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CHAPTER 1 QUALITY MANAGEMENT
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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 quality objective
reliably there must be a comprehensively designed and
correctly implemented system of Quality Assurance

- tIncorporating 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.

mERIE. GMP, RBEEERURBEURITRSAVID

BEAO NI ECEELTWS, FALOEE. 55
U{-E%n%@ﬁtmﬁl)'nuﬁmﬂfuﬂﬂ"éﬁﬁﬁlgoL\'C
;t_uc ~ o

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 ;

i. EERIIGMPOEGEERICANE-FETHISIE
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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;

iv. BIEGHERE RV EMOSE. s RUERSH S
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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 correcily 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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viii, 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)

=

EEMGMP

1.2 Good Manufacturing Practice is that part of Quality
Assurance which ensures that Medicinal products are
consistently produced and controlled to the guality
standards appropriate to their intended use and as

. [required by the marketing authorisation or product.
specification.
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Geod Manufacturing Practice is concerned with both
production and quality contrel. 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;

i HMETREOSEDEETE, RUILRICHISEXRL
FHIZDODNT/A)F—LaviEERTA0E

iii. all necessary facilities for GMP are provided including:

%f:l&'l‘é'é‘d}\ GMPIZHELETORRMNREHIh TN

a. appropriately qualified and trained personnel;

a. BENIEREAEREShIREESNI-AR

b. adequate premises and space;

b B GEHRGAR—A

2/42




c. suitable equipment and services;

o. SEHLNEE R UM #HE R ER

d. correct materials, containers and labels;

d. BIEGHH ., BHRERUERT

e. approved procedures and instructions;

o REENEFRERUCERE

f. suitable storage and transport

T B E R URE

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;

v. ERENFIREELKRITTELLIINFSh TNEIE

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 completé 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 quality;
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ix.a -system is available to recall any batch of product,
from sale or supply;

ix. BEOWNEDNvF CERERVNTES A SEIRT
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x. complaints about marketed products are examined, the
causes of quality defects investigated and appropriate
measures taken in respect of the defective products and
to prevent re—occurrence.
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QUALILY CONTROL
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1.3 Quality Control is that part of Good Manufacturing
Practice which is concerned with sampling, specifications
and testing, and with the organisation, documentation and
release procedures which ensure that the necessary and
relevant tests are actually carried out and that matenals
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:

mEEEQEXEHTLUTOBEY

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;

i. HRFE. aM, PREA, SILIRGRUERREO
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iii. test methods are validated:

iit. RERAEICDWTIEN) F—LavaERBLE TS
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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 BNRAEEEL. AR RB RSN, e
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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;

vi. DR IIBREERICEEDWLTCERSN, R H. B
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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:

vii, BROWThON\vFEH, F—VYFA A=V 53
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viii. sufficient reference samples of starting materials and
products are retained to permit future examination of the
product if necessary and that the product is retained in its
final pack unless exceptionally large packs are produced.
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PRODUCT QUALITY REVIEW
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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 previous reviews, and should include at least:
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i. A review of starting materials including packaging
materials used in the product, espectally those from new
S0urces.

L BRICERAShSEH . RCHBRtERMOLDES
& HERH. AHORE : :

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

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

fil. BISHERRICHLABEE Thol2/ wFOREE
ROEhoOHEE '

iv. A review of all significant deviations or non~
conformances, their related investigations, and the
effectiveness of resultant corrective and preventative
actions taken.

V. IRTOFERGEBREEFES. FhEICEHET S
RE. &U#*%J:LT%HE'&*LLEEM% FEEEDH
MEICHOVVTOEBE

v. A review of all changes carried out to the processes or
analytical methods.

V. IEXEBSHAERCHLERLERTHERNEE

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

vi. EEREHOA)~ORESLED. BH BB
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vii. A review of the results of the stability monttorlng
programme and any adverse trends.
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viii. A review of all quality-related returns, complaints and
recalls and the investigations performed at the time.

Vi, RECEET 2 CHOEG. EERUERILETI-E
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ix. A review of adequacy of any other previous product
process or equipment corrective actions.

X, ITRXEEEICHLTRELEW -EEEBOEY
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X. For new marketing authorisations and variations to
marketing authorisations, a review of post-marketing
commitments.

X. PR RBR U Ra~DERBECHALT
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xi. The qualification status of relevant equipment and
utilities, e.g. HYAC, water, compressed gases, etc.

xi. Eﬁﬁ?é&t%&Ul_T‘fUT“f_a)ﬁﬁﬁEu:FﬁqkiR
PIZIEZET . K BEHRE

xii. A review of any contractual arrangements as defined i in
Chapter 7 1o ensure that they are up to date.

xii. B7REISEEL-RAICET ZMYROIEHENT
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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 defines their
respective responsibilities in producing the quality review,
The authorised person responsible for final batch
certification together with the marketing authorisation
holder should ensure that the quality review is performed
in a timely manner and is accurate.
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QUALITY RISK MANAGEMENT

BBIRITHREI,

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

15 RBVRIRADAVME. EEROKEICHTEUR
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1.6 The quality risk management system should ensure
that:

16 BEVAIRFDAN T RT RGN TR RIS %

= the evaluation of the risk to quality is based on scientific
knowledge, experience with the process and uliimately links
to the protection of the patient;

R ICRTHVRIOFHE LR FMME ., TREOERIC
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» the level of effort, formality and documentation of the
quality risk management process is commensurate with the
tevel of risk.

THBURORRDARINT AT A, ?ilﬂ%&%G)IE-t
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Examples of the processes and applications of quality risk |[FAEZADEFPORE IR ITRIA/FDE R li‘ﬁ[u
management can be found inter alia in Annex 20, Annex 20BN &,

CHAPTER 2 PERSONNEL $28E AB

PRINCIPLE I8l

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 responsibifities should be clearly understood by
the individuals and recorded.

All personnel should be aware of the principles of Good
Manufacturing Practice that affect them and receive initial
and continuing training, including hygiene instructions,
relevant to their needs.

B RERMATLAOBIRUHBFER, FIZE
EREELEETHIZEZENT, ADRKTREEK
FLTWS. TD5E, LEEENA>TWNSETOERE
T DA HALHOBEEAREZELETRIEEER
W BEADEBZFAFIOACKVIERECEBIN, X
ERThTWETRIERESEL, ETOABIERYTS
GMPOREIZEEL, FEEHOIBEEZSHMBEICH-
f:yglllﬁ%f BABRUZORLEBERICRELETAIER
2y A

GENERAL
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{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, REEE (L. HVETABRITERLISh,. REBEBREZR
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ohi=EHL. RBICHRITHIRVEELLHSELBLET
HYUTETITRSEL,

6/42




2.2. The manufacturer must have an organisation chart.
People in responsible positions should have specific duties
recorded in written job descriptions and adequate authority
to carry out their responsibilities. Their duties may be
delegated to designated deputies of a satisfactory
qualification level. There should be no gaps or unexplained
overlaps in the responsibilities of those personnel
concerned with the application of Good Manufacturing
Practice.

22 WEEFTABHERSLTMEESHEL, BEEEH
THUBIHLE X BEERE CERIAEEOR
HEAL, BOOHBEETT IO DOBYIERESL |
BB, WEDEB IR LKEDFISHES
THERSNEREBEICRELTLEL, GMPOMEHIZE
BLTL D ARDEHICERER THEF T g B
HoTITEBELY,

KEY PERSONNEL

FREEE

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. FIEHBEHILUTOHEE2ST . ERANE. L2
BEEBMAOE. X, St b D—HOFE A AR
GHEOEZXZEHANESX. SBENDO-OIZIE4
Shi-ETHS, B8, TEBEFEHOAEAFHIZH
0N EasEN, ZERMARNSESERMAOE
(FF LML CULVEITFRIEESAL, KEBICBLTIL.
25,26 R U2TITIBIF - NE D DOEEEIZDLNTILERE
TEBDELHDS, ,

24, —
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2.5. The head of the Production Department generally has
the following responsibilities:

25 REMMDORE—BRCUTOERERS

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

i BRSNOREZRERT I EICERILEYE X EHE
WELESH, REShAEE RIS S

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

i. BLEMFRICEE T S IEHBERTEL. FEho0ER
TRITERETD

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

ii. R, LNoh B E G ERE RSN SR
ESNIECRUFHEN BRI TR LERRTS

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

iv. HoDEF. BEERUREORTEEDOREZET S

v. to ensure that the appropriate validations are done;

v T —a U ARESh TOA I EE RIS 5

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

vii BLDAFDOABARELT ZBAREUEENIE
gj‘%ﬁﬁéh. PHEICELCEMBARSh TSI EERET

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

26 mEEESMIORE—BHICUTOEREZRS

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

i BEDHMICISH RN, A, hEEE /LIH
mRURKASOERXIFEEOUEELTS

ii. to evaluate batch records;

ii. 2y FEERBROTEE TS

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

iii. 2 TOBEERBENEBSNTNIZEERATS
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iv. to approve specifications, sampling instructions, test
methods and other Quality Control procedures;

iv. REE, LU T ERE SBRAERUMORE
EEFIREDRZIETD

v. to approve and monitor any contract analysts;

v.2TO %Efﬁﬁ{:ob\'cﬁcaﬂﬂtﬁ%:a—iﬁa

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

vi. BLOEM., EREEUVRFEORTEEDOHEZETD

vii. to ensure that the appropriate validations are done;

vii. BT —1a B BESh TSI EEFRAT S

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

viil, BEFIO A RISHL . BRBESH HE AR R U R
ﬁﬁ?%ﬁﬁéh BEICHLCEMRETh TS LZ
Ak

COther duties of the Quality Control Department are
summarigsed in Chapter 6.

mmnnﬁmﬂtﬂﬁmﬁﬁhﬂb\f[i

FEORICFELDLN
Tha, :

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

27. SLESRMARVCREEERMORIE—REICHED,
BRNEHBALTRGIDRBICEEIIRBHEFRTH. €
Mo EHEERICHEL. LTHAEELD

«-the authorisation of written procedures and other
documents, including amendments;

gﬂ%ﬁ’é%‘ﬁfx XELSWEFIRERUVEDMDOIIED

= the monitoring and control of the manufacturing
environmeng;

- HERBOE=SFITRUEHE

*» plant hygiene;

- HEROBETE

- process validation;

s O\ F—gY

= training;

- JllER

= the approval and monitoring of suppliers of materials;

- BHAREFORERUE=SULT

* the approval and monitoring of suppliers of contract
manufacturers;

- B EREEDARBRVEDAYLYT

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

- EHRUVEHRDOREEGORERVEZSULY

= the retention of records;

- I DR

* the monotoring of compliance with the requirements of
GMP

« GMPEFA~DHESHDOE=ALYT

* the inspection, investigation, and taking of samples, in - HRREICER 6.?’&?%-’5’ FTEHERHOEE.
|order ;ﬂE&U"U‘JjJH:RHR
to monitor factors which may affect product quality .
H[E:

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

28 WEEEL. BRI CIVEERBY IREEERER
BIZAB ALTIFNIELESENTRTOA B (Fifi. 57
BHRVERERZS) . RUZOFEANE REIC
HETHAREOHIBOABCHLTIEERELT
ﬁlfﬁ%fib‘o '

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
Conirol, as appropriate. Training records should be kept.

2.9. GMPOEIR K UEBRICE T 5&EATNELA <.
ERARRESICEY S Toh B EICH LBy cilEs:
RHHIE MMAIIHELRMEL . FORMNEITEY I
SHEiSH AT &, HFETOISLNREREINTEY ., BH.
HENFORXIKEEERFOEOLThA—FIok
URRShAIE, IERRIRELRIRIETESLL,

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. ) L

2.10. BERAEE LGHRE, AXEFEFEEIEE
P, St BN ERERET TR RVIEDAhS
Eﬁ'@ﬁi%ﬂ'ékE(:!i##ﬂllﬁﬁilﬁiiﬁﬁbmfhliﬁé
LY,

2.11. Visitors or untrained personnel should, preferably, not
be taken into the production and Quality Contro! areas. If
this is unavoidable, they should be given information in
advance, particularly about personal hygiene and the
prescribed protective clothing. They should be clossly
supervised.

211. SIME X AEERTTOEVABRR, HERUR
HEEREISTE ALHENIENEELL, BiFDhE
WIS HICIE, BANER. JCABOHAEE, RUFE
DORERITOVTOFEREREL AT h Eh5R0, 2L
T, BOEBECEBELGTRIEGZBEN, -

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

212 REFIOB S NI TOBERUEBERETS
FRITOWNT, SRR IS+ S EHLR Fh 3,

PERSONAL HYGINE

ABDOWEFTHE

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

213 G HARTE OIS LERIL. FRTEBROE
BA=—X(CELETERBLETAEGS AL, Fhbis
FARDORE. FEEBORBRUVEXKICETAFIEE
BOEHNELELEN, ChoDEIFL, BRIz LYELSs
X(FEBRBICIBADZTATOASHNERL, BHI-
ESFLATRIEGLEN, SEEEIOTSLITBREA
HEEL . SR LA T hIERS 0,

2.14. All personnel should receive medical examination
upon recruitment. [t 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 IRTOABILERBATEEREZR AT
OV HEEFEOERELLT. HBEICEET TR
DHIRERECH-BESICHSEEH CHLEE L%
BEIZTHEIGIEHEEELTVRITFRIEESSL, §
BIOEZBREDSR. ERRUVEAQEED HHELEY
2. BEFEBELEHRIEESEL,

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 body is engaged in the manufacture of medicinal
products.

2.15. BREERBER T HOARRVIHAEOBELREIC
BRmEET AT S AN TRGRYEREREEICHSL
BWNBOFESELNGITRIERLEL,
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2.16. Every person entering the manufacturing areas should
wear protective garments appropriate to the operations to
be carried out.

216, B ERBICIEASFIZLH. %ﬁﬁ‘d’éi’ﬁ%l-z_tﬂ
HREREFRALGTAIFELE,

2.17. Eating, drinking, chewing or smoking, or the storage of
food, drink, emoking 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, H A BE, XEEY. o, BUHEFE XL E
AREERORE L. HERVRERERICEWLTEE
LRI RIS, — IS, SERAENTITAIE. B
ERBAXITEMNBERELZTITREOHHMMOE
BT THE LT hIEELEN,

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.

218 FEHDENZEHEINTWLSEE. RUEBOHE R
EfEEEENICEMT I EEBITRTNIEASEN,

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

219, {EERIC !i%%b\n’iﬁ*’éﬁﬁﬁ'éé:ohﬂ-b&lfh
(EELSELY,

2.20. Any specific requirements for the manufacture of
special groups of products, for example sterile
preparations, are covered in the Supplementary Guidelines.

220, A EEREROISh. FAG TR o8
fh 0)%19.{:'3 LNTHEERNCE R EN HFBIE(Z DLV TIX Annex
12889,

CHAPTER 3 PREMISES AND EQUIPMENT Bi3zE BHMEURE
PRINCIPLE [RAI
Premises and equipment must be located, designed, EBEMRUEEX, RERESHAERICSTHLLRSICE

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

B. %5t 8. #Rch, RFEBEShETAETLH
L, TROEDBERUVEREE, BEROVAIER/INITS
FICERSh. KX FE . BEREXEENOERERV ., —
A, BRREAOWNNESERZELR T E-00
fiﬂf"&ﬁ?ﬁ@&ﬁ# EEAARELTHIEEERLETRIE
AT AT

PREMISES

et

General _

ESiHE AL

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

3.0. B, BiEE RETOFRES A KBS /R
HEUSROFRESISEITURINRDNTHIEE
TYBIEPICHEELTORT SRS,

3.2. Premiges 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 HERVRESERAZNADARORE LIS ER
HRSHENCEE R T DL BRI EERGEREES
haoe, G XELEh-FRIRIZENERL. YT
ABRAICIEESZSLAThiRELEL,
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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. .

33 WH, RE. EREEUVEBIETENTHY, FEhb
(LEEN SEERCEERURETOERSR, XIZE
BEOEREEBISHLTERERRIFSLIL,

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

34 BMTERX BB DRAZZABICHFLETS
KIITERETTh, FrRESNEIThIEGEBA0,

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. BRLSN TWRNASIE B A ST ELHIE T AR EA
EBNTNENFHIEEELHEN, 8. RERVREETER
BT THEELEVDARSERELTERL T ADA
Ly,

Production Area

BLE R

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
matetials (e.g. penicillins) or biclogical preparations (e.g.
from live micro—organisms). The production of certain
additional products, such as certain antibiotics,
certainhormones, 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 he allowed in
premises used for the manufacture of medicinal products.

36, XX BRICKHERELTEPHRESDVAIER/NERIC
IO, SRERORHE P IER= YL 8) RixED
FHHEAF (PIAEEFELTWIREYREOLD) D XS5
BRCEEROREICE. EATELACHLAHRD
EimAMERETERITNIEELREL, HEABOHAR. HB
BOBRILEY, HEIBOMBEEDE. HEEOSEMHE
VERUVFEESZOISLERAORNETE—DESRTEE
LTG0, A ELT, HAETHENE LN, E
BN T =230 MThh THBESIZIXR. Chd
DHEBITOVWTOR—HERIZE 2% v R—2 7 ()
BEDT-ABE S EDEREE) TFEND, BhFRY
BREHOISETZENOREIEEIOMEICHERT
SEMTEFIRLL,

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, :

3. ML AEREDFEN., RUBELEFELILITEE
Tz, REBMLTIRF CERLERRICT, BEhiThbhdk
IUTREAENTNBIENEELLY,

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 aveid cross—contamination and to minimise
the risk of omission or wrong application of any of the
manufacturing or control stéps,

38 FEBMAVLEARE BN, BEAERRARL
FEhoORAOBRER/MEL . R ELERBL, X
BETRXEEEEEOEERN. HHL XM /0
DURVERMNRICT 5&5, RBRUBHBERRL. #
BB HISESE,

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.

3.9, MR R U —REEM N, PHRAXIE/ L8
mARBICREShIBAE. BYASORE (B K&
UXRI) IEERT, VUFMRUBIRIESSAL £
WEFMEZHESE Y FLBENODENLER. &
URETBEXHEBIMTAILDOTRThIEESEN,
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3.10. Pipe work, light fittings, ventilation peints 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
Toutside the manufacturing areas.

3.10. BdE . BHRUA TR, R R UMD —E R 5
BEL. FRLUKWEFOBRERET SRR R
UREBYT 52, RSFOBRO A, TESRYEEXIEES
MEIETRE TR IELRSAL,

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

311, KRBT BOE TR C. oy TR EDELLR
HERTHoE, EREEARGHAZYR T, BELES
= ;c:nbii AR R SHBARIELS &SI, BALTES

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

3.2, BLSREIT, BYIHSRARUTREEEOmTITH
LiEE) ¢, F-MRBIC Lo TEBYRZERRECRE

RO, R ELERITEERUSBEED)EMEAL. ;dl%

E’J[_?ﬁ—ubm“i'hlimbm.\

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

3.13. HEFEHOREL. BEFZTORED &I
h, Egshi-EE=EcirhiithiEiasial,

EETS

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

334, BRARAET BBE AR FoTUoT . BE.

:mm&UﬂﬂILE@‘f’ﬁ%qj RS ROaERISE,
RERAREELEFREITLAOT LRSI T IHEED
Esuzmé:e: .

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 EXMOEAEDFHOEYILRR X ILXRFHE
E#TE S LR RURBLETAIFELEL,

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

A

3.16. BERE., FICABICLSHEEEEXE T LIEMN
X+ 27 EThRThiEEsiL,

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

317, TREEE. ThohBECHL. VAIEEJRTE
RIFSENES FHERE N TRELTHEL,

Storage Areas

RERE

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 REREELUTFTICRIEADHEERICETREHMHEE

VHEGHEEREBETEDTHREITHRIRIEAELEL:

HEFHERUVREME., REEG. LR RRURE

5. HEHESLEL. BETOHENASH-EH. T
SHHESh 2. BERXiZENRESh -85

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.

319 BREREIBRFLREFHEFRIAETALIFEXIE
BEESHTLERTNIERSAL, I, FhSILER T
EL, FEShABEREMBRNICHEELTITRIEALT
L GG REEHINDECESTIWALE, BE, BE)
ZhoEHHAL. AL, T=4—LAThiZEskEL,
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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. fe A O 1, RHH R CREEZXEISRELE
HRISEDE, ZFANRB AT FHHOREE, ©
EA BN “é"ﬁm._,ﬁ#m’c%m:-al‘;’i;rmﬁ”*ﬁ*éht
L‘nlfhlinbf&'a\

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

Any system replacing the physical quarantine should give
equivalent security.

321. REEREA RS ShEETOESICEIVERIEN
DEBEICE, CHODREBEABICERL, Fho~D7
VBAILFASh Iz A BISHIBLA T hIZES A, 93
RIREELISN DL AT LEFAT 584, AEORLl
ERAETDBDTEThIEESE,

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 %, HERMAOSMENFY LTI TREA
FITNIEELREN, YT T PMEERETIThh 518
L BRI NELEBILTHL3UTEATRELE
FhiTiEsi,

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

3.23 FAEREHE. BUIRZESShizREXZHIDE
BEDHDEEE SN REEF LTI,

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

324 SEICEECHIFEHX TR IR TREARE
CRELETRRGESEN,

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

325 FIRIL AR ERR OB BELEAL
hok. ChoaEHEORS CRELESCHL TITR
BOTEEIDEHN ISR,

Quality Control Areas

mEEBEE

3.26. Normally, Quality Control laborateories should be
separated from production areas. This is particularly
important for laborateries for the control of biclogicals,
microbiologicals and radicisotopes, which should also be
separated from each other.

326 BE. nEEFEFREFTHERE LS \Eﬁén’cu
S&, ChidfF &Y. MEMR UK ERETEOE
BORODEBRECEETHY., ThoDREB=ERTLE
=R EEL TR M RIS S0,

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 EERBEL. T CRIhN AT ECET BE5 &t
ENTVRLE, BRR UK UERER T 5D+ 57
AR—ZAMEZBNTNDLE, T LR UREDI8
DB THIE D BEFRR—R LTS,

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

328 MR RE . BRI E. SEhoRET S
1012, OSSN BN RETH DS,

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

329, ERFHX IRAEEOHIF T DI
THEEIOSSBRECEEALESGARETHS,

Ancillary Areas

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

3.30. RBE O RigEABSHTORITHITZLE,

3.31. Facilities for changing clothes, and for washing and
toilet purposes should be easily accessible and appropriate
for the number of users. Toilets should not directly
communicate with production or storage areas.

331 AR, BOUVICFRVNRUMLBREXBERICT
HEATE, FAEFHICHLENGENH L, FMLIE,
S VLR ERELEECBELTOTIEAESEL,

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

332 R FEEOERESE, BLERENSTESE RS
hTWBIE BREVIANAERKETRESNDIES
[CIETEIC, FSEZORZCERAORERIEAYH—F
TRESNETHIEESE0,

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

3.33. YR BSh AU (FM~DT 7R RU
f&ﬁ&&ﬁnﬁﬁ*”éﬁb fE DRI Mo+ HIOBESN TS

EQUIPMENT

B

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

334 WEFRFITOMHBOEMITE T HLIIZE
EBERVRSTEEINGILE,

&t B

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

335 BERUVRTEEEEIRARKEICHL. LWIHES
fERRERERIN L,

3.36. Manufacturing equipment should he designed so that
it can be easily and thoroughly cleaned. [t should be
cleaned according to detailed and written procedures and
stored only in a clean and dry condition.

3.36. HERBIBRBIC, FE-ZRICHRTESKIIZE
srEhcuniaithidasian, FhiddacxEbsht:
—;rlltafi"m\ﬁm L. laé’cﬁii&u_ﬁ“&ta}a{%#‘én

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

3.37. &;%&Urﬁ#m&ﬁ*Iifﬁ%ﬁtfa.bmujt_ﬁié
h.EREEhEZE,

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

3.38. FRIRIELANEDBRIILFRLHLTDIICHE
shalé,

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.

339. FERBHITHFIZHL, LWAERERLRLTIEL
DI, HR M T A LTRSS OSSR TS
DOREITEZEL. FhlCI>TREEALLAEEETR
IS (TIEEEREES H > TIEADE.

3.40. Balances and measuring equipment of an appropriate
range and precision sheuld be available for productlon and
control operattons

340, BYIGHEBERUCHEORERVAERENEER
UEBERO-OERTRTRITIEELAN,

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 %, BE. CRIUVEEEEILEYZHERICKY
RESNEBIRTRIERUHERShAE, €D RIEH
BoBEULEFENIMREFShDIE,
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3.42. Fixed pipework should be clearly labelled to indicate
the contents and, where applicable, the direction of flow.

342 BlRREILX. AEHE % él#'é%‘*liﬁﬁhﬁr‘]’&
RY LOBRBEERTNTHOhSLIE,

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

343 mBK, BAALVKERU, BULEEEIZIZROKD
RER, MEMTEICRHT 7oL a sy R URAR
EREREF R INE LS -FIBIHIVEEZTEE,

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

344. RBDHAHJAREATEELE S, ERUSEREH,
bl‘iﬁ%hﬁ)i)‘ Rli’Ng.(&’EX[!’EG)Zﬁéhkﬁfﬂﬂﬁﬁlhﬁ
T~ —

CHAPTER 4 DOCUMENTATION

F4E XEE

- |PRINCIPLE Al
Good documentation constitutes an essential part of the |RIFANXBEBZRIIRERIES AT LICRMEAN, BFE

quality assurance system. Clearly written documentation
prevents errors 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.

(X ELEh-ERBIIOFEICLDIS2 = —L 3y
MoAELSBREMRILL., Fi/ v FBEDBIF a4
T3, HEE. EENARCERE., FIEE, RUSEIC
[FERY AL, if:ﬁ%itéh‘cmﬁ'wmiﬁém\o X&E
DRAVTSIREESEHTHD.

GENERAL

]

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

4.1, AR, ﬁ’:mqﬂl BRT o B AR o8
mAEELETNITEEENEGARERCEESh T
S. ThoFRBEIHOERLLTORIAER T

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

AENH . MIIERUAEERZIAVSTATOH
géﬁ)ﬂgﬁaﬁb. FTATOMIIRERUSETES

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

FIREICIE. PIZTHF. BR.BEEE, T,
?Egﬁ%EWEEiEEﬁEQfE%@%ﬁIZO[.\'CU)?E?T?

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.

A, BELEOREAROE Y FORE, RUSRE
gi:0):5?:El:ﬁi@lﬁ@dﬁéﬂhw%’cwEﬂx‘%#ﬁiﬂ%&ﬁ#‘

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

42 XETEBLCRE, e, BERUERRETHET
NiFZeEly, ThoEEERURFEREBORELNS
[SEELTOETNRIFESEN,

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

43, XETHEYITE, BEZAMD A Eﬁ“‘éht%‘l\_
YRR, %%&UH{‘fﬁnﬂﬁiénéhto
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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 hot allow any error to be introduced
through the reproduction process.

44 XETHARLGEARABRTHICE  BZAML, AERUVEBER
PEAICEBSh TWETFRIEELEL, BARELEELAT
ShCEELBWNETHFRIEELED, EHlah - E
BB TEAPTVE BERASERDOEIEERETS
gmat ?E?Ezﬁ&’ézﬁbfl.\ﬁ\&%'h'f)ﬁ\iL%’)u‘::bn*Féh
AW

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

45 XEFTFHHCBEShBEH G ThEELE0,

XEHNBETSH TLABEICEIBRATFERICERSNL

B LEMETHVATLEERLGTAEELREL,

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. XERXFEETHHTIFELLL, LALXEIST—4E
ERATIHRELNHEIERICIK. ChoORAKBEET,
HEAOT BARNWARICKEERBETERTHEMNT
F5, %Cz ST —EADRBAD-OIZFTHEHFIEAR—RE
Eﬁ[-}'é: -]

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. XELDRAITHLE bhf..l.\?ﬁ\fa.é&'“ﬁ:b%%l,
BitZ&E8Md 5L, ERETDERIZHHEIICITIS
& BEEBAICE, EEOBRERZLEThIEGSE
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. BRIT. BITAPERESI-BRICBWTEEE
ROFEEICETITRCOEE LTI EHTEETHDH L
SICERBNEERSER TN RSN, FholImiE
%nn@ﬁm#ﬂﬁﬁwd‘ﬁﬁwfﬁf&i‘(’{%?‘bmlfmd:%b
A A

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,
paper or other means, It is particularly important that the
data are readily available throughout the pericd of
retention,

48, T—ARX. EFHT—ANBL AT LA BEEXITHLD
EETEDTFRICIYRFTEIA., BRSNSV ATAIZ
BT 25 MORIEERTEL. RGO ERSEREELLH
hiEhohn, XEZENEFRHT—20E 5 EICLYE
Yikhh 25 &(1ZX, BESh-E0HHNa0E1—4R
DTF—EDANLISMEENTRETHDHISCLEIFNIER
5%, EBRUHIBRORBEBEIZTAIEESELN 7€
AFNAD—FR(ZOFERICEUHRBEh, T-EE
TFT—EDADFERIANRREET DL, EFHIHRETD
NyFLa—KIE. BRF—7 . Mo 740)L 4, BEXE
HOFERADINYIFTITEREICL>TRETEIE, T—
AAREFHEOSHBIChYEOMCRETELILR
HICEETHD.

DOCUMENTS REQUIRED PHREME
Specifications HRE

4.10 There should be appropriately autherised and dated
specifications for starting and packaging materials, and
finished products: where appropriate, they should bealso
available for intermediate or bulk products.

4.10. tl:?él%'ﬂmﬁﬁl EHH . BRICRERHRICHTHE
YICERIEh BTSSR ELNHHI L, B
?‘A‘é‘_liqusﬂﬁ'tnnxlilUl/‘?%'zﬁﬁ(—ﬁb"f%%ﬁbﬁ‘%
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Specifications for starting and packaging materials

HERHERUEHICOVTOREE

4, 11 Specifications for starting and prlmary or prlnted
packaging materials should
include, if applicable:

4. ZETIBEE., BREHRU— A IZHRIEhT-
ARHBEOBEEILUTERLE

a) a description of the materials, including:

a) BTZEEOHEHOE®R

= the designated name and the internal code reference:

RSN ARRUEABEI—F

* the reference, if any, to a pharmacopoeial monograph:

- BERLSSEE. ERAT/TITIHT SR

* the approved suppliers and, if possible, the original
producer of the preducts;

i&jé#’tt{ B RV, ARSI L RE R O

1_35

* a specimen of printed materials;

- FRlShi-aEtHioa R

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

b) BTN T RUABDIE R GIFIEEDSHEE

c) qualitative and quantitative requirements with
acceptance '
limits;

o) ERREEZHIEENRUEENES

d) storage conditions and precautions:

d) {5': FHERUEEER

e} the maximum period of storage before re—examination.

e) HERAIORAREHRE

Specifications for intermediate and bulk products

MRS R RV IERICONTOREE

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, PRARSFBEONILIBEABA X FTEEENDE
B XFHEES ML ELN =T 20 B 88 O 5
[CAWLLNDBSICIE, ChS[TOWTOBBEN ST
(Fashiy, GEZBEEL, BULBS T HARR T
BRBRERCOVTOLOERIETHRITAITEDALY,

Specifications for finished products

RREMOBRRE

4.13. Specifications for finished products should include:

413, RERAGOBEBEIUTZEL L

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

D BROREAGAVELT 5B EEEEA—F

b) the formula or a reference to;

b) I RITHHEE

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

o) EESHEAVEEOHEMIOLTORH
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- |d) directions for sampling and testing or a reference to
precedures;

d) LIV RUBBROBRIEIFIREOCSEE

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

o) ARREEEHSIEENRUEENZRN

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

) REXRGERUVZLTIEAICERUERNEOIESR

g) the shelf-life.

g AR

MANUFACTURING FORMULA AND PROCESSING
INSTRUCTIONS :

HelARULEREHE

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. '

EXCRIESNBENS RV T EERESFHREU
BEESN DI FH A XS LICFELLETNEELEN. £
NHIFLIELEN D OXEBICHRELHLNR TS,

4.14. The Manufacturing Formula should include:

4.14. HEMKFIIUTEZSLIE

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

a) TORBICEET SRESHEI—FEFHRE

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

b) BEGHR., RADAET/vFHAX

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

o) RADEME, HERBICRENCHEEAKLSE
J—FzAWCEREESh -, EASh 2 HERHOUR
M MITEOBETCHETIVNOESMEICONTEE
BELATRIEGSE0

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

d) FRREZF-LHAFINIRBINE, RUERETS
HICFEET SRR DIRED LR

415. The Processin:lg [nstructions should include:

415, MIITREHEBICIBTZEETCE

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

a) MITEEREBRXVERTIEIREEDLL

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

b EEEEE R T AR A RSN EA %
DOSWE(PZ I %S, HAT T KRE. BE)

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

o) ERFEEE-o-sEMr TIRHEE (A 1, R4 et mrilt
B, FEREmIERF. BERRE. BE) :

d)} the instructions for any in—-process controls with their
[imits:

d) WARSTREERECOLNCEH. REBEZHF -1

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

o) BEFBERIC, BRDNANIREDORE BE. TR
RUBSTHESICIFIGCRERLGESDHD
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f) any special precautions to be observed;

) BEFTAERINEERSTE

PACKAGING INSTRUCTIONS

BEERE

4.18. 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:

4.16. R, "ﬂ'ft’?(&lﬂé‘l’f”f._ t(DIE_t{__;‘JniEéjhv
AREREAHEI L, ChORBEETE, X%
TIEOWTOSREEELTE

a) name of the product:

a) R4

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

% EERAR. RUZSTIBEEAMOLTHR

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

c) ﬁ%’l@%ﬁqﬂ DERBIOVNTH, EBRRIFEETRSN
t=AETAX

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;

Jd BEEHHORRCEES 23— FXIsBESR
. E8E. VM ARURALTEED. #EEE’]J\‘HHJL«{XL
PDEESNZEBEHBORLEYRN

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;

e) WYHESCIE, HIRSh-AET 58 0y
TNXITHESY. RUE ROV FSBES RV ERE
BOEZEREFERTRE

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

D {ERRBEIDSA )T REREETH-ODNY
;&Eﬁ%g%ﬁwﬁﬁﬁb\?ﬁﬁéﬁw~ BEF A&
TR EE

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

g) LWIVESEBLMHEEZELSH. ﬂéfﬁ%&wﬁm@“
BEBICHONTORE

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

% ST R R VAR EREES TR EDE

BATCH PROCESSING RECORDS

NYFIIERERE

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
errors. The record should carry the number of the batch
being manufactured.,

417, NyFEERFEFHEESN-EI\VFITOLWTESE
anmm@mmn ZTHhITHERZDSh TSR EM
ARUIREREREORET ISR INTINEIE, 7
O &G BEFERTEH AT SR ERIT A LS (R
n'l'éhél—& %u_!j{uaﬁ[ liﬁzl&éﬂf*/\‘f?dﬂ//\_ﬁﬁ
SmEEhThaZE,

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

WAhESTRICOVWTE, BT 2h1lc. EBERUEES
ATICIE, PRENLZIEBICHEELEVD GO G, X&
XIFEHELSZRFERET, FEELE S TERCHELR
BTHOITECONTORENREIhECL,
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During processing, the following 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:

TEGPE, FEETENTHONF I TUT ORI E
HBeh,. F-TRIZCEERIZIBELEICEISIEAED
E{Tnﬂﬁ&(}%‘%ﬁ""bh%;&

a) the name of the preduct;

D BEE

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

b) ELEORHE. EEPRRERURERT OHK

c) name of the person responsible for each stage of
production;

D BEGERECOVCOREER

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) BRLEBEMNERTFYIOEEERY. BYLEEC
EohoDEEERAIZ, FE)DBIEODM= vl

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

e) NYFFN—RU/ XIS HEBESLLUICER
(CHHREN =& HRERHY (OMNMEBS AN~ ITEMLE
hW-EHEEALLEEETH, F0/ \v?dvz I—&Fm
BEEEOIHE

f) any relevant processing operation or event and major
equipment used;

) BTS2 TOMIIRERNEER., FRALEER
=B

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

g) Ihﬁﬁd)nﬂﬁ&lﬁ%ﬂbwﬁﬁﬁ%@*f—/&)b B
Fohf-fR

h} the amount of product yield cbtained at different and
pertinent stages of manufacture;

h) REOCRGSFT-RETIRBCOFoN-EMRINE

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

) BSELGRUEEHERENOERICEAL,. B4l
YERBEhiz, S GRECR I SRR TS AMLE
&C

BATCH PACKAGING RECORDS

INyF a5

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
quantity of finished product that will be obtained.

418. NyFaRERFEEEETNEE/\YFRIZ/I\vFD
— BRI DNTERELEThIEGESEN, FhiTadisRE
DOEES S ITEONTEY., F-F0 L5348 EERT
SHREIIEREDIRAEEBTHESICHRENT AL, HEkatRIC
liﬂééhé/ SWOBROINYFFoN—RUEE, 5
ICRohSRBAFD/INYFF27 \—&U%E%&Et)\
ﬂﬁéﬁtu&ﬁhfi&bm\

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.

BDEEEFRIRT AN, EERUEERERICEFES
Ni-EBEREC, THBRLUOES. XEXIIFEHN
BN THELY, FEBIERTHEAICE T L&
FL. BRI b,
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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 cperations:

LT Oz, BREE, #TRICERTECE, LRICE
AftZEil. REENERTHIL,

a) the name of the product;

a) B

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

b BEFEORE

¢) the name of the responsible person carrying out the
packaging operatlon

¢) AEEEIIONTOEEESR

d) the |n|t1als of the operators of the different significant
steps; '

d) E—E%E%X?“}j@‘l’ﬁ%%ﬂ)’f:‘“/’v)b

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

o) IREEEREZSY. ARERBEOR—ERVHES
HICH I HREDIH

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

) AWEBERUVAESI~DBEESH. Efiah
o EEEOFHE :

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

D LB ARERL. AvFaI—F. BEIEBATOIE
6%131]@!@“}5&&0)%2&%%&), BREN R R E 0D
)N

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

h) SERARVIREBRENOERICOVNTO, B4
(CRURESH B A LS . BRI MERVL LR
BEBRICEYHER:

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 quantities of
obtained product, in order to provide for an adequate
reconciliation,

i) WG BEEEMT 00, LW HEh, FES
N EENEREECEShE, $RTORTHERUN
WNOBEOHRERUSBES RILHIEFS. HUICES
hiz#RoHs

PROCEDURES AND RECORDS

FIRERUVES

Receipt

2T AN

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

419. FHBEFEHZLVIT—REAZEHHERTCERHHED
EECEDOZITANITONT, XEILSHE-FIESRUR
BROEFELGIThIEELEN,

4.20. The records of the receipts should include:

420. 2T AN DERERIZLTEELIE

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

a) MABRUREXRHLOREA

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

b) [RED MR Z RV XIEI—F (2L BAEEZEH)

¢) date of receipt;

c) ¥AH
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d) supplier's name and, if possible, manufacturer’s name; |d) HGEZFBRUV ., TEETHNLITEEEH A
e) manufacturer’s batch or reference number; e) %iﬁ%%@)l \WFRIESHEFv—

) total quantity, and number of containers received;

f) BHAN-AHRERVESRY

g) the batch number assigned after receipt; g) BT ANBCREYH T/ \yFF/A—
h} any relevant comment (e.g. state of the containers). h BHEST ALANVEDa A PIAE, BBROIREE)

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

421 HRFEH . BEMHE R UBUEES (KR O R
THARASINILETR, F%E&U{%mﬂ)lti{téhﬁ
IFEAHBL,

Sampling

e

4.22. There should be written procedures for sampling,
which include the person(s) authorised 1o take samples,
the methods and equipment to be used, the amounts to be
taken and any precautions to be cbserved to avoid
contamination of the material or any detericration in its
quality {see Chapter 6, ltem 13).

422 FEIEh -7 ILVERERE, ALWSHERVEE. ¥
RELUVEHOFLFLEIIIFOREICBE TSNS
ZEIFIETEDHICEBTTAENIGELEEEEH(ES

FEQI3ESB)EE O oIy L'DL\’CUDtﬁﬂ:TE
hi-FIEENHSH &,

Testing

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, [tem
17. '

423 FHTDIAERVEEFTR L, BUDELEERME
THRHERVHAFEABETLIELSNW-FIEERH LS
&, %ﬁﬁbf;éﬁ%ﬁlﬁﬂﬁ?é:}:(%SEG)WIE%EE)o

Other

ZD b

4.24 Written release and rejection 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.

124 EHRUH B OB R VT AR R, Brz0BH|
Df=-BHIcBESN A —USA XRN—V 2 LERHREE
DEEED =D HEHEIZONT. FIFEAH B,

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. BREITIGE ., NYFOEINRERETH-HHARKDE

;E\{‘)J?@Eﬁnﬂﬁ’&'ﬁ#b?&(fhli&btb\( $8ES

4.26. There should be written procedures and the
associated records of actions taken or conclusions
reached, where appropriate, for:

426, LT E DN TR B S RER VRS
g{{ggégé%“l (X, ELIRRIC D TR D I8k

- validation

N F—ay

+ equipment assembly and calibration;

-EBEDOHAITELIUKIE

* maintenance, cleaning and sanitization;

| FRTFEER, P LEE

* personnel matters including training, clothing, hygiene:

-HifE. B EEHEEOARICETSSE
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* environmental monitoring;

RIBE=4YLS

* pest control; B -BAE
* complaints; EAE

* recalls; "B

* returns b

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

427, FEQGRERUVFBEBICOLNTOREELIRES
IREAHEHIE,

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

428 FEXIFTEBELGEEIZONT.BH. \F—3
VORI, B EE, EHRIEBEELIZ LT, BHfH

RUChOEREEREFIEET %énﬂﬁiéﬁ‘”‘ Lizi+h
F =Y (AW

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.

420 05 To b RERIC . TS EEE. B0
B2 DB SRR OERI N CRBLETh IS
BATLY,

CHAPTER 5 PRODUCTION

E5E HE

PRINCIPLE

IR Al

Production operations must follow clearly defined
procedures; they must comply with the principles of Good
Manufacturing Practice in order to obtain products of the

W R S h - TR B TR hT
hIEBLEL: Tho AR EL R EEE T AR S ME T
BAICGMP QEBIISEHA L. 2B a7 B

requisite quality and be in accordance with the relevant BRFERZBICHBL TGRSR SEL,
manufacturing and marketing authorisations.
General 2 EE

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

R i AR DE 3y e 3 e T

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 FANRURE. U 5 B, 7’\leiT h
LVHL. InTmE, ﬂé&tﬁaﬂﬁw;o&irwﬁﬂﬁv
HRORYRLE, XBbEh-FEE X LIEEEI-
E-TiThh,. REGBEICIZEHShEIL,

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

5.3. érm)\ﬁlﬁﬂ{:out,Ei&éhf:ﬁ%ﬁﬂzi?
BYTHACEF R TH-HREALETIERDAL, B
%&EK\EQ%AL@ HFRL. if:ﬂ?%@—r—&féﬁ-ﬁ'q“é

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
Pepartment.

54 BRAOERBEUVEHO SHICBREERIFST
REEDHEINAMEEHORMBELRE S, ZBINFE-H

HEEBMICHREShEIL,

23/42




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 A EERRU BRI A EEOEE .
TR S pt BT 5 BN A E e S B £ TR
. XS LT TR L,

5.6. Intermediate and bulk products purchased as such
should be handled on receipt as though they were starting
materials,

56. PREBAREUNLIRBELTRALLZERE. ZA
AOBCHERBEL TRYERDR T ERSEN,

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

5.7. T RTOBRHRUERIZREFRICEIUEISh A
P& T C Ay F ORI RVEEQRENATREELD
FOICEBRERETH L,

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

58. INEICHT HER. ROUEONZRE FFERE
%‘ﬁiﬁéﬁﬁﬁm\:t&ﬁsﬁéf:mz\%{:mugﬁw

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. BLARBICOVWTOHEER, BRI ERD
DRONERTHEEEERNT, A—DEHETHEFTX
iER L TR L TIEELEL,

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

510. BEOFBREICHWT, AREVRMAEIIHEY
RUOMOFEISRESNDIIE,

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. ZRLTWAEHEURARBICONWTEET IR B
BORERCIEEES LT3 EEA LRI,
;gf;t##l:%}izﬁzliﬁ%iﬁﬁwmgwﬂnU?&L\t:%fli

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

512 AEDNLETORBIZEVT. £TO. BEHH. /ALY
HH. Lo AEELEBRUEYZISSSEC, T
2R X IR . FOAMEEHTIHBE) RV
NUFFUN—-ZRTRRETIN. HINIBDFET
HEShdC b, ZLTHBEICE. CORRIIEEDE
(=1 pubem] RN o F-GE T - Y

~ [5.13. Labels applied to containers, equipment or premises
should be clear, unambigucus 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, EEX(IEDICEBAIhASAILIL, AR
T. AR CERTENRELEERTHE L, SNILLED
EMCMAREERTEE AL BT, 8%, T4
BOES - OEERATAIEZLIELIEERATH S,

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 BREDORELSB~RET -0 CHL o8
B U OEBE L. ELLAE GBI TONAIEE
BAFT31-HHERT HIL,

|

5.15. Any deviation from instructions or procedures should
be avoided as far as possible. [f 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. EEIEX(EIFIRENLDLNEDEE AT RY
BT AL, RBREAEELER (X, BESICEREE
I&%‘&BF%%}JJE L. #BZETHELN. EEICTRESSHC

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

516, BLEZTSEBMA~DOTOLRIL, FAlShi-=-EDH
ICHIBR LA TR IEREBEN,
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5.17. Normally, the production of non-medicinal products
should be avoided in areas and with the equipment
destined for the production of medicinal products.

5.17. A%, EERMEEAORERICHENT. FEER
HERANEKBEZAWCEERERZEES ZLITHITAT

o

|PREVENTION OF CROSS -CONTAMINATION IN.
PRODBUCTION

BSICHITEXXFEDRHLE

5.18. Contamination of a starting material or of a product
by ancther material or product must be avoided. This risk
of accidental cross—contamination arises from the
‘luncontrolled 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,
biclogical preparations containing living organisms, cettain
hormones, cytotoxics, and other highly active materials.
Products in which contamination is likely ta be most
significant are those administered by injection, those given
in large doses and/or over a long time.

518 MDRHEIIHRBCLEIEREBEH NITEROFE
[XEEEHEIThIFEESEN, COBRMRTIFLOUR
21, BERFORHAXEHINSOHBEA TLGLNE

B.AREBR. ATL—XEMEDMOKE. 5B LOE
BY. RMEEB DR RN LET R, COURIOEKRE
. BEMBERVFLINIE S OEHICLYELS, t
TERLAELFLEVEIERENODE. £8%ES

THEMEEA, HEEOFIILT . flaSE. RUMOS
EEOVETHS, FEABLEATHAILEZILNAE
mlEESHF. ALV LEHRBSSh 388 TH5,

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

519, R EEIPARLTO SR ERRHNE
A8 EDFE KUY ShEo s

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

a) RASNERETORE(R=VUVE ED9F,
SRBH RV HSED MmO EDFRRO &SERIUK
Hohd), XiFFro R~ EE (BHICE 5598 &%
RISEIERLTITh M AEE S

B) providing appropriate air—locks and air extraction;

b) BYEIT Ry RUHADER

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

o) RUBNEFR+RESh-EZROBBXITHR
ACFYBIERIENSFLIRIORIME :

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

d) XXEROFRZIRIZFSHSNMILEEH S
KEHNTOREXRDEFH

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

o) AMTHEVNEEORENREEFEO—RALTFRR
THAIDT. ANESRHMOESRUBELTIEOGHA

f} using “closed systems” of production:

H “HECRATL” ZRALVEE

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

g RERROHBRRUVEBE~OEFRERROER

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

520. X EREHLET HFERVINODEIRES
HEN-FIRIZHELERMICRERT AL
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VALIDATICON

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

N TF— AV [ZGMPERIETHEDTHY ., HES

5.21.
NP RS RIS 55, BRRUEBIEENRT S

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

522, FrROEENFXITHEFXZEFERATIER. 7
NAREQORAETIRICHET AILEFEIT IO DEME
RO RESN-EHREUVEEZHN S EOTLE
ﬁé%féﬁénnﬁ@%nnéfﬁ%ﬂ’]{ ﬁtl&@"éu(‘:ﬁfTé

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

523. EBRFIEHICBFANAELEFLSD. BL5H
HEU /- REITIEBROBREICEEARIZTAeEENHS
BETHEAOFERGEERICODVNTIHAYF—avEElE
LA iEintiiy,

5.24, Processes and procedures should undergo pericdic
critical revalidation to ensure that they remain capable of
achieving the intended resuits.

524, TEREVFEXFASHITHOGRAZE/RT A0
HEHBL TS LR T 510, E?;ﬁE’JL_’)UT«dJ
W (REEASH-T-HEIZ %hﬁ%ﬁt%éd:vva)ﬁnu
FT—AavERITHIE,

STARTING MATERIALS

H

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. HERBOBAR, HEHCEALEEORUS
BHFBERT DRV INRASTRERRGEHTH D,

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. [t 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. HEFRFIIEET SBIEBICRASNTLERES
hi-HEEMOH, T-TETHhIZEESHOEE
[CEEASh DI, %%iﬁ_%‘i:d:%ﬁﬁéhf:&%ﬁ*#!:ﬁ
TEHRBERGE SR TISEL RSN S, TR,
SRNFRRUBEEMS, GH5UVITERRUREEHE
FIFEEDH. YEHREFRHOLERUVEBRDTXTOM
Eggl,\'c @:1_%&01 HSELHICHRT S LIEHE
T .

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.

5.27. FEEIZHL . BRIFETEUVHBAOTE2EIZOL
—écngéf_‘fl% BEUEREZEOIRNILED— ﬂL.’DL\'CEE

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

556 ELE O EEREABA S U F CEBREN TS
BIE. BAYFIEH LTSS REE. RUSTREIEIC
HLBAERAINBIE s

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

529. (RERBICHIHFEFRHIETBENSANKZTEND

|CEEBSEDIEESRE), SNILEDLALELUT OFEHR

FRLIL
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* the desighated name of the produst and the internal
code

reference where applicable:

- %i'%;:?nw%ﬁ%éhf:&%&U%%?‘é%‘%lﬂilﬂ@%ﬁ%
:.—

* a batch number given at receipt;

 BRANERICHEESh - A yFF -

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

;Fﬁ*ﬂm'i%%l:li‘ AR O REGIL . R . &
18 TEH)

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

- BYIESSICE, AHHRRIETAEEIZEUTRE
MRBHEEGH AT

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

REAEZICOLEI—HEShTVEBE, EROET
DIEBADBLTLESANECRFShhE{TRRY,

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, [tem-13).

530. HERHOEBEROARYOR—EEFEIT S5
PRI E L XFENHLE, YT LRS-
IWOBRIIEESh LI E(EE 1318S8),

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

531 mEEFEAMICKVHEREHREATEY. hoF
PHEROHRRBOA N ERShEIE,

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. HERHX, ELLWVEHAER CHETISALER
ShEBRCERICEEXITHESh I L2 RT3
O BESNEEO ALY XBLShE=FIRISHELAL

[HEhETE,

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

533, LHSh=EEHIE, TOEEXEFEZEHT
WL TR Sh, TOREMNRBRINEIE,

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

534, BNAYFOLEHICHWLEHEA R E—BCEEX
h.FEEOIERBIADEIIITSANERRENBCE,

PROCESSING OPERATIONS-INTERMEDIATE AND BULK
PRODUCTS

TRER PRRRRUILIEG

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.

5.35. LWAVEATR{EZLRRT 20, FERERUE
BILESRFT. FRREOFRZICHEOLLY, HEEY &
. BROBRBMXIIXCEL RN CEERIATARTFYT
AELhBIE,

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

S8 SRR AU L B EE UG T R

537, Critical processes should be validated (see
"VALIDATION” in this Chapter).

537. BRIREBICODNTAYT—avi2RELATFAIE
TR (FREQNYTF—2 3 "S8),
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5.38. Any necessary in—process controls and environmental
controls should be carried out and recerded. -

538 BELGVMNIAIREERUVEBEEFELERCNE
RS hdCé,

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

5.39. HIFFINENLDLDEHEXRER S, FASFSNE
“SAEshHCE,

PACKAGING MATERIALS

2k2)

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

5.40. —RAEMHRUFRTHHEOBA, URLRD
EH(C(L, HEEHISHT IO ERHRICHEDEEN
bhhaleE,

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 igsued for
use only by authorised personnel following an approved
and documented procedure.

541 ZTEMBICHLRAOTES WS E, Tho

BUACTOT I ERAERRT K55, Bk ETH
%ﬁlk%;"Ft’{%”"éhé-_t YT B MO BERIL AP
FTVRTRHHE, ERZRETSHRISNTHLOHh
EESPTRERVIESND L, AEMHOILLEL
X, E@mEhABOHITEY, RBShELXELESHh
L%llﬁi{ HWLMThhdIE,

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

542, RHEXIEI—RAEMHIT., BEZEX T/ AYF
gtn; HEREMNGSEREXEIFENEENTEShED

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

543. k3Li. XIFIEREL>F=—RBEMH TR T
HHEITHEESN, E-COBFFRHESNEGE,

PACKAGING OPERATIONS

RIS

544, 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.

544, MEEEICHTEITAVILERETHEEEK. X
XEEERXEBERDYDIRIZR/NET HIHD
FAOFEN LS L. MENGRRAZWNRY, B
BHEREEELTEELELIL,

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 according to an
appropriate check-list.

545, BIEEEFRODIENC, FEXE., BT, HIFI
BRUHBOEEEXFSETHY. ELAMERSN LN
55, BEXiIxEL, Chiodtdl, BEOFZECH
BLahGWBEEBEL TRV LA BT EIRATYS
REbNBI L, FAVINTIURITBYEF Ty AN
fENRITEhSIE,

5.46. The name and batch number of the product being
handled should be displayed at each packaging station or
line.

546, BRI CLBRBDE RO \IFF o — B
BEERERT LT BREhBE,

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.

541, EMEN5T ~COHEGE R UAEN FEAELHM
[CEEShIF, B, A— iR USERR—REL0—HIC
DPNTHRBEh ST,
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5.48. Containers for filling should be clean before filling.
Attention should be given to avoiding and removing any
contaminants such as glass fragments and metal particles.

548. T CABBEBREETARICERCHICE, TR
AREUEBRFOIIELNGDELMESEEL., £
BETLHEELLDLIDIL,

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 ccour.

549. BE. KRTARUVHRITBIZENTSNILERAT
ELHFETERMIITHNIETE ELEITHNESIE. B
ﬂRliuhof._ti’\)lzﬁ‘r\iﬁiﬂ-_"J1'=f7§.l:\_c‘_'"éﬁ%nEﬁ'éﬁ
MEFIENAEHShEZE, -

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

550. BBICXIZEED—BTIThh AL SHRIE
EURAIL, O—FF3i—, B3HEIR) HEELESH R
@eh, FREHINLLE, FEECKDIAIRIZILEEHN
hh—EORRTcHERZEshICE,

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—tabels, in helping to
avoid mix—ups.

551. AvbIRNEHNSEBERT(AVEERS. HXHRE
FEDIRIVAAHDBA IS5 CiTh A8 IRENEEE
PHhbhdl, A— LRSS IEER O EEEBIT.

AVESIRILEYBEITELL,

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

552 L\IVESEFHII—FY 9—\7\»#5/5«-1!1
ﬁ*&fw‘-’/{«fx%,rtL<¢§3JL-CL\%._&E{%.,E¢/5L
EESMTHhhEIE,

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

553, AEMH EOHRIXILFRYSh

ERITRT
BAXTEECHUERETHECE,

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

T

554 MEMICETAEQOASI BRI,

Digled
LTEHERIT L

a) general appearance of the packages:

a) gl oéﬁsﬁ%%iﬁ

by whether the packages are complete;

b) AEMZL THHM

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

o) ELV AR RO A AEREN TS5

d) whether any cver—printing is correct;

d) LWAEDRIYAAHIRIBIELL

e) correct functioning of line monitors.

e} DA B~ DEIETTHEEE

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

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

555 JEERLERICEHAE L,T:%%E’ul:t\ HRGREE., AR
BEUBEShE-ABICKZRENTHON-BEDAT
BICRY LM TEd COEEIC ot\r#‘ﬁmuaﬁﬁﬂ%
BEhdIs,

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

5.56. HREBEAEFI"”&‘)B:{’W; HNIVIRBRUERTHH
DEELLUICHESh Iy MIED WIS ERL
XIZFREHTRVEVNLAETSH. HEATEHZERIC
(EEENREERBANEThSIE,

5.57. Upen completion of a packaging operation, any
unused batch—coded packaging materials should be
destroved and the destruction recorded. A documented
procedure should be followed if uncoded printed materials
are returned to stock.

557, BLAEMFENTE THE, N\yFa—FAHIREShERS
hizhof=L\hESEMBBESh, RO HETIS
&, a— I~E[lEll‘éih,'t'DEL‘%THHEEFL&T%A
&, XEbah-FIRIZHSZ &,

FINISHED PRODUCTS

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

558 mRERITENOORBAHF A YR ETHRESE
HORILEESHTICTREREShS L,

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

559, HRFAROHRED-OOHFHAEHEDHNIC, &
BLESNOIERAGRUXERRICONTOFMILEEE
(RMEEBICEREh TS,

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

5.60. HATAI DFIER (I, IS I A KB 0
EEELTHEEENIEIL-ZEHTTRESND L,

REJECTED,RECOVERED AND RETURNED MATERIALS

5. BB URGSHhT=FH

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

561. FEHROBRHERUVHERIX, TOLOICEHEELRTA
fThi, tiESh-EECHECEEShdE, Fhi
FHBFICRSNDH, XEBEDEB&ICEENIRIE
WEIN A0 OWThh ChHHE, MLhAEEHIT
ir@?m, ZErch- ARICKYRPBENF-EHRINE

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, FRABBOBEMIIIFSNIZOATICE, FhiX
BREQOREICEEERIFTET . HIETHESL., £-A
HEITBIRIFERML I, HESh., RBSh-FIEI
ENRESNLIBEICOHFETSND, ﬁﬂulwuﬂﬁli
RETHIL,

30/42




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 authcerised 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 HELZGKBEICESLTHWALEON Y FOLERXX
—EE. A—EHRON\YTFOREOEEBICEEAD
CEICEBEIMFEEHEMCHERBENEE, CORENY
(L. FHRICHT NN R E DTS LS H
THETHVROETELI-%IC, HEIh-FIBICHEL
EEShHTE, BINEEFRET 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 BMIeh-aRAE RO RN EEE e R RE
BOEMRGROHEEREEBHAUSHEBLEI A1
A=Y AW

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 WEEEOEHEEZENTLE--TEISERESH
FEAIE. FhoDRBAHBE AT LCREO S
HWLESESMIIET S8, FhbiEXE LI -FIE
[CHEWREEEMABUGHEL=BIZOH., ThE0
B, BoNILRTFXISUED AyFAOYHNA—EE
ZEELCRL, COFHMICL. BEEROBE. REL
TONNRGRESEE. TORERUVUEBE. bz Fhn
HESh TUEORBHEOT R TEEEICANSIIE,
HRORE I LEALELHESE. EERSEEIN
I AEANGILFMEMIETETHDIA, BHEX
EBEEBICHETI&EFEZ LN, DR LARSE
Bb@EY)Icagdocs,

CHAPTER 6 QUALITY CONTROL

=]

¥F6E RBEH

PRINCIPLE

L0

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

mEBER. UL Y BB ERUVRR. GoUITHE
THEY HARNEESh. R XGRSO RENER
TESHLHIMESNSETRHEHR N ERO O HBEHFTEh
9 R ARG L HROOHBSFRSh L
ZFRAET S, H#. XBERUHEHFTEIECDOLTERY
5. REEBEEHEREAECBRESh . G0 R &
B LRt OB 29T _RTORECHASELEFAIEESLA
Lo mEEEAMEMMBITILCHAILEZSEEENS
BIREIEBICDATHEEEZLND,

Production is considered fundamental to the satisfactory |[(E1FELSR),
operation of Quality Control (see also Chapter 1).
GENERAL oy B

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

6.1. BEHATORFECLICKREERHMALATHIL,
LA M ORI SRILTEY., BHICERTES
1D LOEREREZAL TV SBICE I BES

| REERTOIHOEBOTICHBIZ L, BYRER

I, FTRTOREEEDFIETHBNREMN DORERITELT
SNATERRAET BT TIFARAL,
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6.2. The principal duties of the head of Quality Contracl 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
products, ensure the monitoring of the stability of the
products, participate in the investigation of complaints
related to the quality of the product, etc. All these
operations should be carried out in accordance with
written procedures and, where necessary, recorded.

62 HEEEMMOROIELHEBIE2EICTFENS
hTvd, RETERMEEERLLT. IR TOREEE
FIEEREIIL., AU F—LavaREL. FIREETLEEG
ML, X, EHRUVEAROEER YT INERE
FHCs. BRRUARBROBERTERIEYT S,
MGAOREHERLFRIATEOE. WRRHEICHETHE
HORECEETH_LLE, ERBORBFELHT .
NHDYATOERIE, XELSh - FIRICHELEREL.
HEEEEFREELETNIEELEL,

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,

63, BREGOFEE. aal. LEEEHROR
2. SEEEERO)DXERELE 21— BRI
~DESRUBEDEREERDBEESD. TATO
BT sEREASTHL,

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

64 HEETEBR(LEULESICEY LTIV RV
EO-HEERRIZT I AT THI &,

GOOD QUALITY CONTROL LABORATORY PRACTICE

EEARE

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

6.5. EBRHREOEEREL. F3FICHRESh-RE
EEREEICHTI—BRHEAVEEOEHIcEELAITH
ET AN

6.6. The perscnnel, 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 iaboratories, 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.

66. SBREDCAR. BY. RUOEBE. AETHEOHESE
EURBICRYBBLEEBETILICEUTHD L £7
T OZEWICESS IR T SEAIC— U= E D ER
EQFERIIEEOEBRNHIBGEHFETIIIN, Chik
REEERHICTELATRIERS AL,

DOCUMENTATION

XEf

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

6.7. REREOXEEGEIEITRLEREANZHSZE, SO
XELOEERS X, RESBICETILOTHY, T
(CRITHETEBRICONWTOXELEOHICH Y S
FHZHENTHIATRETHSLIE o

*specifications;

-FR&

*sampling procedures;

HUTYUG EE

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

ABRFIERVERE(GHT—I M LadRE/—~
z &)

ranalytical reports and/or certificates;

S TEREE LD LABRRES

»data from environmental monitoring, where required:;

BEBEGBEIRIBE=2I T homT—4
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~validation records of test methods, where applicable;

ZETHEEIE. ABRTRONITF -3V RE

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

gﬁ%&w#f?ﬂE&U%Emﬁ?ﬁﬁtzoL\f@%liiﬁ&tﬁ.‘%‘ﬂ

6.8. Any Quality Control documentation relating to a batch
record should be retained for cne year after the expiry
date of the batch

68. NUFRBEET A B AR EEONERE
b BB \vFORMNGRE FRESTHL,

6.2. 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. HHEDT—2BIAIL, PHFBROEE. INE, B
BEBEICOWTIL, iR E R OFEM% A6 [-?‘%»7:7.-%
THRHoELN RSN D,

6.10. In addition to the information which is part of the
batch record, other coriginal data such as laboratory
notebooks and/or records should be retained and readily
available.

6.10. Ny FRED—EBTHAEWICINZ T, HBRE/—F
&L\Lnﬂﬁwctjfa-{tbﬂ)?jﬂI}ﬂ')bd)T-*?%f%‘"“‘éhit _
EPMNFIHTETHEIZL,

SAMPLING

YLy y

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

6.11. YT ERIZ. L TOASHI L BEh -, RKES
WXEBEShI=FIRIZH#LMTHhBIE:

*the method of sampling;

BTV Bk

*the equipment to be used;

- Ao hbEE

*the amount of the sample to be taken;

FERYUTILE

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

s BERETOHTILOMNSHIDWTOIETR

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

- AWS ST LBRBOSITRURE

~the identification of containers sampled;

BT L RENEN - B RO R

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

ﬁ{&,..\ﬁlliﬁﬁﬁﬁwﬂ‘zju./? [CEAL. BT R
% é'C(DﬁEU&EE BEE

*the storage conditions;

- REEMH

*instructions for the cleaning and storage of sampling
quipment,

YT TEBOESRRUEESICOVNCOER

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).

8.12. 2F MY LT ILIE, FhOABRRShEEHERE
HRDNYFEHRRITEZLDTHLI L, FOMIZTET
BOANLZADINBEAURZIE, TIEORDE KD
Na&E=E—FBHOFU T NERBRLTERL,
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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. &yﬁ»'f‘éiﬁl:@. INyFFoi—, ﬂ:ﬂ"l}‘/}“ﬁ
BUHUTIVAERESW-BEREELICTRABDIZ O T
EHRERRLESANIERGTSEIE,

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 least 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 least a full re—examination.

6.14. RREI GO /Iy FMhLiEREhi=2ER Y7L
i, ﬁﬁ]ﬁﬂﬁﬁfﬁﬁi‘cﬁréhm#mdﬁnbmm =i
HARLEERROERET, {HEEE T TRESKET
hiFiEnin, Hﬂ?élﬁﬂ(,eﬁ% ARABRUVKES) DY T
LI, REEFAREENIZOTHNIE, PEdEdRR0
HErg2E B R EShAThIEESEN, COBREDR
X, REEAIVELNESICIE. BLTHEERWL, B eal
RDBERFLTIE, LI L 2IEEEOBRBERER
T AR R ECHIThIEELAL,

TESTING

§.15. Analytical methods should be validated. All testing

8.15. P FZEONRNYF—1aVERELE TSRS

operations described in the marketing authorisation should |U3, BRFEARERIC Eiﬁéhtﬁ‘(d)”ﬁgﬁ’é}ﬁ;ﬂéhtﬁﬁi{:
be carried out according to the approved methods. TENEELZ IS SEL,
6.16. The results obtained should be recorded and checked |6.16. AERIB R [ a0tZL . KA E e BIAFD— B TLIE

to make sure that they are consistent with each other. Any
calculations should be critically examined.

B DL ADFTRIELIFREIE. B&E CREELGT
NFEBEL,

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

617, %ﬁén#—ﬁgﬁw:naﬁén TR RIS ST EH
"FODT—-?"&EEU

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

) FHXHREOAH. RUKLT oBa XY

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

b) /Ry FFNA—RU, BUGE S I REEETOLER

&

¢} references to the relevant specifications and testing
procedures;

o) HETIRBRURBRTFIE~DSHR

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

d) ﬁﬁ%ﬁ&@#ﬁ%iﬁ@?ﬁ%ﬁ#%&lﬁﬂ BHID
ALAENERTIEEETN~DER

e) dates of testing;

e) BEEH

f) initials of the persons who performed the testing;

) ABREREDM=vIL

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

g) BYIRISEICIE. ABRE UV EISOVLWTORZFED A
=yl

h) a clear statement of release or rejection {or cther
status decision) and the dated signature of the designated
responsible person,

h) SHEX IR ERHB(RISEDIKREDRE) (2D
OREGEERVERSN-EEEOAHFAYDESR
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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
Gontrol and the results recorded.

To18. BEREBACREER IR hob0556HT

~TOIEERIT, RETEBMICLYREBShAZ
ICHELEESh, F-BRIERINETE,

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

6.19. BREDOHE. FSESTBOHSABERUVARE
BOAPEQRUEHMORAFCIZEEEENALbh ST
Lo THOIENEEIN-FIBCH#WERFShAZE,

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.

620 RBMOEMAAT RSN A RERECEEND
OIRARBRUREEDBRAETHRRI HE, TRELR
ERUESMOANHBIISNEREEGEEEIZSAILE
[CRENBCE, SHICBRESHADRAIBRIZOWTIE. &
ié_?oy}?—‘giw%ﬁE&U%%ﬁ@ﬁﬁ??b@-ﬁﬁéﬂé:

6.21. Where necessary, the date of receipt of any
substance used for testing operations (e.g. reagents and
referénce 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. RELGHSE., RBEEICERAShAWNEIHE
BIRIE, RERVEBEDICOVTEFhOOZANLES
BR-LEICRSNLTE, FRARUFREIZONTOIERES
SFYH-E, HAIBSCIEIFNENEORBABREV/ X
thOREE, FANEXIIERIMCERTIHELH 5,

6.22. Animals used for testing components, materials or
products, should, where appropriate, be gquarantined 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. B, REXIEIHMGORBIZAWNITHIL. HT
HLOIBBICIEERAMICREERITLCL, FTHRRICET
LA RATAESICHIBIShEEShA:, {EFER
i%, itf:, ThoDERBEREEZ R ELEENEES

ON-GOING STABILITY PROGEAM

REMERINT T4

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. MERSN TS\ vr—C RO BEAFIZEET A M
HOREEORBEGIZ L. FEHL AU FEHTOT7
AITBIFHELEL) LBRHTRETH LSBT REGERTOY
zf.xf:mx TRRICEEROREHITE=4—hbC

6.24. The purpose of the on—geing 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 REMBERIOISLOBMIE. BGEEHRC
DIUE=4—9 5 ¢ RUBRSARRSh-EE&E
TTHRERICEE>TEY., T-BEYKITEZEANBST
ELMERETHLETHS,
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6.25. This mainly applies to the medicinal product in the
package in which it is sold,but consideration should alse be
given to the inclusion in the programme of buik

product. For example, when the bulk product is stored for
a long period before being packaged and/or shipped from a
manufacturing site to a packaging site, the impact on the
stability of the packaged product should be evaluated and
studied under ambient conditions. In addition, consideration
should be given to intermediates that are stored and used
over prolonged periods. Stability studies on reconstituted
product are performed during product development and
need not be monitored on an on—going basis. However,
when relevant, the stability of reconstituted product can
also be monitored. ‘

625, ChIZFICTREERETOEESICHLTERS
WA, OB REZOTOAOTSLICEDHAIEZDONT
LERTLIE, MAENNIILIE N, BESHWARIRT/
XIFEE SN BEBRABESh SR RBERE
é’:héi%Alat AEBEOHF[OLEHICHT SHZEHE
TEEGT RS, E-BHShETE EDIT. R
;éﬂFa'i{:bT:U{%#én FEREhAShEERICEEEE
SC, (R RARCREERFORSHNN)BEH
ZOHAROREHBRAFTEAHRNBGRICERSA. 7
DEEERRFCE=4—d 2B EITGL, LML, ZLT
iﬂ%ﬁ(:ld:‘ HABZOMGOREELXEZ42—F5C

6.26. The on—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 qualified and
maintained following the general rules of Chapter 3 and
annex 15.

6.26. REMERIOTSLIINXE{LShi-7akat
S.EAEQEEBHICHEVLEEHSh, BHRIIREE
TERGEDETIHIE RERER /RIS LTHERESK
LR (EYbTREEF YN ) EEIEDSBEEN
gl:Annex 15[:ﬁb‘ﬁ*§‘1¢§ﬁnﬁb EURTE ﬁﬂ"é-—

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

627 EEERERIOSTSAICOVTOITORILIIE
FHEOREBRICETEY, BEE(&?%&L\#JM'FCD
f\7)( ’J"Ead‘_.\_& ’

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

s Al EY . RUEHETAESICIKELRS/\yTFHA XY
YDy FH

* relevant physical,chemical, microbiclogicat and biological
test methods

- ST SMEM. L. MAEMFHRUEYFRIE
HERAE

~ acceptance criteria

- BigddE

= reference to test methods

 HBFE~OBHE

* description of the container closure system(s) B 3 XT-L\U)DEL _
* testing intervals (time points) » REEREIRR (A LRAVR)

= description of the conditions of storage (standardised
ICH

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

BRERCOVCOERE BRORNEAT 5. Bl

BRICHT HEELSNEICHESNALLhEIL)

= other applicable parameters specific to the medicinal
product.

ERICKIERAENh G/ SA—4

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. EMEBERI OIS AICHTSIaraE, HLE
ADPEHESNITARLICXEREN TLSAED, BRFER
FHEEQTRESh -SUORERTEREICHETS
ORIV EELSTHED (WA IESERMERE . XIFICHE)
BEGEABTHITIEE) .
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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 vear). 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.

6.20. NuFHBRUABHERERSTETRETE TS

BT —9BERETILOTHEC L, BIREH{bahii
RY, EFEEENLBRICOE, BNT HBE1EE HIE

BU, &—~RAKE DL TEBICHLER1 1y FHiR BN

0TS LISEDBNSCE (FEFITMEEESENE
BZR0, BE., SirALARBI RN EEE=S
DT IZRBETHY, BAFOBNEREBOAHIENES
&, REBHEICURI-RARTybDBEZEMNTEN, T

ST TAVTERERMNFL VT FHAOORAIL, Fak
LR TCRPMNITIE SN HIBEITETBERLTEL,

6.30. [n 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. HAHRKRTCIE. BMONNyFERERERTOS
DLICEORTNEELEN, PAE, TEHERE. T
EXERE8EICHTINNEEEAGEER FLAINGEEE
KGR OB THEREATNDEIE, LWANVEIENE, B
ITXIFEROEZELRZEETOISALIZEHBESLIZDON
TEETAIL,

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 REMEHRAROER ITEHEFZRT, BlTH—
VIAARNR—Ur PRHRATELL3ICLEhIEERA
ULy, e BB, /ULVE S TR R F o
BRUA DY A TRESWIBEICIE, BREROXE
ESNF-MYROENBHH L, BBFNR BRI OER
g:éﬁi%ﬁﬁltatéﬁﬁﬁa)t&)%iﬁ%ﬁl:‘cﬂFﬁTﬂTﬁE’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. M, MTEXRLTEEEDERIZAZELAITH
[FELEL DIVEEIEREESW-RRIAOER. XITEX
BREERLEETSHBERCRET AL, TSR
BLTWSRAYFICH L TEIYVES R8T DL\ TIEE
GMPH A RESEITHELY, F-BE T ARTEE FFIciasL
TEHEETSHE,

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
pericdic review,

6.33. 7OV SALICEAT AN ELPRRNERESD. £
e 2T —30FRLEOAX BN BEFESRAIL, =
DEEHIZEHANBEORNRTHIL, .

CHAPTER 7 CONTRACT MANUFACTURE AND
ANALYSIS

PRINCIPLE
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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

FREERUDHIE. T+ EREOHERXITFEELE
LR EERIT 21T, BEICESESh, RESh., T
EBRshZithidiohl, FERFRUZAERIC, &Y
EEOBBTRREICHEITINELSh - Z{ELSLT
hIEEDED, BHEEICIX, A—VSAARR—I SR
OENYFISDONWTHRGED -t DHF AT HEEITI A
L2 BEEERTTAHEICOVTHREZZRESh TG

authorised person releasing each batch of product for sale W F (A=Y A
exercises his full responsibility.
Note: e o

This Chapter deals with the responsibilities 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 lability of contract acceptors and
contract givers to consumers.

l_o)iliﬁﬁ.mﬁ AR OELEEAT O FFIZEL T, Avsi—
E OfBELRICHTIAEEFEOEFC ONTIVIE
S, LWL 4%, REFRUEREENEEFICHLTE
TEHEMEIC. EQKSTHETHLEETLITLIERAL TV
Ly,

GENERAL

3

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.

7.1, W T TMYRGLWAERERF/Xid S . RUE
HEYORMHRYVROERE T OXFICRERENS T
NITEBEN,

1.2, 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,

12, WS WNMIFOMOBRYRHADERE, HEH
BRUSRISHTA2ETORYRHIZONTIE, H%H
nn;-_'.)L\'CGJ%EEEJL%“.@IEL—E&L'CL\J:L(ﬂmli&
BELY,

THE CONTRACT GIVER

e SEH T

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. ZFEH T, FEHFNROONSGEREETITEET B
READIHEZITIRESHY ., FRHICIYCGMPDR
Bl RUEHAFTREINTNEGMPH AFS A4, B
ENBEITHLTEEERS,

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 Contract
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. FEEHEIE, RERERUMOEREGICHD., FT
EREBEICERTA-OICHELRSTOERESTEE

(SR BHIE, FRAE L, FRAMRITELCEET D
B EEEDEY. EE. AR, hoRHE X (Ithans

MICERELELIERERICONT, BRENT2IER
LTWBZERREELEIThiEAESA,

1.5. The Contract Giver should ensure that all 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,

15. ERF X ZAEFHISEREBICHRESh-2TOR

BENRHRABRUVEREHAThLORBICEETHE. X
FEGR, F—YSA AR = EYHEATFT SR T
WEIEFRMT DI,
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THE CONTRACT ACCEPTOR

7.8. 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 ofa
manufacturing authorisation.

16, FETX. EEEHIORFEIN-ERETHICRE
TRALOOBEUGHEERGE. ARRUER, A5UICHEE
BABEELTWETAIEGESAED, 2L R ETa
ERFTREATHIMELEE CL>TOHEESND,

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

11 ZEER, B2 TOHG XIFEEAZAL
OFH OB ST SENMEE RIS H2 L,

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.

18 ZEEHE L. RSN EEBOLHEIHNE, RUR

OISOV THERAEOHAOFTHRCRBLZLICIETE=
HICEFELTEELEL, REERVVHEIE=HED
ETIThhRYRGHE, SRS HERLS, HU0E
A RUZEERERRRIC ﬂﬁfl_fﬁu‘cﬁj%n_):"é{%nlbﬁ
P E (A=Y AN

4

7.8. 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.

18. ZREFE, EREOLDICRETWLOTEERET
SEROMBICEZEERIFTTAREOSDTAEITS
TIFEDELN, '

THE CONTRACT

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

710 ARORERVERICHSTIERERUTHR
EFNThOBRERSESIENENTE OB TREESO
S, ZFIE OB MERE . WFIHMG, 2HRUCMP
[SELGHMEER Y IBIERICLYERSNDC L, B
RUGHUCDNTDF R TORYRD (FHRFERDIC—K
L. F-mAFESAETHE,

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.

111 ZPEE, ENAVFHRERDEGFCR>TALES
NEDENERFTHILE. BROTHD /Ay FDH
FRASHRETIA—VIAXRNA—Y MBI T 5%

ERETI L

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, Z2HEIL. FHOBA. BEHORBREUSELIE.
ITHEEELZ:SH-EERUVREEEDERI-EXTEES
. ts.bo[-ﬂ/ﬁuzxﬁ&tﬁﬁ:‘ﬁﬂ)ﬁﬁ’éﬁiﬁéﬂﬁﬁﬁ

[CREET HL. RARBOBA. ZRHET(IZHENEE
f%mﬁ%t:c*fyﬁ')b?&ﬁ’:ﬁﬁ"«\“%yﬁ%‘bxﬁaiﬁ"é:
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7.13. Manufacturing, analytical and distribution records, and
reference samples should be kept by, or be available to,
the Contract Giver. Any records relevant to assessing the
quality of a product in the event of complaints or a
suspected defect must be accessible and specified in the
defect/recall procedures of the Contract Giver.

713, EyE, SR UERERE., GoUIZeER T TIL
FHREEFICIYRESh DD, RIZEXRFSFATRETH
BHTé BEREXIIRBHAELN B SISO REX M
THLETRELGLNEDRHEL. T EATRRTERER
HEOXRM/BEULFIEZFICEESh CWEThIEESE,

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

714, ZEIEE, FRENENR AT OWHKICIHALIE
EHBET LD TRITREELEL, '

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

715, RRHBOBE . RAEINBEROBRBARE
BB DNTIBRL TR RIERSEL,

CHAPTER 8 COMPLAINTS AND PRODUCT RECALL

F8E BHRAURAMEY

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

RO TR HIBERITOVTOETDERFR VLD
IEHE. XEShEFIECHED., TEEKEELE TR
[EREL, ETOFBOFEICHER. BERIESIZIE,
KA HEHCEDNERSNE=IHEINTZOTEMEDH D
#MOE HIBMASEON, M OFIEMICEIRT LSS
AT LIFERE TSI,

COMPLAINTS E )
PRINCIPLE Ll

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. EEOMYIBNRUNMSRENKOREICETEH
TEE—BRUESTABOBETEIARNERENS
Zé&, BLCOEFEEENT —~VSAXR I~V TRNG
B A—VSAXENR—YUELTHOE. BEXIZEIR
[ZDOWTHIbENEIThIFAEEAL,

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.

82 B R RBOAREEC O VW TOEELRELE-ES. @
NEEETHINHEREED. MAAREHEIC O TR
Li=X B SN FIENFETEHIE,

" 18.3. Any complaint concerning a product defect should be
recorded with all the criginal details and thoroughly
investigated. The person responsible for Guality Control
sheould normally be involved in the study of such problems,

8.3 BIR RIGICAT LI ESERL. 2 THEEEZRL:
BAREEICRBEIh, FEMENCHEINDICE, BE.
GBERICEFEETIESTOLSLREDESZE
SLEHNIEESEL,

8.4. 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.

8.4. HAN\VFTCHERRMBHAFEAShIEELWBEE.
DNV FIEENDINERET DA, O/ FDEHE
BEOBEHIZDNTERTIIE, I, YERMG/ vF

DOHLBPEEOTREEDH S0 vFIERELLT

hiFi sy,
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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,

85 HIFOHRLLTRESh =T A TORERUREE
BN, TGS S v FRBICEEM T AL,

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

56 BRI EEL IR N E T E
B2 D EIIR (38 A7 2 BB 2 S (£ R 00 P BRS 0
LS Bk

8.1. Special attention should be given to establishing

whether a complaint was caused because of counterfeiting.

8.1. WIEAMAEZLYELTOWERLNEET 518, 153
EEBERSE,

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.

88. WEXEMN. B EOLBOTER. MADOEE. B
BEORMXTEKITESBOEXCRELOREED
(. MBEEZTCNSBSICIREBEYBICHL BRI,

RECALLS

B

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,

89 BIRDEFTRUVHEICEEFETIEZTIHL. E
RO TOREESUEEAETCRURSE=H. ﬁ'\rtm
HOBBICEYMEENDTE, CO BEESITERIEEE
BUOR—S T4 THBNORBILTNEZE, B LCDE
MY —VSAXRIR—YoTLHRNESIE, #—V51 XK
;\"—ymmrw@un%ﬁtzoura&u%nmmw@a
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8.10. There should be established written procedures,
regularly checked and updated when necessary, in order to
organise any recall activity.

8.10. ETDENUERZRIFIECTRRT D4, EHMIC
Rloh ., FLRERBACEHTh TS, X&kSh
T FIRAREILL TS,

8-.11. Recall operations should be capable of being initiated |8.1

promptly and at any time.

1. EUEREEROMI WO CHRBTIRETHADIE,

8.12. Al Competent Authorities of all countries to which
preducts 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. MENEESNITEEDHITRATOEDTR
TORBELERIE, RIAITRBAHEN, XEZDBLH
?J?;fg) f@&:@lﬁlﬂﬂﬁﬁ@l’éhf:iﬁ‘%ltii‘ FEAOHEA
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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.

813 EEREHZIIRIREFEFZF N EONFIATETHY.
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8.14. Recalled products should be identified and stored
separately in a secure area while awaiting a decision on
their fate.
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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
quantities of the products.
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8.16. The effectiveness of the arrangements for recalls
should be evaluated regularly,
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CHAPTER © SELF INSPECTION

FoE HO AR

PRINCIPLE

IR

Self inspections should be conducted in order to monitor
the implementation and compliance with Good
Manufacturing Practice principles and to propose
necessary corrective measures,
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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 conformity with the prmclples of
Quality Assurance.,

9.1. ARIEIE, BY. R{E. XERE.RE. RHEE. E
ESORZE, FHLAUVEROFELST., RUBC A&,
FhoARERIOFENCESLTLANMRIET B0,
izﬁ\é,&)%&)bhtjub SLIZHE =R T RS

9.2, Self inspections should be conducted in an
independent and detailed way by designated competent
person(s) from the company. Independent audits by
external experts may also be useful.
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9.3. All self inspections should be recorded. Reports should
contain all the chservations made during the inspections
and, where applicable, proposals for corrective measures..
Statements on the actions subsequently taken should also
be recorded.
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