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CHAPTER 1 QUALITY MANAGEMENT
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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

- Incorporating Good Manufacturing Practice, and thus
Quality Control and Quality Risk Management. [t 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.
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QUALITY ASSURANGE
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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 cf 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 preducts should ensure that:

RS OREH AT RE RIS 27 LI TER

i. medicinal products are designed and developed in a way
that takes account of the requirements of Good
Manufacturing Practice ;

i BRAIIGMPOEBREBEICANI-FATHISHE
HEhadl&

ii. production and control operations are clearly specified
and Good Manufacturing Practice adopted; -

i. £ ERVERFEETHEISREShOMPLERSh S
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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. BIERHERMLUVEMORE, #HERUERAICKHT
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v. all necessary controls on intermediate products, and any
other in—process controls and validations are carried out;
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vi. the finished product is correctly processed and
checked, according to the defined procedures;
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vii. medicinal products are not sold or supplied before an
authorised person has certified that each production batch
has been produced and controlled in accordance with the
requirements of the marketing authorisation and any other
regulations relevant to the production, control and release
of medicinal products;
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viil. satisfactory arrangements exist to ensure, as far as
possible, that the medicinal products are stored,
distributed and subsequently handled sc 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)

EERGMP

1.2 Goed Manufacturing Practice is that part of Quality
Assurance which ensures that Medicinal products are
consistently produced and controlled to the quality
standards appropriate to their intended use and as
.lrequired by the marketing authorisation or product .
specification.
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Good Manufacturing Practice is concerned with both
production and quality control. The basic requirements of
GMP are that:

GMPHEERUREEEORACEZKLTIS, GMP®
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i. all manufacturing processes are clearly defined,
systematically reviewed in the light of experience and
shown to be capable of consistently manufacturing
medicinal products of the required quality and complying
with their specifications; '
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|ii. critical steps of manufacturing processes and significant
changes to the process are validated:
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iii. all necessary facilities for GMP are provided including:

ii. %T’&é“t. GMPIZAEL 2 THMBARMIh TN
5

a. appropriately qualified and trained personnel;

a. BYICEREAERESRIBEIN AR

b. adequate premises and space;

b. BB BRUXR—R
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c. suitable equipment and services;

c. SSHLNEE R U RS ERS

d. correct materials, containers and labels;

d. BIEGHEH . BERURR

e. approved procedures and instructions;

e. KRSNI=FIRERMEE#E

f. suitable storage and transport
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iv. instructions and procedures are written in an
instructional form in clear and unambiguous language,
specifically applicable to the facilities provided:
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v. operators are trained to carry out procedures correctly;
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vi. records are made, manually and/or by recording
instruments, during manufacture which demonstrate that
all the steps required by the defined procedures and
instructions were in fact taken and that the quantity and
quality of the product was as expected. Any significant
deviations are fully recorded and investigated;
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vii. records of manufacture including distribution which
enable the complete history of a batch to be traced, are
retained in a comprehensible and accessible form;
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|viii. the distribution (wholesaling) of the products minimises
any risk to their quality;
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ix. a system is available to recall any batch of product,
from sale or supply;

ix. REDNMESN\YFTERFHENTIEBZ LS SEIRT
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x. complaints about marketed products are examined, the
causes of quality defects investigated and appropriate

x RESh BRI OV TOEFEZAETZSh. REXE
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measures taken in respect of the defective products and [(EUS ., EREFFILTAC8
to prevent re—occurrence,
QUALIY CONTROL mEEHE

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 materials
are not released for use, nor products released for sale or
supply, until their quality has been judged to be
satisfactory. '
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The basic requirements of Quality Control are that:

mBEEEOEAZHTLTOEY

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 envircnmental conditions for
GMP purposes;

i HERA, af. PEES. SILSER . BRER R
VIEEICKYGMPE MM - DIBEEHOTE=4) 5D
=60, 47T BERUREBOR-HOE LS
&, IFShzABRUVRBEN-FIEEMNEET I L
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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. tHFEEH, G, PREIAS. AL VERRUVBREGD
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iii. test methods are validated;

fii. BRI DNWTIENTF—2a a2k TNITE
BELY

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;

iv. REGETOH T T BERUMBEFIEHNER
ST f-CLERTRBETES, RU/RITRFAE
EICRYBELZITNERLAE0L, LWESEREESIC
RERLBETHCE

v. the finished products contain active ingredients
complying with the qualitative and quantitative compasition
of the marketing authorisation, are of the purity required,
and are enclosed within their proper containers and
correctly labelled;

v. AMBSEEEL, RERBICHESW -EMEN, T8
MEBICESLRERRIT. BRI SMEEREL.
FBUERFCHASHBEEICRRESNEIL;

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 spacified procedures:

vi. RIRIIREHFRICEE DOV TERSh, £-EHE. &
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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;

Vi, REROWThDRNFH, F—Y 54 XR—V U HE%
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viii. sufficient reference samples of starting materials and
preducts are retained to permit future examination of the
proeduct if necessary and that the product is retained in its
final pack unless exceptionally large packs are produced.

viil, BERSSICEBMNTABRETRETIHEENR
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PRODUCT QUALITY REVIEW

HamEORE

1.4 Regular pericdic or rolling quality reviews of all licensed
medicinal products, including export only products, should
be conducted with the chjective 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
preduct and process improvements. Such reviews should
normally be conducted and documented annually, taking
into account previous reviews, and should include at least:

14 MHERARLEOHE. ETOHFITEXSOEHK
XFHEROEERERE T, BFEOTEO— B, MR
FEHREURRAGROBA(CHETIBITREOEEER
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B, ZOLITREIL, ATEIOBEHREEELIE
f’;;%ﬁit%lﬂ?%’é‘&)fiéﬁﬁﬁ—IEI%EELIEI:E

i. A review of starting materials including packaging
materials used in the product, especially these from new
sources,

NRCERASHIEH . 15 %?iﬁf#ﬂ‘“ﬁb\b@%o)’éa
&') HERH, BHORE

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

% HELTHEERERURRIAGOREEEDERORB
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iii. A review of all batches that failed to meet established
specification{s) and their investigation.

iil. BUSHERBICHLTES CH 2N\ vFOEE
BEUOENLDRE '

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

V. TRTOERGERIITEES, FholcEEd 3
FE. RUERELTEESh-2ENE, FIHHEBEOE
IEIZOVTHOBRE

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

v. IRXEB A RN LERELE-ETOEEDORE

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

Vi, BEEHOH) ~DREELE . R HES
B - RE AR LS AR AL ORE

vii. A review of the results of the stability monitoring
programme and any adverse trends.

i RRRE=AUL T TR AORRRUOAESE
ELAVMERIE DT DS

viii. A review of all quality—related returns, complaints and
recalls and the investigations performed at the time.

RECEETAETOERS. EERURNENIZE

viil.
DEFRESNFERAREICOVNTORE

ix. A review of adequacy of any cther previcus product
process or equipment corrective acticns.

iX. TEXFEECHLCERLEN-ErEEDEY

HIZoOWTHOEE

x. For new marketing authorisations and variations to
marketing authorisations, a review of post—marketing
commitments.

X. HBAREAERURTERB~NOEEHRFCHLT
. TREOEHIZOVTORE

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

xi. BETIEERFI—TA)TF1—D
FlZIEEE. K. EEHRE

TR TSk .

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

F7EICEELZNCEI SNYROAEHFENT

xii.

WA EERERICT H-ODEE

The manufacturer and marketing autherisation 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, sterlle products, etc.
where scientifically justified.

REXERUVRERZGEE L, COBEORREZ M
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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.

BEARBRBELNRGERELELLEGICE, MEEE
DERIZEBLESDFNENOEFEEEL TLAEFN
BERYROHPBFEB TR SO TOEIThIZRLAL,
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X, RERBEEES LI, REBEN B BER
. XEECHLZELZRILE IThiEasi,

QUALITY RISK MANAGEMENT

MEBEVASTARI A

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. [t can be
applied both proactively and retrospectively.

15 MBURIRRUAVMI, EEROREBIZRTIIR
VOQEFHE, EH, OS2 — a3 RULE 2~ TS
R0 TACRATCHD, REURII R D AUMEIER
HEELTHLRIBMHICEHTIZENTES,

1.6 The quality risk management system should ensure
that:

1.6 RBUVRITADAVN AT LI FTEBEET S

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

AEICHTDIRIDHBIERFERHME, TIEORERIC
HIOE, ZTRMICBEBERECREEShERETHS,

* the level of effort, formality and decumentation of the
quality risk management process is commensurate with the
level of risk.

"MEURGRRDAMINNTEF A, HAFHEEOESR
E. XELOBREREZLIVRIOBEICHEET S,

Examples of the processes and applications of quality risk
management can be found inter alia in Annex 20,

TOADEFOLGE IR A OEBHIEEC
Annex 20 SO &, '

CHAPTER 2 PERSONNEL ¥2E AB
PRINCIPLE Iz 3E|

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

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

B SHERMVATLAOBRERUVEEEHE, HUCE
ERFEFELEUETIEICBLT, AORTHEEIzK
FLTWS. Z0A,  BEEENEO TVSETOERE
EHTHHICHAEBOBELARER LU ThEESY
LW FADERFITRAFhOAZLYBRRIZEEsL, X
REENTLVEITRIERS RN, 2 TOABIZEZNTS
GMPDRAIZZEEL . FEETEOEZESONEITRS
f:fulﬁi, BARRUFORLBENICZBELATRITE
BIILY,

GENERAL

2iEE

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 MAEED, BDEDBRIEREENSH, BRERBESR
TOEMEBDABEFT DL, LHEE—EANCEE
phizBHL. REICHTIVRIFELHIEBEBILET
HYFTETITESEL,

6/42




2.2. The manufacturer must have an organisaticn 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 BUEEHITABRERSGTNELOEN, BERER
TRUBICHHIER. BHEERECREIN-EEDE

HERL. AoDOEBFEZRTTS-O0BESIEREAL
RIThIELESEL, OO BEBIEESLKEDERIEEH
THEEShREBEICRELTLRL, GMPOEFIZE
BRLTWASARDEBICIEREXIHAFTRELEEH
%O—C[iﬁgf;t\o

KEY PERSONNEL

IRRMAEH

2.3. Key Personnel includes the head of Production, the
head of Quality Control, and if at least one of these
persons is hot respohsiblef 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. TEEXFEIUTOEZED. HEKMDOE. 8
FEAMADOE. X, PE{EEhoD—HOEAHET
BHIEOEEEEDOLEWMESIR. YZEHO-HIZIER
Si-ETHL, BE. TEBETEYHOABLEFNICH
o nERehun, AEHMEAUVSEERSHEOE
& 2 MILTWEITRIERDEND, KEEI-BLTIL,
w:w&Uﬂl%ﬁtw%ObwﬁﬁLouTmfé
TEHBELEHDS, -

24, —

24. HERTL

2,5. The head of the Production Department generally has
the following responsibilities:

25 HEBFOREF—RBICLTOEHEEES

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

i RS DMEERARTIHICHREENLEEIRE
LWEEEh ., REShACLE#RITT 5

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

i. WEEEICEETIREEZZEREL. T-FNO0OEE
HERITERIMTS

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

i, BLEERERIL. Thoh e E“"E“BFEILL!Q#L%;HM_
EEN B CLYFEMESNhBRINTVWAILERETS

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

iv. HoO8M. RREUVRIEORTEEOEIETS

v. to ensure that the appropriate validations are done;

v. BYEA)T—2a v BRESh TWAI LRSS

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

vi. oD MO AR HAREET DEARRUHREHIIE
gf%ﬁﬁé:h~ BERIZHCTEMARSA TS LE{RATL

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

26 mEEESMORIT—BRUUTOEEEES

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

i. HoOHMIC R HHRFH., A, FEES, /L8
BEVEREKOARITIFEROHUEETS

ii. to evaluate batch records:

i, 7\ FEIERRROEAME TS

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

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

iv. MEE, 4TIV THERE ERAZR MO SE
EEFIREDEDET D

v. to approve and monitor any contract analysts;

v. 2 CDERESNC OV TRBRUE=S2—F1T5

vi. 1o check the maintenance of his department, premises
and equipment;

vi. BS5DHM. R R UPREORTEEORIEEZT

vii. to ensure that the appropriate validations are done:

vil, BN T —2a U MRS TWVACEEZRAET 5

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

viil. AEFID A BIZHL, BB ESh HE AR R UEETH
?‘%ﬁ%@?ﬁﬁéh\ HEICHELTEMRAEEN TNEIEE

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

ﬁwg‘;ﬁ‘éﬂ%ﬂlﬁw%%%(:omtli\ FeEITT DN
Thd,

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
national regulations:

27 SEMMRUREEERMORIZ—BHICETD,
BOEBALTEITISREICHAETLIEREEHTH. T
NoFXBREERICHD, LTHAEERD

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

#{E:&;]E’éé‘&), XECSNI-FIRERVEDOBDOIED

* the monitoring and control of the manufacturing
environment;

- RERBOE=F) T RUEHE

= plant hygiene;

- BLEOEEER

= process validation;

- oAy F—3

* training;

+ Gl

*» the approval and monitering of suppliers of materials;

- BRI EBEORERVE=SUY

* the approval and monitoring of suppliers of contract
manufacturers;

EHHEEEDRBRUE=SFILY

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

A EVRGOREREDEERVE=2ULYT

= the retention of records;

- RBRDRTF

* the monotoring of compliance with the requirements of
GMP

* GMPEEADBEEEDE=SR) T

= the inspection, investigation, and taking of samples, in

LBSRFZEE=F—J 5D DRE.

IR GBI

order HERCY LTIV
to monitor factors which may affect product quality .
ElEE

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 control laboratories {including the technical,
maintenance and cleaning personnel), and for other
personnel whose activities could affect the quality of the
product.

28. HHERFIT, BRICIVIASREXGREETEHRR
BILUL ALEITNIERLSENT R TO AR (HifiT. £5F
EERUERERLZST). RUZOTHNE G R Y
FEITLUREDOHOIMMD AR ICH L TINEEEELET
b (R A=Y A A

2.9. Beside the basic training on the theory and practice
of Good Manufacturing Practice, newly recruited personnel
should receive training appropriate to the duties assigned
to them. Continuing training should also be given, and its
practical effectiveness should be periodically assessed.
Training programmes should be available, approved by
either the head of Production or the head of Quality
Control, as appropriate. Training records should be kept.

2.9. GMPO SRR U ERICET2E RIS, Fiil
ERABZELICEIYYSTON-E I LB E%s
RITHC &, #HMFIIREEEL . TOESEITER M
FHliSh & &, NETRTSLSERESHTHEY, BH.

HWEMAORIIZFEEESFAOEOWLT AN —FIZ&
YEREEh A&, ISR B RELR ThEESEN,

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.

210 BFRLVBELLGORE, BIXILFESFRBRITEE
. Bt BN X EBREEEE T SRESIYEDAS
EE‘("G“(’E%?’%:Aé(:Ii##ﬁllﬁﬁlllﬁ’é%ﬁiﬁbﬁl'fhhfté
LY,

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

2. GRAE XTI ES TV ENABRIZ. BER UGS
BEERBICIBALHLGNIENAEELL, #FSh7A
DESICIE., BRTER. FICARDEAERE, RUPE
CERERICONTOEHREZREL S (F 550, %L
T, BoEEFICEBLETNIELZSLL,

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.

2.12. MERAOHESIETIZ TOERRURBERESS
E,flhomr AREF S+ S ICEHEL R R IE RS AL,

PERSONAL HYGINE

ARDEHEEH

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

213 A EB IO SLEREIL. ES-TEROR
GAHA-—-XIZHHECEALARITRIEGELEL, FhLIC
FARORE. BEEEORBRRUVCEXRIZEAT 3FIE%
BORITNEESEL, ThoOFIFL. BRIc kYRS
XIGEBRIEGICTBASTRTDABENBEL, BEFIC
BFLGHNIEGS AN, §ESBINSS AR A
HEEL . R ICIEE EL R T hIEED AL,

2.14. All personnel should receive medical examination
upon recruitment. It must be the manufacturer's
responsibility that there are instructions ensuring that
health conditions that can be of relevance to the quality of
products come to the manufacturer’'s knowledge. After the
first medical examination, examinations should be carried
out when necessary for the work and personal health,

214 T RTOABITERABRATEEEREEZHEFHIT
TN, HEZEOETELLT, REICRET AEHE
DH5EFIRETH B SIS ICNLEE0EE
EEICTEISHIBRIZBEAALTLVRITRIZESAL,
EOEEREDE . EFRUEADRED &P B
2. REBEZRBLAITIERSEL,

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.

215 BREMERBERTIASRVNEIEAROBHEREIC
BERREEHT SARSTRGRYEESEECHSEL
BWAHDTRBELRBTNIEGRSAL,
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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, BLERIRICIEALHFITER ., BT HERISEY]
BREREZFERALGTAEGSE N,

2.17. Eating, drinking, chewing or smoking, or the storage of
food, drink, smoking materials or personal medication in the
production and storage areas should be prohibited. In
general, any unhygienic practice within the manufacturing
areas or in any other area where the product might be
adversely affected, should be forbidden.

217. R\ AL BHE, RITEY. St BEMHXIEE
AMEEROREL HERVRERBRICBLTEE
LR ISR, — RIS, EEEMLIT AR, |
ERERAXEHGABZEEZ LTRSS HORK
BICTHEU LT RIEELEN,

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 FEEDTHBHINTLSRE, RURBEOHG
HEMEEEEMICEMT 3L RITRIEE B,

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

219 (ERBICHEFRVRBEEAT SR OERLAETN
F LAY A AN

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

2.20. IR ITRERA O LG, HAaS L —T BT 58
ﬁ@?iﬁ(:’)b\fﬁﬂﬂ(:Eﬁzi‘ﬂ%$1§.l:’)b\fliAnnex
b=

CHAPTER 3 PREMISES AND EQUIPMENT F3= EMRUER
PRINCIPLE m=al

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

BB OEEL, EMeNAEECSEhLNES IR
E. EE, B HAESh, BEEBIARTNIERDL

L, EREORERUERE . BROURIERNZTS
ESICEESN, XXER. BEXLENOERET, —
B WEEEADLAGSERELEES 57-H0

ANGRALRTERETRLT ST LERALLITE
REHLY,

PREMISES

=

General

EJNE ]

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. BYIE. REERBTOLFREBAGULBE. RH
HEVRBOFRERETECTIRINRDTHD LS
TYREPICHEELTWRITRIRES AL,

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

32 MERUR T B A UG OREIC NN EERR
LRESENCLERIT 555, BT R RS B
NBCE, AL BLEN - FIBICHLERL. ST

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

3.3. REAEE, BERVBRTEYTHY., Tlthi
FEEHXIEERERCEERCREPDOERER. XITE
EOEREGEBICHLTERZEERIFIANIL,

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

34 EMFZERIBIMOBHORAEZARICHILET S
FSCEESN, FERBENGITNIEELL,

3.5. Steps should be taken in order to prevent the entry of }3.5

unauthorised people.

Production, storage and quality control areas should not be
used as a right of way by perscnnel who do not work in
them,

5. IS TLVEWANRIE ASTEER LT B3 5EA
EBNTWWETNIEELSEL, &, RERUVSEEER
IEF I HEZELANWA BBRELTHEALCIRGELE
LY,

Production Area

BLER

3.6. In order to minimise the risk of a serious medical
hazard due to crosscontamination, dedicated and seli—
contained facilities must be available for the production of
particular medicinal products, such as highly sensitising
materials (e.g. penicillins) or biological preparations (e.g.
from live micro—organisms), The production of certain
additional products, such as certain antibiotics,
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 poisens, such as '
pestlr:ldes and herbicides, should not be allowed in
premises used for the manufacture of ‘medicinal products.

6. XIERICIOERELEFMBEDYRIZR/DRIC
951280, @RAEEORM B ERZ YL XTEY
RIS (le.fiETL‘CL\éf“&E%mEEG)%G))0)&:973
FREEELROSEIRE. FRTESCHLAH KD
FEAERA TSR RIEELED, HIEDHEH. HD
EDHRILEY, HHEOHREEDE. HEEDEELE
VEUVEEEROLIGRADIEXE— DR TRIE
LTidanialby, fIst &L T 4B FiiEsRmLon,
FEREGA)T—arMThh TOSBRIICK. Chib
OB OVWTOR—BFICHTEFY R— &2 (]
BlEDH-RBIEORPEE) FFEnd, RBRRU
BREROISGIRSNOHEFTERROEE(CERY
SEYTIEHFSNGL,

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

37. @Y, (EXRORN. RUBEGRSFELAILICHE
=, REBMLIEF TEELEZRRICT, #ELSfThhbE
SITHREENTNBHTEMNEELLY,

3.8. The adequacy of the working and in—process storage
space should permit the orderly and logical positioning of
equipment and materials s¢ 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 steps.

38 1F %i%FﬁELUIEWﬁ:‘%‘%mli, ESEERIN
TEThoMHEARERIER/MEL. RIFEERBL, X
HETREXITREEEORERN. ﬁ)%’)b\linuotiﬁﬁﬁ
DURGZEZMRICT DL EERURHMHERRAL. &
HRICRELLGTAEEGELEL,

3.9. Where starting and primary packaging materials, -
intermediate cr 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 HEFERHEV—RAEHH. PERAX T/ AILIH
mARIBCRBINSB S X, EYASORE (B, KK
ORI [FTET. VEEhRUBRESEARL, -
W FHEZRESEY, BN ONRNER. &
URELBRITHEEIMTADLOTEINIEESE,
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3.10. Pipe work, light fittings, ventilation points and other
services should be designed and sited to avoid the creation
of recesses which are difficult to clean. As far as possible,
for maintenance purposes, they should be accessible from
outside the manufacturing areas.

3.10. B, BMBARUGI TR, MK R UMb D9 —E G
BT, BRLICKOEADBEE R T 5K R
UERETI_ & BRTDEMD A, TEORYEER
DMORETRE TR RILESELY,

3.11. Draing 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 BEKFE(THEDN G H A X T, b IvTHEDEELR
AERTHE KBS ARRENEYET HDETIES
(_;fh%fi;‘%f%&(ﬁi BEMNRELB LS. BALTHL

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

3.12. BEREE. MYESEHRRUVEEEZEOTmAICK
L] T, £ 4MRIRIBIC > THEY 2 SRR CBE

EU HELBESIREERUSBESD)EMEAL. R
MBIz E LT S0,

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

1 HAEFRHOEERZ. ERILTOREDAIZEHE
h, ERshE-EEECiIThiaidhidhisi,

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

314 ERNRLETHESBIXIE, o707 FE.

BERUVINTRBEOERD, (BHRO@ERN)ICE, 2

gzﬁﬁglﬂ&i&u%ﬁ’&?ﬂ\’(JTL\J:'B(:%)":UE%BHFE*Eﬁ
L & .

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, EEROAZED-HOEWITERXIRERE
EL#TELLIHRE RUBRELL T RIZESAL,

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

3.16. WEXE, FICHBRICLANEBTHF R RTS8
T+ 2B EChRiFhiEhEoiL, -

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

317, TREER, ThohEECHL, DAEEIRSE
RIFSBMBEEMBR SN TERELCLRL.,

Storage Areas

RERE

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

3.18. RERMIL LTI RIEA QEERICETRMHE
URREBERLRE TEST SRS THITAELLAL:
HRFEH R UM, PERE, SILIRRBRUREK
o, HEHEFLER, HETOHESShEHE, F
BEHEShEHE GERXEERE N B S

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 menitored.

3.19. RERKITRFLHREEEHERIAT DI RIT
BESH TV NIEELAEN, B, FhblEFEcl
RL. FEShAREREEACHRBELGThIEASA
W FRIGREE AR BLISS L (BAE, BE. BE)
TNOEMIEL, AL, T4 —LETFhIEELH0,
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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. AR OX, RMERUVNBREZXENASEELE
FhiFEsE0, 2HFANRRIZAHEHHOBTSEE ., &
ENHNIERERICERTERIIICHRAHRVERShT
L IFRIEE S,

3.21. Where guarantine 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. [ R R RSN - B TOBREICIVEESR
HEBCIE, OO ZBFREIZRTEL, FAoADT
FEASFAEh I ARICHBLATNIEESE, B
MIRRELIA DL R T LEFIRT DB S5, BEOREH
#RALT 2L OTRITNITELILY,

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

3.22. BE, HERMADOSESN-FUT ) TREN
THAEREN, YT LR RE R TiIThh 518

GlE BERERERERILT 5L50FATRELY
Fhidgsiily,

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

3.23. FEHHIE. RN L RGAZhZEHXIIERA DR
EnrHoRMsh-EKEFE LT hiERsils,

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

324 BEICFHFETHOIRHNEERIIR S TRELKER
(CRELGH RIS,

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

325 FIRIL-BEMBITIEELOBTSHICEELEZL
hoa. IhofEMEoRe cREGESICHLTIIYE
MDEBEIDOEITNIERSEL,

Quality Control Areas

i B R

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

3.26.@%. MEEELARE XERE M OBESHL T
& CNIEFIZEY, MEMBROCBHAERETREOE
HBOROORBETERTHY . ThoDRBERTHE
ERBLTEMeiThIEsiy,

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. EEHEREL, 2o Cirhh A EEICETAESEE
SWTWAILE,  BRIBRURELEE T A0 D+ 571
AR=AMEZoNTWNETE FUTILRUEZO-H
DEY CHIE D REAR—ZAL TS AL,

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

328 MBS EERE. B E. RS SRETS
FeI, EDEEI LS BN S EADECHDS,

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

329 EMEMX IR EEOH T~ T I D L5
EBEEESEREICIEANLEERNABRETHD,

Ancillary Areas

RERE i3
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3.30. Rest and refreshment rooms should be separate from
other areas.

3.30. FEZEFMOREESREN TOEFAIEELAN,

3.31. Faciiities 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 BENE. GV CE RO R UL EE LEE T
PDRRATE, FHEHICHLBEM LSS HEE, LI,
HERIIBREREEEEIBLTUOCRAES L,

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

332. RTFEBOEESL. BERE,A S TEAEITEES
hTWETE BREVIENEEXIETRESNLIES
[SIEFEIZ, ENLIFFOHRICEROMSEX IEOvH—Hh
THREShRTRIERDLEL,

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

3.33. IME D BSh-AYD (FH~DTF 7R RU
?fﬂﬁsﬁfﬁ&ﬁu hDREMDT SN TNS

EQUIPMENT

B

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

3.34. BUERRIBIITORBOBEMICET HLIICHE. B
BERUVRTERShSIL,

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

335 BERUVATEREZEHSSEICHL. LWHES

F@%Téféb\l—&

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

336. WERBIIBRIC, F-ERICERTEDESIZE
FEhCWVEITAELRS G, FhEERTYXZ{EShE
z Laft CHWNESRL. B THELFRKETCOABREESh

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

337 AR VARRRITFRREGLEAVEIICSEES
h.ERAZhEIE,

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

3.38. BR{BEIEILVIVESBERNITFLREBULETELSICHE
hbls,

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

3.39. ELERETHEBICHL, WHARRERLRERLCITE
BV MR EEMT A LSS R EOSRITE R
DRBIZFEZEL. Tk > TEBENAELIBEETR
S A INER T\ EFERHoCITASEN,

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

3.40. WYVGEHER CHREQXTERCAESHAELER
CEBEXOL-HERTETEThERSEL,

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 AE, &, DRk OEEEF LB AHRIZXY
fﬂiéhﬂaﬁl‘mf&E&UﬁE; ShHTE, FD LI
BROBUGEENIRESADIE,
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3.42. Fixed pipework should be clearly labelled to indicate
the contents and, where applicable, the direction of flow.

342 BEEBEEIL. NEYELHLIT L35S ERNARE
R EHBEBELRTMTHhASIE,

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

343, ZE K, AT AKRU, BYRER

[HERADY D)
eI, MEMELEICHT DT YTV RRURRSEA

EXREFBRT DNERSN=FIRICHWAEEZTTHL,

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

344. RO HLHRIEEFELES, WERUVEERE M
biﬁﬁéhﬁ)ﬁ\ RED1CELRIRDH S LA BRI
TENdHI &,

CHAPTER 4 DOCUMENTATION ®aE XEL

- [PRINCIPLE =]
Good documentation constitutes an essential part of the Eﬁﬂi?%ﬂﬁliﬂgfﬁﬁi/z-?la(:ﬂlﬁ\ﬁﬁt\o BR%E
quality assurance system. Clearly written documentation |[CXEbEh-NERRIEOEICLDSa32=H5— 3

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.

ADELDHBREIEL., £/ A\ FBEDBIFZ RS
35, MigE. BLENARUERE. FIRE. RUERRIEC
RS, F XL SR TOEFRIZESEL, S
DHRAPTEIREREEHTH S,

GENERAL

EiRER

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 basis for
quality evaluation.

4.1, BEECIE, %‘:J_FP{ HRATHEMXLFONOH
mAEE LGN EESEOEHA RIS EEEHEATL
B ThBIZREFMOEELLTORINERLT,

Manufacturing Formulae, Processing and Packaging -
[nstructions state all the starting materials used and lay
down all processing and packaging operations.

i 41&73 f]ﬂII?x&Uﬂ%?a.ifiﬁﬁb\%ﬁ"’\fﬂ)%
%gg&aiﬁb F-IRTOMIIERVAETES

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

FIRECE, BIAILES, AR IREEHE, )05,
igfﬁ%fg@:Eiifd?&“ﬁiU)f’ﬁﬁd)iﬁf:’)mfff)#‘ﬁﬁ

Records provide a history of each batch of product,
including its distributicn, and also of all cther relevant

circumstances pertinent for the quality of the final product.

RERE, EELEOREROEN\FDRE, RURKE
gq@:'ﬁ’:E(:Faﬁiéﬁ@5%%&@%’(@555&&5&%&%{#?’

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

42 X ETFELTHG, FR. BERUVEMETHRET
NIFESEN, T FEERURFTREECHEERS
[SEELTVETNRIEEDEN,

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

43, XETEYTE, SZAMO HICtE éhf*%t_
FYKR. BARURMAREINDIL,




44, 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, XEIFHELABTHLE 2400, FERUEHS
DRREICREEH SN TWVRITF ISR, BREL-LAT
T ERALBVLE TRTAIZELEN, FRldh-xE
[FHBRTHAPLT VL, BEANERAORAZESRTS
;E!li ?E%L*EE‘EL'CL\#&% RUNELBZELFEh
LY, ‘

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 XEREHHICEEShBEH LA ThIZESAN,
XENBETEN T B EACIRIBRAFERICERSA

BCEEMLET S AT LEERALGETNIEARLAL,

4.8. 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.

p—

46. XEFFESTHOTIFLLAEL,; LML IEIZT—4

EEEATORENHIBEICE. ChOoDTAZHET.

B PIC I HARWARICKEFEETERTIEMNT

3576%0;&77&7—9(@.:3]&0)7‘_&)1 SRPGEAR—R%E
T45C&,

4.1. 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. XELDEATHLITOA WM ELEFLEAL.
ANERET S L EREETOERSHRDHDEIIITHS
&EPEEAICE, EROEBHERZELLIThiEGRSRE
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.

43 uﬂﬁild: BITENEREIN-FEICBLTEREE
mDEEICET ST RCOEEFS N B ARG THIL
SITERBRWDIEITERESESIThIEEs i, FAD LR
%nnd)ﬁxbmiﬂﬂo)”‘&<&%ifﬁ&ifﬁﬁtﬁlfhfi&b
Ly,

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.

49. T—RIT. BFWT—SNEBL AT L. BEEX (IO
BB TESFRICKYRBHETESN, FHAShESRTAIS
B9 5L FIRERTEL. XEHZOERSERE LG
NEELEL, XBRFENEFHT— 2B EIZLVER
Ukhh (5 81CIE., BRI =-EDOH NI E1—5R
0)'7:*—’5'03/\73Rlif@IE?b“ﬁTﬁE’Gﬁaéclﬁ(:UﬁiH'hliﬁ
59, ERERUVHIBRORIRERE SR AIEESEL: 7o+
RIFINZAT—EX IO FEERIC J:U%ﬂﬂﬂé#h FEE

T—EDANBRITANERERTLL, BFHICESYS
NyFLa—KRiE, BET—7 . 21907404 ER T
D FEADNGIT TR L->TRETEL, T—
ANREFHEOEHEITh-YVEOMNF HTELZ LA
BICEETHS,

DOCUMENTS REQUIRED WENE
Specifications HIEE

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

4.10. HREFEMRUVBEMH ., T CICREERICHTEE
@]l-pm\nméhE{Tb‘naﬁéhf_iﬁ.%iﬁiﬁéuk ﬁ@]fd-
?Eé li':FFﬁﬁgtnnKli/\)l/O%znnL—'-')L"C"E%*Lbﬁ‘fﬁ
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Specifications for starting and packaging materials

HEFERNRUAH T OV TOHRES

4, 1 1. Specifications for starting and prlmary or prmted
packaging materials should
include, if applicable:

411, BET B L. BREREEO—
AR HOEREBLLTESD L

R IZERISH i

a) a description of the materials, including:

a) LLT2&HEH DR

* the designated name and the internal code reference:

RSN EARR U RNSEI—F

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

- RARDNHLEE, ERAE/VSTITHTEBR

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

ﬁ;ﬁ’&kﬂf ﬁﬁéﬁ”%:&ﬁ HREAGEHICITLSZHM T o

J_JE

= a specimen of printed materials;

- HEh-aZEHHORE

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

b) 42TV I RUHBOERXIIFIEZEDSRE

c) qualitative and quantitative requirements with
acceptance
limits;

c) GRIREEEHFIEMMRUEENERF

d) storage conditions and precautions;

d REEFHRVEESRE

) the maximum period of storage before re—examination,

e) BEBRATORARE HRE

Specifications for intermediate and bulk products

FREAEGBEUNILIERCOVTORBE

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. FEEFEOANLIBUBHIBAR TEEENEE
. XIFFRERHLEON-TF—2 R 85 05
[CHWSHBBE(CIEK, CBITOWLWTORIBENIZITH
500, HBEERE, BYAE S HEEE I
REHAZICOVTOLOERBTRITHIZESEL,

Specifications for finished products

1

REREROHEE

4.13. Specifications for finished products should include:

413, ZREEROBRIUTESLIL

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

[0 BROEREHECELS 5B EEEHEI—F

b} the formula or a reference to:

b) BT XITZR*E

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

c) EXEMARRUVIEDFMOLCORE
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d) directions for sampling and testing or a reference to
procedures;

A

d) TV TRUBEBOIERXIEFIEZENERE

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

o) BREEEEZHIEHMEVEEHER

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

) REFGLUVEZSTIERICITNMYEND EOTESIE

g) the shelf-life.

g) AR

MANUFACTURING FORMULA AND PROCESSING
INSTRUCTIONS

el ARV IRERE

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.

EXICFRIEh FREL ARV IREHESREREY
BSOS\ FHAXTECTFRLETNIZELHN, T
MoFLIELE1DOXEBCHEDHLN TN,

4,14, The Manufacturing Formula should include:

4.14, BENMKIZLUTEEECE

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

a) EOHBICHETSHESHI—F -G A

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

b) EXGHM. HAAMERF \wFHIX

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

c) BRADEHE, HFEHICHENTIEEEHES R
J—FERAWCRESh-, EHsh22HEBRHO)R
FIMTIREOBETEHLATSNNGEEMEICONTEE
LR hiEmsin

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

d) FEREZF-HFINIBRIE, RUELETS
GRICIXEE T SR G D IRED R

4.15. The Processing Instructions should include:

415, NI TEERIEBCITUTEELIE

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

-

a) MITRERBMEAVERTIETEEENR

B

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

b) BEEEETEMTAH-OICANDIFERE LTI
OBEE (BIZ L, 5. AAI T, KRE. BE)

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

o) BREZE-I-sF Ml TR (B L, AR, ara
B, AR B AR, R

d) the instructicns for any in—process controls with their
limits; .

d) WARSTIEERICIONTH, BEEEF R

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

9 BEABALC. RO/ ALIREDER 5. 57
RUBLT BB CIIBIEREEHESDD
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f) any special precautions to be observed.

) BTSN TEEEE

PACKAGING INSTRUCTIONS

axEEE

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

4.16. HEHGH, BEH A XBRUZA T LD ERITETEEH
FREERENHLHTE, CNLEEEIZUTE, Xtk
TFlEOWCOSREFZSLIE

a) name of the preduct;

a) A

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

b) EXMAIN. RUESTIEFEIAMIZOLTOR

L]

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

o) REBRRPOHERKCOVNTH, E=XNEBRETRSH
F={EZEH (X

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

) EEERHORECEET 51 FXABEESE
U M8 A XRUSATE RO, BER v FH AR
RELENDE AEHHORLRYRF

e) where appropriate, an example or reproduction of the
relevant printed packaging materials, and specimens
indicating where to apply batch humber references, and
shelf-life of the product;

o) WYIZIBAICIE. (IRl -BE S S BEM B OY
TLXEEEY . RORBOA\YFERES R UEAY
BOXTERERTREE

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;

f) ERRBRIDIAIVTFI/RERERETHHDHY
iﬁ%iﬁ%g%i’éd)iiﬁiﬁ'?w#ﬁﬁééw‘ BFYAER
IBEEE

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

D VA EIEBLNEEELR®D. AR FERVEMT
BEB(IZONTOIRE

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

% BTN T RRARUEHREEEFESIEEEDF

BATCH PROGCESSING RECORDS

NoF TIEDEGRE

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, NyFEERBEHEINEENAYFIIOVTEREE
ShAETRIEELEN, FhiITHEERZIEShTWA8ER
ARUIRBEHNEORETIHENCEIVTNGIE, F
DEILEBREERT 25 KITIRHAIREBT L LS
Frehale, BEHRICITRESR I/ SyFFui—8
sElEhTLdCL,

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

LWIVESTRIZTOWNTS, BT 4RIC. BB R UEES
AHCIE, PESNIRBICHDELLGVHRTOR R, X8
XIEEHAREE Y. FLEEIRFRTERAISELR
BTHAZEITODLWTOEENRHShEIL,
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During processing, the following informaticn 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:

TP, FEET A TONIBRATUTORHRIE
B, FEE TRICITEBEITREAEE CLIFAED
HtEHRUVEANITHhhEIE,

a) the name of the product;

a) Eama

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

b) BEDHR. EETRBRERUVAERTORE

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

o) BEDFEREITOVTOELER

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) BLRLEERMERTYIDEEZEERV., BULEESIC
[FCNLDBEEWAE., FE) DEREDA=v)L

e) the batch number and/cr 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) NUFFoNR—RU/ RIS FEEEZESHSUICEE
[CHEERSNEEHBEERE (WA AN—ITENT
hizIFHEFEALISEATH, F0/\yFFonR—L5mn
EEFEDIHE

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

) BETIETOMIIRFERIIER, EALELER
=B

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

g IREEORRRUVENSDEREO/=viL, R
UEoh =R

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

h) BEDERGST-EETIRETO/IALERIE

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

D BEAGTRUVELEERENM OERICEL, F4&ICEk
%ﬁ(iﬁéhi‘:‘ FAGEECE Y S MA R EE AT

BATCH PACKAGING RECORDS

NyF I

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, INuF AR EINEENAVFRIZIVFO
—BICDOWTRELEIThIERSEL, FhidakisEE
DEERME DV THEY., TL20LSLTBFERT
SHEFIERTIREBITHESICRAT AL, K0 HT
FBEINSINIERDINYFFUR—RUOHE., 155
KBNS RBERD/INYFFoNn—RUFEREN
BEEh TWEThIEsiy,

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

TRIERZBIAY DR, KERUCERBANCIETES
=R ERIC, FRELLAOE S, LB ERES
BehTEod . F-EBXFRTHERCETICLERH
E DG P I
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The following information should be entered at the time
each action is taken and, after completion, the record
should be dated and signed in agreement by the person(s}
responsible for the packaging operations:

LT OfEH%. BRtAR, R TRICHEHRT AL BRI
AffE8L. EEENERTIIEL,

a) the name of the product:

a) ElmA

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

b) BEREEOBR

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

¢} AEERICOVWTOEEEA

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

d) BERZEERTYTOEEED A= vIL

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

e) TEEEFREZEO. ARERELOR-HRUER
PS5 SRR O BO Bk

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

f) AW-EE &UEE?*\'/’\G)J,“EE&) Hiesh
- EEEDFM

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

D TEREEREL. Ay Fa—F. BRERETOAE
SBmOR UABDERLE D, BRSH f-F R OY
20

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

h) BELAROCIERERENSDBREICOVTO. EHR
(S&YREBEN MR ZE D AR ERLER
B RICETHIER:

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) BURNEAZRET OO SN, fifE
h.BEXFERICRESN:, TRATORTHMHEEUN
IWORBORERUVSRES XISHNE S, WTIZHES
N=RHROHE

PROCEDURES AND RECORDS

FIRERVEC S

Receipt

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.

219, B ERERES U~ RAEHH RO R B0
A EDBHARICONT, XBSh - FIRERUER
BHBELBITRIZRSEL,

4.20. The records of the receipts should include:

420. Z2FANDERFUTEFOIL

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

a) MRERVEETHLOENA

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

b) BHO“#N"BRU/RIFA—F(atBLEDHER)

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

d HEEEARU. ARTHNITHEESESR

e) manufacturer's batch or reference number;

o) BEEEDN/ \WFXIBBF o~

f) total quantity, and number of containers received:

N BTANEENRERCERE

g) the batch number assigned after receipt;

g RFANRICEYE TRy FFo 1 —

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

hy BET HLNEAHIAV (FIZIK, BEBOIKE)

4,21, There should be written procedures for the internal
labelling, quarantine and storage of starting materials,
packaging materials and other materials, as appropriate.

4.21. R, BEHHRCEYLE S Kb RE T
TOLRMASINILER, BHERBREOXELSh-F
IgEAHEHE,

Sampling

o IIPZi

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

422 FZRRESN B T IVERE, QWA FERUES &
MERVEHOEBERBELEXETTORBIZBITANNGS
%{t%ﬂﬁit'g”éf_&albé-ﬂ'f\a\75\3&%5,3?@ FIE (F6
BEDIESRE) LS HI-. 4;"/7°UJ’7 2DV TOXELE
NI-FIRENHDTL,

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 8, ltem
17).

423 AT ITERVEEELEL-, ELOHERE
THRARURGEHBRTOIXELSN-FIRESNH S
& RBLAEFARIZEBRT S L (EEDITEBE),

Other

D

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.

424 R BEVEZDEBRRUTESRAE. HICF0OHEHM
ROITBEShI=A—VSA AR IR—y L kAR K85
DHGED O OHEHEIZDVT, FIEERHBIE,

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).

425 WBRIEGE . Ny F DRRE{RETL-OERDE
gsﬂl@Eﬁ&%ﬂﬁ%&ﬁc#b@(‘fh!iﬁ%ﬁb\(%Sﬁ?ﬁ

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

4.26. u?l::m:a)Scﬁﬂ:éhf«%llﬁizwﬁouaﬁ
ﬁxg géfé%Af ZIE, ELEBRIC OV TEEDSS
‘ —

* validation

N\ T—23ay

' equipment assembly and calibration;

FENHAITERUKE

* maintenance, cleaning and sanitization:

-RTEE. REBLVHEE

* personnel matters including training, clothing, hygiene;

IR, B R MEEEESCABICETIER
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+ environmental menitoring;

-REBE=XLT

* pest control; BT
* complaints; EiE

- recalls; “[BR

* returns "Bk

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

427, FELGLERUVRBESICOVTORERIEET
IEERHEE,

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

428 FEX(FHEELREEICTODWT. BEH. /\)TF—3
U RRIE, RTPEHE, RBENTEBEZICOLNT, A6
RUChSEEEEEFFIE CTEIRBREEE LAITH
(TS0,

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

429 OF JwHZIZBRAIC. TEXGZEEEE . RU
"f.:'ﬁ'm“%%iﬁénf:[ztﬁo)ﬁm(:om'c%aﬁibmfnﬁ&
;D d‘:L\o : ‘

CHAPTER 5 PRODUCTION

$5E HE

PRINGIPLE

[ 8l

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

G EEIEREICRESh-FIRESLEFLTITHAT
hiELZeEL FhSIEp B R EEE 48RS
A5EIZGMP ORBIES L. £-BAETL8EFTEY
RBEREIZALTLVETFRIEESALY,

General

EFE ]

5.1. Production should be performed and supervised by
competent people.

51, BB IBEEI L) EBe e EBah AL,

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

52. RANRUMEEE, o5 RE,. SRILETR., Ih
WL, NTNE AR UEREDLIGETOERERMED.
HEORYENE, RS -FIEEXTEREIC
#E-TiThh., BEGZEEICTEEShDIE,

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

53. 2ETOAFHEBZONT, ExShi-mtiEXE
BYTHAHEZTRA T DOHREBLETNELRSEL, B
i&éﬂ:%%ﬁ%ﬁ(:liiﬁﬁb‘ FEREDT—8%5FRTD

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

54. BR~NOEGRUVFEHOMKEICBREERITTH
RSN OMELAESA., BRchELS
BEBEMMHESNEIL,
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5.5, Incoming materials and finished products should be
physically or administratively quarantined immediately after
receipt or processing, until they have been released for
use or distribution.

55 ARIEHRUSHREREIZIANNEHEDEREIC,
TROAHEASH IV ITHF A HESH SETIIIPEN
(2. XTERLERREL THETL,

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

56. PERMBECNALIERELTRALLERE, FA
NOBRITHRERHELTRYRDG T IERSH,

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

?’“T@ﬁﬂﬁ()innﬂ%m%l YR Eh -
'@]@-%ﬁ‘?f NYF DR RUEEDEEELS RS S
KICEREBEITHILE,

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. IRBICHTHHER. RUHEBONXBE(THERE
’g@\i’té%:&?&‘f&L\_k’é{%EETéf:&bﬂ\E{:rﬁL‘l%ﬁ"tﬁ"a‘*

5.2. 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 BEGAHRICOWTCOHER. BRXIERIFLD
'JZ@ﬁ‘%,..\Tﬁéig‘%El}%L\f‘ Bl —DOERE CRIBZX
(LB L TREL TIHELE0Y,

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

5.10. %m@%ﬁxw’f }':JL“C %nn&tﬁ%ﬁﬂli"ﬂi%

5.11. When working with dry materials and products, special
precautions should be taken to prevent the generation and
ldisseminaticn of dust. This applies particularly to the
handiing of highly active or sensitising materials.

511 RLTWSEHEVARCOLTHEETIH, E
BRORERUIERERLET2RAERS b ETE,
;%!ﬂ#lqaEiiifiﬁfﬂﬁi@%ﬁﬂ)ﬂﬂU?&L\f SHTE

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

512. BEDRTOBREIZEVLT.2TO. J#H. ALy
Ber. ALV EQEBRUBYIESHEIZ. T
’&;”’%Hé%nnﬂ(iﬁﬂ TOIHE (GZET I RU
NYTFFUoN—FRTRRETOIN BAVZRDHET
BHEShOZE, RS TIERICIE, COERRIZHEDE
= D>NTHERBTHIE,

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

513. B EEXIIEYICERAINDSALIL, HE
'C B CELEENGELEZEXTHEACE SRV ED

EEmIcinz., ﬂc"ﬁé-ra“ﬁ;z({ﬁlili B, &4, 748
JF%. g, DB ERTAILELIELIEERATH 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 ancther are connected in a
correct manner.

514 BRE - ORHACE~GET SEHRAEE
ERUHOEBRIL. LA SRS TIN5 o%
BEET Bt RERS AL,

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

5.15. ?E.ixli$ﬂ[ﬁi7§‘b@L‘?ﬁ‘ﬁ%fﬁﬁﬁ%'? EGRY
BITAHIE ARSI, BYLESICIELES
fﬁﬂ?ﬁlﬁi}ﬂﬂ L. ?‘Eﬂﬂ’&ﬁ?’é%‘?ﬁ{\ ERICTRET S

‘15.16. Access to production premises should be restricted
to authorised personnel,

516. RIEXTOEM~AOTIERIL, FaEh-EDH
IZHIBR LA T I IEA D,
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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.

517. BE.BEESALHORERICEBLNT, E-EER
i‘éiﬁﬁ?@%f&&ﬂ%bf?ﬂ%ﬁﬁé%iﬁ?é:kliiﬁ%(d‘é:

|PREVENTION OF CROSS —CONTAMINATION IN
PRCDUCTION

HEICHTORIFEOMBLE

5.18. Contamination of a starting material or of a product
by another material or product must be avoided. This risk
of accidental cross—contamination arises from the
uncontrolled release of dust, gases, vapours, sprays or
organisms from materials and products in process, from
residues on equipment, and from operators’ clothing. The
significance of this risk varies with the type of contaminant
and of product being contaminated. Amongst the most
hazardous contaminants are highly sensitising materials,
biological preparations containing living organisms, certain
hermones, cytotoxics, and other highly active materials.
Products in which centamination is likely to be most
significant are those administered by injection, those given
in large doses and/or over a long time.

518 MOBRBXFHFICEOIHERHRITHADFE
FEEEhZh S ShED, COBEMRTIFLOUR
JiE. BETORBXITESHMSOHEESTLVIE

B.ARBR, A7L—XEMEDOBRH ., EBLOE
B, EUCEEBDBRISETSH, COVAIDE KR
X, BEMBERVERSNIESDOEECIUELS,
CLRLVEELELEYEIISREEODE. S EZ2H
IH5EYFEE, HEIEOFILEY, RS, RUBOS
EHOMETHL, FEARLEATHLLEZ NS
AILEHA, SAECVLLESRR SN IHETH D,

5.1%. Cross—contamination should be avoided by
appropriate technical or organisational measures, for
example; )

519, XX EREPIEEUTD L BUARTHYE
W E DT KYUTHLE SN B &

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) BEOShERIETORIE (RS U ET9F .
AERFNBRUHLEDMOEMFRAND ISEEMITR
Hohd), RidF v R—UEE (RRICHIT58) &t
HIZBIEHRLTITHO N HEELES

b) providing appropriate air-locks and air extraction;

by BULEI7OVvIRUHERDIEH

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

o) FRUMBNEFR+FICALBEN-ZEROERERITHIR
AlLEYBIESEIShSFRIRAIDR/ME

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

d) ZXFROFHEIAIZHEIBRANMITNEEZNS
REATORERDER

&) using cleaning and decontamination procedures of
known effectiveness, as ineffective cleaning of equipment
is & common source of crosscontamination:;

e) AMTRVWEEDERENARIFLD—HALELER
THLADT., AIMARAN DS L UVBREEFIROER

f) using “closed systems” of production:

) "B ATLT ERAV-RE

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

g BREREOHBRUEE~DESNEEROER

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

520. RXBRENLET HFBRRVEINEDENEE T
HENEFIECHR N ERICREET R
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VALIDATION

NYT—30

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

5.21. NjF—iay| :J:GMP’E—E’ﬁ{t?‘é%GDTEBU HEx
hf.?ﬂlﬁikﬁt\%ﬁﬁﬂ"éu& BRRUERIERSETS

L o

5.22. When any new manufacturing formula or method of
preparaticn 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.

5.22. %ﬁ%ﬁﬂ)%ﬁﬁﬁlii%ﬁﬁ%ﬁiﬁ%ﬁﬁ?éﬂ%fi. 59
nheE @%mlﬁkﬁﬂ-égtiﬁﬂﬁ"éf“&)@Eyﬂé
EROCE MESKEHEVEBEAVLIHEDLIRE
Eé%féhémﬁ@%nn’é’iﬁ%ﬂ’]f CHBETEIEHNRSE

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

523. ZXEXIZFEBPCHBTINMGEZLETLEH, 8IG 5
ﬁ&U/Rfil*&s@ﬁﬁﬁk?mﬁ'&ff?_{ﬁuﬁﬁ‘aﬁé
RAETLEAOERGERICDOLTIENA)F— a0 55
LigthniXanizi,

5.24. Processes and procedures should undergo periodic
critical revalidation to ensure that they remain capable of
achieving the intended results.

524 IRBRUFBITFAOHAFMBOEREEERTAEE
NEHBLTWSILERAT 510, BRI T1Hh
WIE(REEA DB RICFRARR TEEHL5%)H/
T ERITHILE,

STARTING MATERIALS

R

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 HERHOBALZ, fEEFCHLEEORURS
BHFEER TRV IL S T REEBLEXKTHS,

5.26. Starting materials should only be purchased from
approved suppliers named in the relevant specification and,
where possible, directly from the producer. It is
recommended that the specifications established by the
manufacturer for the starting materials be discussed with
the suppliers. It is of benefit that all aspects of the
production and control of the starting material in question,
including handling, labelling and packaging requirements, as
well as complaints and rejection procedures are discussed
with the manufacturer and the supplier.

526. HAFRMIEET SRBEEICHRBSNTVEIRES
N-HEENOOH, FE-THRTHNISEEEIOEE
[CEEASh S &, BLEH(CKYRIL S H R B <0
TORBEMRBELBRT O HEREEI D, BB,
FNNBFRRUEERAE, GoCICEERUTERKHE
FlazESH. SZRHERHMOEERUVEROTATOM

ECOWC, REER G HRIGE L RICREBT DL HE
’G&éo

5.27. For each delivery, the containers should be checked
for integrity of package and seal and for correspondence
between the delivery note and the supplier’s labels.

527 HEEICHL . BERIIBARUHEBOESHIZO)
ghiﬁﬁinn%&(}@&ﬁ%a)a’\)bt@ BUCDULNTCHEER

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

528. LLIEDEHEENRESZN\YvFTERSATINS
BEE. &N\ vFIFH TS BB, RUSKEHEIS
MLAEER AT E,

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

529, REXBICHLIBEEHTBEDICSALETEND
;i(%sﬁﬁmal,é’&é}ﬁﬁ)c SRNNFTDELEL LT OER
St
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* the designated name of the product and the internal
code
reference where applicable;

RS ARV ST 385 THADER

[=
. lnn

a—FK

» a batch number given at receipt;

* BANWKCASShfc/ Ay FF 3~

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

;Fsﬁwm%ﬁf:m AEROREGIAL. BT, 28
&, FEE)

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

- EUER &SR, HHMBRIEThEBZ LT AP
AR ELGS B

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

RENEZICOVE1—REThTWAES. EEDET
DIFBHANELTLESIAN LR FTShALGTHRLLY,

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. HEIRBOBBTEOATHOR—HE2RET 58
UIGFIREFFEAH L L, T ILAEREH
LNOBRBRIFFESNSTL(HEE 131HSHE),

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

531. mEEEMMICIVHER HIBRShTEY., 2R
DHFA D HERMOAIEREhDCE,

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 propetly labelled containers,
)

532. HIEREMIL. ELLVERHENAFRZCTEVISAILETR
SN BRICERICHEX I BENAT LRI T 51
O, BESNIZBEOHCLYLE LS I=FEIGITHELELLY

|HEhaTE,

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

533, LWHEhEEEHN T, FOEEXIREFZEHT
WMULCHERSh., F-20fENRBEINLTL,

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

5.34. B/\WwFDLBICHOLHEN BT —EIIEEX
N.FELEOTENBIDIISRILBRRINEIE,

PROCESSING OPERATIONS-INTERMEDIATE AND BULK
PRGDUCTS

TEER FRRBEF/NILIUE

5.35. Before any processing operation is started, steps
should be taken to ensure that the work area and
equipment are clean and free from any starting materials,
products, product residues or documents not required. for
the current operation.

535. LWAVGEDTIEEELHBRY DRI, FERBRUE
EXFESC. FLRECERIIHEDLG L, HREE. &
. BROREMEXELLNCEFRITA3RTYS
AREhBETE,

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

530 FRER AU T RARE G T CRES

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

537. EREIRICONTAYF—2 a2 ZRELAITHIT
oLy (RED“/N\YT—2a"8M8),
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5.38. Any necessary in—process controls and environmental
controls should be carried out and recorded.

538. MEBLWAGLITIEEERUVEEESELEEshE
f-ERfFEn b,

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

5.39. HIFRENSOLHESERDREE, BRI E

SRAEShHIE,

PACKAGING MATERIALS

2E7)

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

540, —RAZEMBRURTHHOBEA YRV EU
EEICIE, HEFRBICH T DO EREFIZHEGOFEN
thbhhdlés,

5.41, Particular attention should be paid to printed
materials. They should be stored in adequately secure
conditions such as to exclude unauthorised access. Cut
labels and other loose printed materials should be stored
and transported in separate closed containers so as to
avoid mix—ups. Packaging materials should be issued for
use only by authorised personnel fellowing an approved
and documented procedure,

541, FRAHITHUFHOFEN DN AEZE, Fhib
[FEHFATOTIEREHRT 5L57%, BYZRETH
HIRETTCRESNAIE, hybSANIL R UMM BERLL 4
FTWERTHEIL, ERER#TI-OESEShTHLLHR
-BRPTCRERVEShEE, BEMHE O OEL
X, FmchfzABOAICkY, RBShFT-XFELSh
f=FIFEIELThhbEIE,

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

5.42. R EHHXI—RAEMFIE, Bk EXE/ VT
ftf:. BROLSEESNIRANEE /T E5INE

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

543. £3LI-. RIZIBHRELGF-—REBEHHERIIET
M ITESh, £-COLDEREShDIE,

PACKAGING OPERATIONS

(2R S

5.44. When setting up a programme for the packaging
operations, particular attention should be given to
minimising the risk of cross—contamination, mix-ups or
substitutions. Different products should not be packaged in
close proximity unless there is physical segregation.

544, BEERICATEZIOVSLERET ARSI 7
XEE,ERXIBZBHOUDVRIZRINET 20D
BAlOFENMHONhETE, YENTREENAGVLEY, B
ARG EEELTEELENIE,

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 preducts, materials or decuments previously
used, if these are not required for the current operation.
The line—clearance should be performed according to an
approptriate check-list.

545. WEFEZIRO LA, EERE, AES 1>, BRI
BEUCHDOEETEFRTHY . FLLUAERASR LM
S, RHEIXEDL, Chiodttl. BEDHEEITH
BLohBGWERIEREFELTLVEDWIEZRETERTYS
MEBNHIE, TPV T I RIFEEF o) AR
EWRiTehdd.

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

5.46. BIYIDRA TV AEBDETHRENNYFFoA—4
BEEEEEHISIVITBRINBIEL,

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

547. RS DT RTORRRUAEM BT DELM
(CEESh-fr, ME. A—tRUEEERELO—RIC
DWVTHREhACE,
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5.48. Containers for filling should be clean before filling.
Attention should be given 1o avoiding and removing any
contaminants such as glass fragments and metal particles.

548. A CARBBRBIIFECARICERTCHATE.HSR
BRUEBHTOLIGLNESFLMEBELEEL., -
BETITENLbhEIE,

5.49. Normally, filling and sealing should be followed as
quickly as pessible by labelling. If it is not the case,
approptiate procedures should be applied to ensure that no
mix—ups or mislabelling can occur.

549. BE. R CARUHKBISSIZEDLTSAILERRNT
ZLHIEHERNMIITHNEIE, LLESTHWESIE. R
RAXIEEBS=SRINRTEANEIVERNEARILT 58
I FIgAERAshEZ L,

5.50. The correct performance of any printing operation
{for example code numbers, expiry dates) tc be dene
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, AHEICX [FRED—IRTITHRDWNNESHERIE
EWBIAIE, a—FFo—  BRHR) LB IEGEBATE
mr..\-c!sh i?‘._uﬂﬁ'é?hégé: %‘[’E%( a‘:%)El]lﬁI“ I:j:t.:E‘EL
H\bn E@Fﬁﬁrtﬁﬁnm\éhéh

551. Special care should be taken when using cut-labels
and when over—printing is carried out off-line. Rell-feed

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

551, AvEIRNILERLSBERT(OVLES. BHIR
HEDYRILAARDLA IS TCIThhABSI33EER
RHbhhalE, A—ILEBRSALVITERIOEEEZET.
AVESRJLEYRBEITELLY,

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

552. LWHVEABFHa—FR)—4 —, SN LA 2—X (%
I‘lﬁ?&—“ﬁ/{«fz%IEL,({’EEJJLtb\%_&ﬁf%pﬁ“éf_
RIS ITHhNETE,

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

553, @EMME LOHRIXIEZFRYSh-ERIZHERT
MELHEICHLERETHS L,

5.54. On—line control of the preduct during packaging

554 @MEM(ZHITIER[OA T I, bialEt

should include at least checking MT#H#ERTHI &
the following:

a) general appearance of the packages; a) AEDLERIITIE
b} whether the packages are complete; b) BEMNTETHLIM

c} whether the correct products and packaging materials
are used,

o ELVEREVAH A ERSRTOEH

d) whether any over—printing is correct;

d) LAE Sl YA A HRHIEL LD

e) correct functioning of line monitors.

e) A EZR—DFEIELHEE

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

BEFIMBEELNLY U TILRRSAN L,
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5.55. Products which have been involved in an unusual

levent 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 FEBRLGFRICEASLEERIE, BARRE. A
BLUREBIESN - ABICRZ RIS THhABESORT
BICRT LA TED, COERICODNTEML TR R
BEhdls,

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

556 RZWEPICEDHSNI, 1 ULIBRRURRHE
DHELESVICRESN =2y ED VMRS E RS
XITEEHEMTRUVGEVDGHAES ., HETE I
LEYIICREHRBASEh BT,

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

557 ALZMEEATT RE, N\yFa—FAMRIShERE
N LA RS EM OSSN, EOEGETSC
&o A—=FHREh TWEWRTHMHEEEICRTES
(&, XBEEN=FIBICRSIL,

FINISHED PRODUCTS

jm |
AR

m=iEH

#%

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

558 RERHR T ENOOERNHE AU EEZTHEE
EPELL-FGTICTREREINEIL,

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

559, ERAGDBFED-HOHETEHEDRIZ., &
BEShOBRRBRRUXEBRRC OV TOFHELEE
(REEBICEEEh TS,

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

5.60. HETR OYEHRIT, BRERITERTRSRED
EELLTRERENEIL-EHTCRESILIL,

REJECTED,RECOVERED AND RETURNED MATERIALS

FEE. ANR RGBSR

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

56 TEROBRHEUVERIL, FOXSICHELSAR RN
Thh, ffEEh-REICAHEIC B Eshi s, Fho
[EHEEICRSh e, ., RITBE B SICIEENIL
BFESNSEDDWVNT M THEIE, BLNBEBEHRLNS
?f&m‘ RSN ABICKYRBShELREFINB

(]

5.62. The reprocessing of rejected products should be -
exceptional. [t 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.

T— = —

562 FEWMMOBMIIEHINMIZOHITSCE, FhiX
=ERBOREICHEERIZTET, BRISESL. R
EFDURVEIL &I, EEh, RBEEhFIEIC
HWRESh OB ICOAHFRSh D, BMIOREIE

RETHL, '
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5.683. The recovery of all or part of earlier batches, which
conform to the required quality by incorporation into a’
batch of the same product at a defined stage of
manufacture should be authorised beforehand. This
recovery should be carried out in accordance with a
defined procedure after evaluation of the risks involved,
including any possible effect on shelf life. The recovery
should be recorded.

563, HDELGHREBEISESGLTVALEIONyFOEIBXIE
— 8%, F—#MR 0y FOREOEMERBICEEAD
ZEICEDEIREEIEH LN LOHREBSN DT E, COEIR
EZIX. ERHRICAT ANNEEIEEDAESELSDH
TE595URI%FFMLIzZIC. BESHEFIRICHL
EEENETE, BUEEEFTR T,

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 Contro! Department.

564 BN AN e RIS RO TRRER 50 BRE
ROEMHROBRIE & HEBHPISERLE IS
L TEly,

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 considerad 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 BlEXEOEEBEHMNCLEI-TBMISIRGEEH
FELRE, TR EARETELHI LB RN
BULMES SMIHIRT S, ZThoiEXElLshi-FiF
IZHVREEENMABRLEGEHELI-RIZOH, Thbd
BERGE. BSANUREXITBED Sy FADh A —{F%
ERBLTRL, COFMICIE. YZMRZOUYE. HEL
TORBUERESRE. TOREBRUBE. LoUIZEFnA
HEESh TUBOEBFEOIT A TEERICANS IS,
BEOREICHLUEMAE LB A1, FiERsEE I
THREAWNCENEMIIETRETHEIH. BHAX
FBHERHICETSETEI RN CE Mo AL
EHEICEBTEIE,

CHAPTER 6 QUALITY CONTROL

[=]
AR

FoxE MEEE

PRINCIPLE

IRl

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 cut, and that materials are not
released for use, nor products released for sale or supply,
until their quality has been judged satisfactory. Quality
Control is not confined to laboratory operations, but must
be invelved in all decisions which may concern the quality
of the product. The independence of Quality Control from

REEEIE, Y7 T BB RUHEE. EUITHE
THETIRBEIAERSHh. REXEESOSENHR
TEHEHESAETIHEMAERAD-HHEFASh
¥, FEERAREXIHEDOHBFAIShRNIE
#RiIT 5., i, XELCRUVHEFATFIRISONTERY
5, REETEIFBEERCEESNT . HS0RHEIC
BEHATEMEDOH ST ATORECEBSLEITHIETSR
L REETHEAREMNMMIELTHWAIETREEEDR
BIREEFICHETHIEEZLND,

Production is considered fundamental to the satisfactory |(B1ELESH),
operation of Quality Control (see also Chapter 1).
GENERAL 2iRFEE

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. WEHFAORFECLCHEEBERMAEFISIL,
LEEAMITORFIMLHILTEY., BHICERATES
1D EDEBRHEBREZAELTWOBEICERIRES

| BBREETSEDHEROTICHE L, BUEER

X, T RTOREEEDOFILTHHEMS DHERICET
ShABTEE RIS BT TITERAEL,
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6.2. The principal duties of the head of Quality Control are
summarised in Chapter 2. The Quality Control 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 preducts, 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. MEETESMORDFELERIFE2ZIZELDS
hThd, REETESMAKLEHELT. T RTORESE
FIEEFEIL. \UF—2a 5L, FIEZETLRT
NiFESHEN, X BEHRUVEROBER Y TILERE
FHIL FEHRVHEGBRBOBERTERILT DL,
HAROREMERZRIITAICE. BRREICEET A%
BOREICHESTEIELE., FRBOERELA TS, O
NoDTRATOEET, XEBEEN-FTIFIZHLVERL.,
BEGEBSXEZELLTRIEASAL,

6.3. Finished product assessment should embrace all
relevant factors, including production conditicns, results of
in—process testing, a review of manufacturing (inciuding
packaging} documentation, compliance with Finished
Product Specification and examination of the final finished
pack.

63. BENGONNIL. BELH. IREERROR
R, WBERERD)DXEERRLE 1—. BEBIIRK
~ADHEE R VREOZREEROBEEED. TCD
EET A ERF AT HL,

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

64. REEEREREIEBULBSICEIY LTI FTRUR
BEO-HEERBICFIERATETHALACE,

GOOD QUALITY CONTROL LABORATORY PRACTICE

EERRE

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

65 EEHBEOESESREIT. B3FEITHESA-LE
BERECHITI—RNEVEEDE#ICES LA
[FeAe=y (AW

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

66. HEBEODAS. BY., RUEEL. SETIEDOES
BEUBBICIYREGEBEITIAICEYTHII L, BT
B ENICEEAHICEERTARAN-—B L= DR
EOFEAIIBEOERAHIESHRSALIA, Chit
mEEEERICRE LT E RS,

DOCUMENTATION

EE

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 Control
Department:

6.7. ABREQOMERIIEIFEISRLERBIZHESZE, 2O
XELDEERS L. RETRICETIELOTHY., BT
[SRTHERGER C OV TOXEBTEON IR EEEN
FICBLTHATRETHIZE '

*specifications;

- Rtk

*sampling procedures;

B 2

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

ABRFIRRUVER (ST -7 —MLWLEHBRE/ —
% 80)

-analytical reports and/or certificates;

SRS ETOLHRRIEE

*data from environmental monitering, where required;

P ELBAIERT AL T—4
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validation records of test methods, where applicable;

BET B R, RRA RO/ T~ A

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

REOEERVEBEDRFERICODVTOFIERUE

3

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

6.8. /NUFRBRICEETOIVHILELGEEENOXE
H, BN\ FOESDHBR 1 EBEET R,

A%

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

6.9. HHEDT—EGIZIE, DHTHABROEER. INFE, B
BEBCOLVCIE, RRIEEROFHEE TS S5 %
TROTENHEREND,

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

6.10. /A FERD—EHTHLEMIMZ T, HABR=E/—F
aL\LnEﬁwotaMﬂsz'ﬁ)ﬂmT—%{%’*éfnit ,
EONMCFIHTERETHZIE,

SAMPLING

HFYug

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

6.11. HFNLERE, L TORBENZ RSN, KBS
hXEBEEIN=FIRIZH N ThhbIE:

»the method of sampling;

- HUTYL TR

rthe equipment to be used;

- Ao hbEE

*the amount of the sample to be taken;

s ERYUTE

sinstructions for any required sub—division of the sample;

- WEBETDYTLNGINGHIDOWT DR

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

- WS H U T NEBRDIATRUIRE

*the identification of containers sampled:

- YU IVRIRESN BB DOH B

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

_,,.Emiﬁﬂmio)ﬂ/ﬁwm EL. BT~
E éf@#ﬁﬂ&ia?lﬁ.

<the storage conditions;

- RERHE

*instructions for the cleaning and storage of sampling
quipment.

LY T REDERERUBREIZOVTOER

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).

612 BERILTIVE. TNSHBRREN R E-F
AN NYFERRTBEDTHEE, FOMBICTET
BHRRFLRDHMHEBSPIZ(E, TIRDIEHE (LD
DEE=S— BrbDH T ILERELTHEL,
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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. HUTINBEICIE, RNuFFoni— Ty 5 R
BUYSTIVRIESh BB EELICARMIZOLNTD
BHHRERRLIESRIILERFTEIE,

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 sclvents, 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. ERHBROEZ/\YFILENEhESELRTLTIL
(&, BOHRBIFECRESALFRIELSEL, B
ARTEREEAEBET, #EEG T CHREShIH
NIFES%E0 HREBEH GRE. HARUKEN) Oy
M, BEESAREZWBDTHRIE, DELEEB RO
HEF#2FEFREShZITh ISR, CORERIR
(%, REEAEIVENMERICIE. BCLTERL, B &8l
MmREBFRYTNIE, Pt EROBRBY=E
FTHAIDIZTHREBTHRINIEESELY,

TESTING

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

615 BMARDN\IF— o3 EEBLGETIEESE
0, BEEREBIEBEN - & TOABRERBS N - %12
FELEIEL LT, |

8.16. The results obtained should be recorded and checked
to make sure that they are consistent with each other. Any
calculations should be critically examined.

9 nrmagaﬁglﬁkm_ﬁﬁtiﬁ
RIHCE ADFCEBUMLEL. BEICRELLGH
hidizsiiy,

6.16. BMERFE R (L 508%L . A=

6.17. The tests performed should be recerded and the
records should include at least the foliowing data:

617, BRI -RBREaRan. i aELn
TRF—REEHTE

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

a) XA RDEWH, RUKLTIIEETHRE

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

%/ SWFFUR-RU, BUGEAITREEETOLHE

¢) references to the relevant specifications and testing
procedures;

o) HETORBRUABRFIE~DSR

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

d BRFERUVHESZSCARER RUASA D
AIAEABRTIEREN~DSE

e) dates of testing;

e) sRERH

f) initials of the persons who performed the testing:

fRBREFEDM=vIL

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

g BYLRHEEICE, BBRRUHECOVWTOEEEDA
=L

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

h) AR IR SRR ZEOREDRE) coT
DEEALERTIEESh-EEEDOENAYDES
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6.18. All the in—process controls, including those made in
the producticn area by production personnel, should be
performed according to methods approved by Quality
Control and the results recorded.

6.18. AEREBACEEBRRICIYTHNOLDEEHT
ARTHOIESET. HEEBEMCIYRBSNhIZAZE
[CHEVERIESh ., FBRNREZEShE L,

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. HBEDRE. BEoTHEOASAFERVAE
%, EEQ RUEMOREICTENSTESALDh ST
& FRLENEBEShE=FIREICHENERShBEIE,

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. [n addition, for volumetric solutions, the last
date of standardisation and the last current factor should
be indicated.

6.20. REIMOERANFESN-AREAEICT TN
DRAARVAREOBELERTTOIL, FRELR
ERUEhOADHREBNCREFGLECSNLE
[CRShAIE, SHICRESTHAGAERICTOV T E
;‘f@ﬁ—‘ﬁ@%ﬁﬁﬂ&U%i‘ﬁ@ﬁﬁ77’]5¢—yﬁ“ﬁ:$hé:

8.21. Where necessary, the date of receipt of any
substance used for testing operations {e.g. reagents gnd
reference standards) should be indicated on the container.
Instructions for use and storage should be followed. In
certain cases it may be necessary to carry out an
identification test and/or other testing of reagent materials
upon receipt or before use.

6.21. HEGHET, ABRERICEAShIVNEIYE
A, AERVZEERICOVTEETNDZANAZE
R LICRENSTLE, FRARUREICOVTORETRES
SFYHCE HOIEAICTHERHEDEZIABR Y/ X
hORRE. FANFEIERANEERTILELH D,

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

8.22. Fio. RHXERAOHARICAVLSEMIX, BYT
HAOBEBICIIEAINREEZ TS5, AAIRARCEY
LCEERETHLSICHITFSNERSWLHO L, BIFHH
i%~ itfa FThoDERAEEE RS EYTEENMRES

ON-GOING STABILITY PROGEAM

REMBERTOTSL

6.23. After marketing, the stability of the medicinal preduct
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. MRS TWA /v r— O WBNEET Ly
BAREMOBEG XL, FEHBLAILRIEEHIOT77
ANIZBITAER) DR ERETH UL REN TR
SALIZED, TRZICEEROREEETET=2—h 5

]

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

6.24. RERERI/OISLOBMIE. HSEADIBRIC
biUE=4—4 528, RUBRSRTSW-RERE
TCHRIERICEZE>TRY, FBEYRTSLAHRT
EANERETHIETHD,




6.25. This mainly applies to the medicinal product in the
package in which it is sold,but consideration should also be
given to the inclusion in the programme of bulk

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

6.25. ChiFEICHRBERETOEERTHLCGERAS
NENR, NI VRARZZOTOTSLIZEDATEIONT
YEETIE, FIZIEILIEGH, GBS ERIRY/
Rf:!:%u_tﬁmvﬁ\bﬂ EBH AR Sh SRR S
éﬂhéi%Alst DEZOHFORERICHT 88 H 5
UITERETCEMEiSh ., F-mHEhsIL, S5I12. E
HEchizUREEEh, GRS APEERICLEEEH
D&, CHERRIRELT %,EE,Q,’&%O)?x%ﬁlfo))ﬁ,aﬁ"
fﬁ@%nn@#E{Eﬁnﬂia@tnngﬁ%ﬁﬂﬁqz! EiEzh., £
DI EXRFCE=4—F AR BT, LML, Y
SEEICE. BABREONANRERLXE=4—T 52

Lo}

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—gcing stability programme
(stability chambers among others) should be qualified and
maintained following the general rules of Chapter 3 and
annex 15.

6.26. KEMEAITOISAFXERTA-TORLD
LLEAREDSBREEICHLREESh, iERIIRse

TERELDETICE, REMER /OIS LTHERIN
SR (EUDHEERF YN IXEIZEDLEEEL
g(:Annex 15(CHELBEE AL . RUMESFE BT A

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:;

6.27. WRMEREETOTSLIZODLTOTORIILILE
RIROERBERICETCEY., BEIXEINELALTD
NTA—BEELTE

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

s AlEEY, RUBZLTEESCHEGEAvFH (XY

YD \yF

* relevant physical,chemical, microbiological and biclogical
test methods

' BT OMEM. EFM. REVFHRRUERFIG
ERTE

* acceptance criteria

BigEE

= reference to test methods

TV PNGET

+ description of the container closure system(s)

= testing intervals (time points)

A ERREIRR (B A LARA )

= description of the conditions of storage (standardised

ICH
conditions for long term testing, consistent with the

product labelling, should be used)

_t{%i’“%{flil_ot\'ca)nﬂ B ERORTICERATSE EH
BRI 9 HIEE L SNI-ICHEH R AL RATE)

« gther applicable parameters specific to the medicinal
product.

EMICHICEREhA/ISA—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. REMEBERIOS/SLICHTETOraNLE, ELF
NAEZESN IO BIESATNALS, IER
mHPEERCRESN - SYORHRESSIcHTS
FAraJLERESTHEL (Bl X (XS ERSERE . XILICHEN
BEHABHTIES)

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

6.29. NUFHBUABRAREIERSHERREET S+ 2

BT —SBERBIDLOTHHIE, BIEEHEShi
RY., BFHESHLERICOE, ZHTIHHEELE A

RO, &—RAEDOZATGITLLEH1 v FHRREN
FATSLIZEHLNSIE (REFIMLEEINGLEG
BERO B, BMEAVSERSRBNRERE=S
U VIR ETHY, REEFOBETEREOAHFENES
X, RMERFEICURI-RAR T4y D BZELVNW TR, T

ST T4 T ERVINFR LT THESOORBIE, Fak
LR TREMRGE SRS IBEEICITBEHALTEL,

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

6.30. HARRTTIE. BION\wFEREMERTOF
FLCEDEFRITESE0L, HIAE, REMERG. T
BXEaZicddd0DnigsdERGERNTINWAGERE
AEBROBETHRESNEIE, WAGEENE, BN
IXFEROEZELRERTOTSLITEDHLZEIZDN
CEETDHE,

6.31. Results of cn—geing 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 REMERABOHRIITIEZEEERV, FIt+—

YFAXRNR—=Y 2 BRATEDESICLG NGRS

L REHRESSERL, NWILVER X EREMGOHE

SGIREAS DY TRESIDER IS, BREROXE

LS =RYRLENHDICL, RFHUREERMOFBER

g‘ FEBTICEIREDOREBHICTHATHET
HT&,

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. MiEs. RIFEXNGEEEDERITRAELETA
[(FE5E0 WAVEIRERENRENOER. EEX
TREEALEEY SRBEETICRETHCL, TBITHE
BLTWSNAYFICHLTEIYERLZEICONTIER
GMPH A FEESEITHELS, E-BET HATEEE ITICHMRL
THERETHLE,

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

633, FOTSLEET AL RARBL A0, &
Hidh -2 7 — A0 F DM BIESNBFESNDoE,
DEEDHIFRHMEEDHE CHE L,

CHAPTER 7 CONTRACT MANUFACTURE AND
ANALYSIS

Porand

B7E ERBERULSH

PRINCIPLE

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

ZRAERUVIHIE, FHOLREOE R LEEES
HRMBEEBEST B0, BEICERSH. AEIH, T
EEINGHRIEESEWN, BEEERUZEEM[MIC,. &Y
BADEBETHARCEITOINELSN-ZHELLIT
NIFEBARL, BRI, AA—VSAXR—yoiag
DB INVFITONWTHED O OHATASHESFITS A
(C2BBEETTEHEICOVTIHRICD RN TV
Y ARy A(AN

Note:

This Chapter deals with the respensibilities of anufacturers
towards the Compenent Authorities of the Participating
Authorities with respect to the granting of marketing and
manufacturing authorisations. It is net intended in any way
to affect the respective liability of contract acceptors and
contract givers to consumers.

&

COERFERRBRVCEEFTORCBELT, Avsi—
E OfELRICHTIHEEEDERICOLTHRYE
D, LWL GAS, FEBFRUERXEINHESEICHLTEH
FTEREMEIC, EQLIEBTLEET I LTBERL TV
AW

GENERAL

EHBE

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, /T TMYRO O ELE R U/ XI55, R OB
HY ORIV RO ERE T EXNBI L 2SN AT
NILTEB7ELY,

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, BITRIRWNNEZOMORMURD~OEFTE FHEE
BRUSFICHTIETOERYRDHIZDOLTIL, LikH

5':;:’)L"C@%iﬁ?ﬁ%ﬁ%ﬂ%ﬁl:—ﬁLTL‘EH#’LI:EZE
6 d:[,\o .

THE CONTRACT GIVER

RIEs

&

ot

1.3. 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. ZEEEIL. FEEIROONAEELZ B RET S
BE N OFFIEITSREMNSHY ., £-EHIZLYGMPOE
B, RUEXHT AR CRESNTNACGMPH ARSI AU A, jE5p
ShAZEICHLTEIEEZES,

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, octher materials or other
products.

74, BELEE, BORRLUIRO MBI, B5
EREHEEICRIET A10OICBELLTOERESHE
[SRET L, BeE L. FWG XIELCEET
MENSEEORY., BE. AS. ORI EhoR
BIRIREL O T AREMHC DT, BIEEA (D
LTWBCEEBRLE NI EBALY,

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. ZEEBF. FHENSEAEBICEHEESh -2 TOR

BEINEERRUVBREHEAEZRLOBRIEGTIE. X
(EERD, F—VSAXRFNR—V Uz YR EAHERIENT
WHETEHFRELT 52,
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THE CONTRACT ACCEPTOR

ZNZTE

71.8. 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 cnty by a manufacturer who is the holder of a
manufacturing authorisation,

76. REEL, RAFSLREFSN-EBETDICER

T EHDBEHIERR. MBI UER, Lo HEE
BABERLTWEHREAELEN, BNICKORE LR
BEXFARBECHIUEEF T >TOAEESID,

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

17. 2 FE. BHOhE-2TORGXITEHAFID
OFRERN HMICH T 5 BMEF R T 528,

71.8. 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. 2B FRINEFOLHNLELILHE. BIVR
DIZONWTOEAEOBROFMBUORDLELICIZE=
FIZEELTELELEN, ZHERUVVIEIEZE LD
BITCiIThhizBYikdH S, BERUSHTIESRS, HP0E
AERUZAEMERBRICHATRTHAZEEMRILL
R IFEsizn, —

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

19. ZEEEF. EREFOLOICEELVLITEERT
HEmORBEICEREERITTAEROHSTAEEIT-
TiEaELiEly, '

THE CONTRACT

&

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

710, AROAERVERICHET AEXERVZES
FThThOEEEHETIRNELTHE ORI CRRESH
A&, RO RKMAAIE ., 8RN, S & U GMP
l-ﬁﬁ}tfﬂiﬁi’éﬁ?éﬁﬁ%‘l ckUE%énét_& %L

UGS DL TOT R TORYRS [ERFEERBIZ—
L, ET—ﬁé%%b\ﬂa@“é‘_to

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

711, BPEE, FAVFHARGERZBEGTH->TELES
hEDEAEEFTHAI LR, REDOD/ Sy FOH
FAIBHEETIA—VTARR N~V PREIET 54 5%
HETHIL,

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, HWEE.RHEOBEA. BHOFRBRUSHEHE,
TREREEFEOLHERVREEEOREBICEITEES
H. G CH YT RUSHOEBR.285ELHRE

[CREET AL, RAREBOB A, VUBEDEE N ELE
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1.13. 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, BLE. SR UEGER . B NIZBER Y TIL
FEFEBICLYREINDD . RITEAXEANFETETH
HC&, HIEXIERMEAEDI A EICAR O EE T
THLLTHELRVNGSREL, TO AT RETELRE
FEOXRM/EUNFIEEICHEIA TOETRIERESEL,

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

114 G, REAFHSRUZEEOEBICIEASIE
EFBRT DO THRIThIFRSRN,

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

715 RFERBOBES, SHFIMELROERNRE
RBEICDNTERLTOAITRIERSHEL,

CHAPTER 8 COMPLAINTS AND PRODUCT RECALL

F8E BHFRUH AR

All complaints and other information concerning potentially
defective products must be carefully reviewed according to

written procedures. In order to provide for all
contingencies, a system should be designed to recall, if
necessary, promptly and effectively products known or
suspected to be defective from the market.

REDAREMAHAEJUI DV TDETCOEFBECD
TEHIE, XEBIESHA-FIFIZHL. FEREBELAHR
[FESEN, ETOTMOBEIZHR ., DELEEIZIL.
RMEARHHERERShE=IHAINTFOTESEDHS
BARE, HEMSEDOMI, A OEMICEIRT SE3IC
AT LIEEE SN BTE,

COMPLAINTS =iE
PRINCIPLE [ Bl

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. [f
this person is not the authorised person, the latter shouid
be made aware of any complaint, investigation or recall. .

8.1. HEOMYRNWRURMARER EDREICEEEE
THOE—RARURDTAMOBETIAENTGSNS
& LLCOEREBENA—YSAXRIN—U TG
B A—VIAXRN—IUFETOEE. AEXITEN
[ZoWLWTHILEhiEIThIEASAL,

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 BB RMOAREMIZ OV TOEFIAELFES  H
REEETDINENESO . MNWEEHEB(CONTER
LEXEREN-FIESFET L,

8.3. Any complaint concerning a product defect should be
recorded with all the original details and thoroughly
investigated. The person responsible for Quality Control

should normally be involved in the study of such problems.

83 HMERMICHT I M ESERL, £ THEMERL
RALAICERESh, FREBCHATINLICE, BE,
mEERICHEZETENEOLICMEORHIZE
SLETNITESEN,

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.

84 HE/N\YFTHRREARERINIIIEDLhIES.
DAY FICHENBEOERETEE., D/ Y FDH
EOBEMRICONTEBRTIIE, Bz, SR/ \vF
DEDEMEFZSTEAREEOBHSMthO /v FIZTEELLITF

hidiasin,
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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 EROIRELTERESNET R TORE LUK
BikEh, T B S \vFRRICEAERM T,

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

8.6. HIHRNHREEHMWICHEL TERENBHET. Bt
HRBOBIZEAS YR ERNTERIEOMEE TR
LTWaL R HE,

8.7. Special attenticn should be given to establishing
whether a complaint was caused because of counterfeiting.

87. EF/ABEIZEYELCTLELMNEET A0, 55
tﬁi.’%i&#ﬁ:to

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 EEEEMN. B E0ARBOTREN. AR OHE. B
EOBM SR ESMOERLSE EOREES
[+, NEEEZTWDIESCIEFTEYBICHNOELIL,

RECALLS

=1L

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 ANOETRVAEBICEE*ETHIELEHL. |
IROETOHIEFEVLEBRAETRYES 6., R A
HOBERIZLYMEShDZE, O EEEITEE RS
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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. 2 TOENRMEELERMIETTRIET D4, BRI
EEeh ., F-AELBRICEHFIh TS, XELSh
=FENHEIL TS,

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

8.11. EUREZEITESCMT, WO CELRBTTRETH DI L,

8.12. All Competent Authorities of all countries to which
products may have been distributed should be informed

promptly if products are intended to be recalled because
they are, or are suspected of, being defective.

8.12. HEHEEIN-TREMDHEITATHOEDT~
TOMEYRIE, HRICRELABDLIN., XEZT0BAN
&‘:gifg) fé.?nwlilllszﬁﬁ@éhfzt%%{:m HAOMIZH
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8.13. The distribution records should be readily available to
the person(s) responsible for recalis, and should contain
sufficient information on wholesalers and directly supplied
customers (with addresses, phone and/or fax numbers
inside and outside working hours, batches and amounts
delivered), including those for exported products and
medical samples.

8.13. EeiA R IXEINEFEELNEOCMMFATRETHY.
FrRHASRUVERBYUIILESD, HEEERY
HE/BL-BEFICEY 5+ 54158 (. ERRER
RUBBAOEELZVLI7VIAES, R/ \YFRY
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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.

8. 14. ERENT-ERITHIL, ThoOBERNEICET
LHREZGFOMIL. RECEBICHELTREShDIE,
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8.15. The progress of the recall process should be 8.15. ELBIEDERT. RRAOKEZELRIREDORD
recorded and a final report issued, including a RE\EFEHTREIN, TLBROBESEHNMERSH

reconciliation between the delivered and recovered A,
quantities of the products.

8.16. The effectiveness of the arrangements for recalls 8.16. EURDFIXT OFEEFEHNIFTHShEIL,

should be evaluated regularly.

CHAPTER 9 SELF INSPECTION 95 BoLAk
PRINCIPLE [ Rl

Self inspections should be conducted in order to monitor B2 &#8(Z. GMPRAIO EREUB SR REE= 24—,
the implementation and compliance with Good FREGREREFRETALOICETENDI L,
Manufacturing Practice principles and to propose
necessary corrective measures.

9.1. Personnel matters, premises, equipment, 9.1. ARIEIE, B, R/, ZiE. 2%, REEE =
documentation, production, quality control, distribution of |EEZOELE . HEEUVEROF I, RUBCSREITL.
the medicinal products, arrangements for dealing with ThoAGBEREOEEICES L TOAMREIET 58,
complaints and recalls, and self inspection, should be HoMLHEHONETOTSAICE~F-BIRIC T AR
examined at intervals following a pre—arranged programme [ 52,

in order to verify their conformity with the principles of
Quality Assurance, »

9.2. Self inspections should be conducted in an 9.2 BRABEMIIL, F-EM2FECC. #HATER
independent and detailed way by designated competent S, BEN-EROBHIEICIYEESNEZ L, MO E
person(s) from the company. Independent audits by FRICESZMITL-ETLE-FHTH S,

external experts may also be useful.

9.3. All self inspections should be recorded. Reports should|(9.3. ¥ X TCHHBEARIIEBINICE MEZ(C(IED
contain all the observations made during the inspections  [RIBFICITHON =T RTCOBEEER Y., S48 318
and, where applicable, propesals for corrective measures.. (IZ[L, BEHEIZDLWTOREESEH L, . 2hi
Statements on the actions subsequently taken should also [B{Z&SN-HEECEET 2 db TG b,

be recorded.
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