
~TOIEERD, SEEEMMICIYRESNETE
[CRELVERES N, FERARRINHIL,

6.19. Special attention should be given to the quality of
laboratory reagents, velumetric glassware and solutions,
reference standards and culture media. They should be
prepared in accordance with written procedures.

6.19. REREDRE. FESTADASARERVRE
. EEGRUERORFICIHNTEENLHONES
o ENHEXFLSN-FIRISHWVERSND L,

6.20. Laboratory reagents intended for prolonged use
should be marked with the preparation date and the
signature of the person who prepared them. The expiry
date of unstable reagents and culture media should be
indicated on the label, together with specific storage
conditions. In addition, for volumetric solutions, the last
date of standardisation and the last current factor should
be indicated.

6.20. REIBMOEANRFESh-EBRERZEICZEITIS
DR RVPHENDBLERTFTTH L ARELHA
ERVIEMOBEDEIR IBNERERELEIIINILL
ISTRENDHIE, SHITHREATAORIERICOWNTIE E
i&w#?—:ﬁw%ﬁﬁ ARUBRHORTIFIE—MNTrahd

6.21. Where necessary, the date of receipt of any
substance used for testing operations (e.g. reagents 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.

6.21. HEDIFE L, ABREXIZERASIALNELIYE
BzIE. RERUVEBEDICOVNTEEFNLOSANBE
BRLEICRENDZLE. FRRUEEICOVWTOIETREFE
FTHIL HABEICITREVEORRERBRRU/XIE
HOREE. RALRBI ZERAMICERTIHELHD.

6.22. 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.

6.22. k5 BRXIIESORBRICEHWSBBIE., BT
HAOBRICEFERRTICHREEZRTHLE, FAREICET
BCLERIETALSIHFIhEEINSGCE, BERER
;]él% ifzs ThoDERBEERTETRRMVEES

ON-GOING STABILITY PROGEAM

REMEEHRIOT S L

6.23. 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.

6.23. RSN TS/ vy — RO RF| 2 ET AL v
BLOREHOMEGZIL, FHPLANRITBEITOT7
AIIZHFTDEAL) LRETHETHLIEVEHENTRS
z_&t:w\. THREICEESHORERIEZI~ZNED

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

6.24 REMERIOFSLOENIL. BEEEDHRIC
hi-UYE=4—5 54 RUBGRRREN-REEH
TTREBRICEES>THY, TF-BFYRTIZEAREFT
EEMNERETAHLETHD.
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6.25. 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 he ‘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 reconstituted product can
also be monitored.

6.25. ChiZEI[CHRAERERTOERERICHLTERS
AN, NILIRAECZOTOTSLIZED DL DT
LERTIOE, MAIEASLIRGBN, AESADAIRT/
RIFHEBFISBEBRA~ABESNIFEHRRE
INAESE. AEROEROREEHISTTHEENE

UEE4ToEESh. F-RHEhLIE. SHIT.E

BRichi-YiEESh ., FRShDIDHERICEEELTH
ST&, CRFERRROCREREEDIRSNN) BER

BOHMSORELRASIHERAMPICEESI. £
DIBSERHIE_S4—T2RBEIITEL, LHL., ST
LSBT, BERBEONRORERELXE=4—F 5

1&

6.26. The oh—going stability programme should be
described in a written protocol following the general rules
of Chapter 4 and results formalised as a report. The
equipment used for the on—going stability programme
(stability chambers among others) should be gualified and
maintained following the general rules of Chapter 3 and
annex 15,

6.26. TEMEHEIOSSLIIXE{ESh-ZFala/Lrh
2. B4BNOEBREBFICHNEHESh, ERITREE

TEXAGEDETHIE TERERIATSLTERASN
HHR (LY HITREEFYUNAD) REIEOLRERLT
E:ﬂl...Annex 1SICHELEREEREL. RURSEETLC

6.27. The protocol for an on—going stability programme
should extendto the end of the shelf life period and should
include, but not be limited to, the following parameters:

6.27. ERMETERTOT T LICOLNTOTAMILIEE
RHROERBERICETRE RESShGENAUTO |
NIA—BZEETIL

= number of batch(es) per strength and different batch
sizes, if applicable

- WELY, RUBLTEHRICEREINYF YIRS
YD FH

= relevant physical,chemical, microbiological and biological
test methods

- BES S MIER. BFR) . MENFRIRVEDFRE
MERTT %

= acceptance criteria

TEREE

= reference to test methods

- RRATE~NDER

« description of the container closure system(s)

- BABREVATF LD

* testing intervals (time points)

- RERRRR (21 LARAF)

» description of the conditions of storage (standardised
ICH

conditions for long term testing, consistent with the
product labelling, should be used)

;ﬁﬁ%m:wraﬁm(ﬂmﬁﬁzgeﬁ,ﬁﬂa
B8 1= 4 B S NI ICHEB AL SN ETE)

« other applicable parameters specific to the medicinal
product.

 EEQICHICERINENTA—E

6.28. 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 recommendations).

6.28. TEMEHRIOSSLIcHTATOraNIL, HLEF
A ESESATORNISTEEShTINSES, IRFER
FERFRDCRESK-SDORHTEMHSRFIHT S
FOraNERE->THEINWRIAIEFERRHE, XIXICHED

| BREHEA~EHTLHER)
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[6.29. 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
technigues 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.

6.29. Ny FREUVEARBEIXER ST TEET 515

AT—ABERMTELOTHL L, FIRE DS
BY, BEHEShIBRKITOE, BUTIEEITEAHME

ROV, H—RAEDZATRIZHGLEB I NuTF R EY
FOVSLIZEHLNSCE(FEFICMBEESNGLNE
BERQ BE, BYERAL B RN T ELEE=S
VoIS ETHY . REIEAOBYVLGEREBEOANENES
&, RBREECVRI-RETIILDOEZEVWTEN, T

ST TATERURMNF LT THALQ R, Ok
IR TRPHLGESENHEESCITERBLTEN,

6.30. 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.

6.30. HAKRT T EMONVvFEREMERTOT
SLIZEDHRThEELGL. PIRIE, REEERE. T
BYTaBE T ZNNEEERGTEEN IO, GLE
KEBEHROBCERFAINDTE LWAEIENIE, BEM
IXIZENROFEELREETOISLIZEDZZEZDN
TEETDHL,

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

631 REMEMRSABOERITEFEERY, BITH—
VoA AR = BNHBTELRSCLAThiELh
L\, BEMERRBA, NILVESEXIZERRSORE
BRAUA DY A CRESh 2B SIS, BEIROXE
EEhi-RYROENH L L, ABHEERBRTORR
ggﬁfﬁrfl:&éﬁﬁﬁ@f:&)ﬂiﬁ%ﬁl:f*ﬂﬁﬁEIﬁE'G*

6.32. Out of specification or significant atypical trends
should be investigated. Any confirmed out of specification
result, or significant negative trend, 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.

6.32. g, NIFBEBXGIEESOBERITHELLZTh
(BB, WAVEDRERSh-RABAOHEE, LXEX
HEERERVEETAMBEFICHRET DL, MBI
BLTWANAYFIZRLTEIVSLEEIT DO TIEE
GMPH A FEBEIZHEL, - T HPEEE FICHEEL
TEETH L,

6.33. 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.

6.33. 7O SAICEYT AL ESPHIMEREED. &
BEhi=2T—20FEEHANELShRESNDIE S
DFEEHIIEHRNBEDOHRTHLI L,

CHAPTER 7 CONTRACT MANUFACTURE AND
ANALYSIS

578 ERHERTAT

PRINCIPLE

=R
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Contract manufacture and analysis must be correctly
defined, agreed and controlled in order to avoid
misunderstandings which could result in a product or work
of unsatisfactory quality. There must be a written contract
between the Contract Giver and the Contract Acceptor
which clearly establishes the duties of each party. The '
' contract must clearly state the way in which the
authorised person releasing each batch of product for sale
. |exercises his full responsibility.

§_:E§'215.&U \*ﬁ'li T+ﬁf$nn§®§nn2[ifﬁ%tﬁ
SEMERBT H-HIC. BEICERSN, AESh, F:
EEINATIIETSEN, FERERUREERIIC. £
EEOEBEHREICHEITIXELSN-ZHELNTT
NIFEBAEL BREITIE, F—YFM1 XV A G
BENYFITOWNVTHRFBOROOEFRAEHEETIS

THCEEBERITTAAERICOWTHRECRBSh TUVE -

iy (A< -V AN

- Note

This Chapter deals W|th the responslblhttes of anufacturers
towards the Component Authorities of the Participating
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.

e
‘_G)iliﬁﬁmiﬁ u&Uﬂm;‘FT@fE‘f’ﬂ BALT. )‘J!\—-,
Ed OFBLEICHT 2EEEEOERBICOVTRYIR
. LAL A REBFRUVERSIEREICHLTH
FTEHRREIZ, EOLIBHTEHETIETERLTW
Ly, .

GENERAL

EEA]

7.1. There should be a written contract covering the
manufacture: and/or analysis arranged under contract and _
any technical arrangements made in connection with it.

ZHTTRYRHONLBER T/ XE ST, RUH

NIFEBEEL,

7.2. All arrangements for contract manufacture and
analysis including any proposed changes in technical or
other arrangements should be in accordance with the
marketing authorisation for the product concerned.

7.2. BiHRVIZERMOEBRYRO~ADEESE, Fi1H
ERUSRIZHTE2ETOImYRDHIZTOLNTIE, HEEH

AR 7[:0L\t@ﬂiﬁ?ﬁﬁﬁ:ﬁ%%ﬁl:-ﬁb‘tL\f;l-rhlat'fat
5.3 d:ll\o

THE CONTRAGCT GIVER

BRERE

7.3. The Contract Giver is responsible for assessing the
competence of the Contract Acceptor to carry out
successfully the work required and for ensuring by means
of the contract that the principles and Guidelines of GMP
as interpreted in this Guide are followed.

73. EXEIL. SREENROONDHEEZEYTEET S
ﬁo#ﬁ%"“ﬁ&ﬁ&su E-BHICKYCGMPD[E
ElJ BUERH AR CRENTWNSGMPH ARSI A, E5F

SNAZEIZHLTEEEZES.

7.4. The Contract Giver should provide the Contract
Acceptor with all the information necessary to carry out
the contracted operations correctly in accordance with the
marketing authorisation and any other legal requirements,
The Contract Giver should ensure that the Gontract
Acceptor is fully aware of any problems associated with
the product or the work which might pose a hazard to his
premises, equipment, personnel, other materials or other
products. -

74, ERABZ RERDBRUOMOFHEGICEL. T
EEEBEICERT OB ELLTORBEZRS
(SR HIE, BAES, EREMRITFRICEETD
BENZREORY. EB. AR, thORH X (THoR
MICERELLOTAHERIZONT, BRENTLICER
LTWAIEERIELAThIIELEL,

7.5. The Contract Giver should ensure that ail processed
products and materials delivered to him by the Contract
Acceptor comply with their specifications or that the
products have been released by an authorised person.

75 BEET., FRANCERFICREESI-2TOH
BT -8 AEVCREANREFNLOMBICHETHE R
(FB S, F—YSA X NR—=V UKV BRNHETENT
WA EERIET HIE,
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THE CONTRACT AGCEPTOR

EHFAE

7.6. The Contract Acceptor must have adequate premises
and equipment, knowledge and experience, and competent
personnel to carry out satisfactorily the work ordered by
the Contract Giver. Contract manufacture may be
undertaken only by a manufacturer who is the holder of a
manufacturing authorisation.

76. ZEEF. EXEICEISHAEEEE T SIZER
TE5HOBYESRE. MBRUER, S5 HEE
BABFHLTWGEITAERSEL, 2k 8ETE
EEFTREETHIEEEECL>TOAERESND,

7.7. The Contract Acceptor should ensure that all products
or materials delivered to him are suitable for their intended
purpose.

77. B2REZ. BIoAE-2TORRXEE-AFAS
DFHIO BT 2B ERIET S8,

7.8, The Contract Acceptor should not pass to a third
party any of the work entrusted to him 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
the manufacturing and analytical information is made
available in the same way as between the original Contract
Giver and Contract Acceptor.

78. FRABIL. EFSNAEEFOWIGLEHAE. RYR
HIZOWTOERZEDOSBROFTEEEUREBELZLICIXES
FHITERLTIELHL, FHERUVWWDEIFE=ELED
MTahhRYRHE, RERUSHTERLS, BTOE
AERUZEERERKICHANETHHCEEZRALE
[FhiFiniL,

7.9. The Contract Acceptor should refrain from any activity
which may adversely affect the quality of the product
manufactured and/or analysed for the Contract Giver.

79. BAFII. ZEXEOLHICHETVOLANEERERT
SUAOREICBEEERTTIEEOHLTAET-
TIFARBAEL

THE GONTRACT

ZHE

7.10, A contract should be drawn up between the Contract
Giver and the Contract Acceptor which specifies their
respective responsibilities relating to the manufacture and
control of the product, Technical aspects of the contract
should be drawn up by competent persens suitably
knowledgeable in pharmaceutical technology, analysis and
Good Manufacturing Practice. All arrangements for
manufacture and analysis must be in accordance with the
marketing authorisation and agreed by both parties.

710, HROBERUEEICETAIEXERUSHE
FThEhOEEEHETHSZNENEFORTEESL
A&, BHEORE AL, SHEM. 94 R UGMP
ISEUMEEE T 5EFFRICEIVBEShSIE, BiE
RUSHIZODWTOTATORYEDIZHRFTEARIC—H
L. F-mHSEENRETE L.

7.11. The contract should specify the way in which the
authorised person releasing the batch for sale ensures that
each batch has been manufactured and checked for
compliance with the requirements of Marketing
Authorisation.

711, REEE, B A VFHARTRBEGH R H>TEES
NEOENEEETHLHLE. RFEDQEHD/NNYFOH
AR EHEETIA—VIIXENR—V o BMRIEY 5 H &
ERETHE

7.12. The contract should describe clearly who is
responsible for purchasing materials, testing and releasing
materials, undertaking production and quality controls,
including in—process controls, and who has responsibility
for sampling and analysis. In the case of contract analysis,
the contract should state whether or not the Contract
Acceptor should take samples at the premises of the
manufacturer.

712, HEE. FHOBA, EHOSABRR U SRHE,
IREEZzEOFHEERVRETEORKEICEAEHS
EFASWITHL T T RUSROABERSELHME
[ZRE# T Hs. BRAARDES, RUEBFRFAENEE
f%@@%l STHUINERRMT AENENERBTSHT
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7.13. Manufacturing, analytical and distribution records, and
reference samples should be kept by, or be available to,
the Gontract Giver. Any records relevant to assessing the
quality of a product in the event of complaints or a
suspected defect must be accessible and specified in the
defect/recall procedures of the Contract Giver. .

703, BB, AMBUREER. BoUBERT VT
FEREICLYREESh BN, RIEBEEHHETETH
Bk, BERERMASEONHEE SN RO REEHME
5 L THERLNAESTERE, PO AT TELER
ZO RN/ ERFIEE SHESN TOATAEESEL,

7.14. The contract should permit the Contract Giver to
visit the facilities of the Contract Acceptor.

714 BT B R AR RO RSB TE ABoE
BT 550 THHREELAL,

7.15. In case of contract analysis, the Contract Acceptor
should understand that he is subject to inspection by the
competent Authorities.

715 EREABOBE. SRERTELSROEENERE
HACEIZDWTERBRLTWHETNIERSEN,

CHAPTER 8 COMPLAINTS AND PRODUCT RECALL

F8E HRRUSEmER

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.

RIMADATHEEAHIERITDVWTOETOEBRR U thD
B IE. XBESh-FIBEICEL, TERBELGTA
EE54L ETORMOERICEA . BETIHSITIL,
RIEAHIZENERSN D HDIVITEOFREEDSHS

| HWEE HEASELMZ. A DTRNICEIRT AL

suspected to be defective from the market. URATALREEHEShEIE
GOMPLAINTS =R
PRINGIPLE IS A

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.

8.1. EFEORYBNWEUMSASHREOREICEEESR

TEHEE—RRUESUTAMOBHBETIARNEGRSND
&, TLCOBREFLA—VIAXEIR—VITENME
B A —VSAXENR—YrIEETOEE., BEXITEIR

[ZonTHLSEhATRIEARSAL,

8.2. There should be written procedures describing the
action to be taken, including the need to consider a recall,
in the case of a complaint concerning a possible product
defect.

8.2 BARMEOFREKIZ DWW TOEFREL-BE.
INEEETIHEHREZRH, BRIAESHECODLTRER
LE=X&{tash=-FIEAFEETEIE,

£.3. Any complaint concerning a product defect should be
recorded with all the original details and thoroughly
investigated. The person responsible for Quality Control
should normally be involved in the study of such problems.

8.3. WA XMRIZETILHELEFL. ETHMZETL:
FEALECRHSN, F-MEMICHESLICE. BE.
REEECEEEFF T ENTOLILGHBEOREZHA
HLUAHIIERESZN,

B.4. If a product defect is discovered or suspected in a
batch, consideration should be given to checking other
batches should be checked in order to determine whether
they are also affected. In particular, other batches which
may contain reworks of the defective batch should be
investigated.

84. HEN\VFTERREAREIWRIELNLBS.
B FICEEBAHINERET DS, D/ \vFOR
EOHEMITDONWTERET S L, IS, HERME/AYTF
OBNEYESTTiEDHAMO N \VyFITRELIZF

hiFiasiiy,
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8.5. All the decisions and measures taken as a result of a
complaint should be recorded and referenced to the
corresponding batch records.

8.5. BEEDHELLTERESN TR TORERVHERD
iiFSh. T S/ \wFRRICEER T,

8.6. Complaints records should be reviewed regularly for
any indication of specific or recurring problems requiring
attention and possibly the recall of marketed products.

86 EELNRECHNREL. TeRErDET. lin
SR OERCEAYEIBREREIEREOMES RS
LTLVEWDRERT BT,

8.7. Special attention should be given to establishing

whether a complaint was caused because of counterfeiting,

8.7. BEMNBEICRYELTIVGELDEET A7, 153
WEBEISL,

8.8. The Competent Authorities should be informed if a
manufacturer is considering action following possibly faulty
anufacture, product deterioration, detection of
counterfeiting or any other serious quality problems with a
product.

8.8. ELEEEN. HENKROFREKE. HADSE. B

EOBRAXIZHBIHIBOERNTRBE LOREER
. BEEZEZTLDESICEIAELRICHLEHTE,

RECALLS

ER

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

8.9. EMNDETRURABICEFTEETIEEEGL. A
O TOREEZENCRAETRYES =8, BRSHEA
MOESIzkUiEikehdll, 20O EEEITRERET
BUOR—T4o 7 8@ SHMILTINGCE, BLCDE
NEAF—IYSAARNR—YTRINESE A—VSA XK
; =YL EETOERESF OV THESSREITh IS
A AN

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

8.10. E TOEIRERERFLTTRET S5, EHMIC
MRS, FRAEQESICEHRShTWS,. XEESh
f=FIEMNFEILILTINS L,

8.11. Recall operations should be capable of being initiated |8

promptly and at any time,

1. EUREZILESMI. LWOTERBERETHAIE,

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. @A EEZNEAREEDHITRATOEDT
TOFRELRIZ. BRICREHIHLIN., RITFOBHN
%?;‘fg) f%.ﬁ:o@ﬂnﬁ%“@éhfzi&ﬁt:m A ZEN
5 Z&e

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. B s SR (X EURF EH AR LN SH BRI R THY
FERERSIRVERAY O TILESD. HEEERY
EEMEBLEBEICET 5+ 270188 (R, SERERN
RUBFRESI DR EEL‘L??‘*JQZE?, BLiE/ VTR
HB)RETCL,

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

8. 14. EIRSNAHERIIFIL. ThoORBRILECET
SREEHOMIL. REGEHICHHELTRESNS L,
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8.15, The progress of the recall process should be
recorded and a final report issued, including a
reconciliation between the delivered and recovered
guantities of the products,

8.15. BIULAREOEL T, BSDEXELRNEDOHD
gig IGEZHTRERSN. FBROEREEHNERHSH

8.16. The effectiveness of the arrangements for recalls
should be evaluated regularly.:. e

8.16. lﬁlﬂi@?li‘d‘@’ﬁiﬁ]ﬂ[tﬁ%ﬁﬂﬁ[ “Hﬂﬁé?l‘l.%n_:‘:o _

CHAPTER 9 SELF INSPECTION

FoE ACAK

PRINCIPLE

| E'J

" |Self inspections should be conducted in order to monitor
the implementation and compliance with Good
Manufacturing Practice principles and to propose
necessary corrective measures,

HE A&k, GMPRAIOEER CESIRREE=F—L,
FMECREHREEZRETHHIIRTSINDIL,

9.1. Personnel matters, premises, equipment,
documentation, production, quality control, distribution of
the 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 conformlty with the principles of
0ua||ty Assurance,

0.1. A\WIEIE, 2Y). iR, LERE. ME. REEH. E
BEDOEE. EFERUVEROFEET. RUBC AL,
ThoAGERIAEOEICESLTHANREET 518
igﬁ‘t&)ﬁ&)bhf-jﬂ‘fﬁbl-‘l‘;‘EoT_FEﬂF_L'C)’—‘*ﬁé

9.2. Self inspections should be conducted in an
independent and detailed way by desighated competent
person(s) from the company. Independent audits by
external experts may also be useful.

9.2. BEEARIFHIL ., F-EMAEFEACT. HATHEE
Sh,BEN-EROHAEFIZLYERShLIE MBOE
FIRICKSBIULEEELE-ARATHD,

9.3. All self inspections should be recorded. 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.

93. TRTHBECARIINEIhLIE, HEZITIZEE
BRPIZITHhIW-TATOEBEREV., Z4TH5EE
2T, REERBICOVWTOREEXSL L, £ Fhil
BlzEoh-HEICETIRREE SR SNEIL,
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