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CHAPTER 1 QUALITY MANAGEMENT

T1E HEBwRIAVE

PRINCIPLE

R

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. It should be.
fully documented and its effectiveness monitored. All parts
of the Quality Assurance systems should be adequately
resourced with competent personnel, and suitable and
sufficient premises, equipment and facilities. There are
additional legal responsibilities for the holder of the
manufacturing authorisation and for the authorised
person(s}.
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The basic concepts of Quality Assurance, Good
Manufacturing Practice, Quality Control and GQuality 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 ASSURANGCE
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1.1 Quality Assurance is a wide—ranging concept, which
covers all matters, which individually or collectively
influence the quality of a product. It is the sum total of the
organised arrangements made with the objective of
ensuring that medicinalproducts are of the guality required
for their intended use. Quality Assurance therefore
incorporates Good Manufacturing Practice plus other
factors outside

the scope of this Guide.
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The system of Quality Assurance appropriate for the
manufacture of medicinal products should ensure that:

EZSOUSICHUBANRRERA AT AU TER
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i. medicinal products are designed and developed in a way
that takes account of the requirements of Good
Manufacturing Practice ;
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i. production and control operations are clearly specified
and Good Manufacturing Practice adopted; -
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-

iii. managerial responsibilities are clearly specified;
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iv. arrangements are made for the manufacture, supply and
use of the correct starting and packaging materials;
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v. all necessary controls on intermediate products, and any
other in—process controls and validations are carried out;
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vi, the finished product is correctly processed and
checked, according to the defined procedures;

V. BRI RSN ERE e, W E ST Eh
FEEREEshbld

vii, medicinal products are not sold or supplied before an
authorised person has certified that each production batch
has been produced and controlled in accordance with the
requirements of the marketing authorisation and any other
regulations relevant to the production, control and release
of medicinal products;
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viii. satisfactory arrangements exist to ensure, as far as
possible, that the medicinal products are stored,
distributed and subsequently handied so that quality is
maintained throughout their shelf life;
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ix. there is a procedure for self-inspection and/or quality
audit, which regularly appraises the effectiveness and
applicability of the quality assurance system.
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GOOD MANUFACTURING PRACTICE FOR MEDICINAL
PRODUCTS(GMP)

EHEFZGMP

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

. jrequired by the marketing authorisation or product.
specification.
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Good Manufacturing Practice is concerned with both
production and guality control. The basic requirements of
GMP are that

GMPIZELERUVREEBOMAICEBERLTLNS, GMPOD
EAZHEUTOBEYTHS ‘

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; '

L ETOHETRETRIAESN. RRICELL AR
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ii. critical steps of manufacturing processes and significant
changes to the process are validated;

0AETEOSHLOEETE, RUIEBICHYSEXRL
FEICONTNAYT—LavERETHE

iii. all necessary facilities for GMP are provided including:

i L TEEE., GMPICHELR 2 TO B ASRTIA T
BT

a, appropriately qualified and trained personnel;

a. BYICEE S EEChIlEShIZAR

b. adequate premises and spacs;

b. BYREM R VAR—A
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¢. suitable equipment and services;

c. STHLWNERERUMMIHHHES

d. correct materials, containers and labels;

GEH . BRREURT

e. approved procedures and instructions;

o RSN FIRBRUELE

f. suitable storage and transport

F ORGSR ROTE

iv. instructions and procedures are written in an
instructionatl form in clear and unambiguous language,
specifically applicable to the facilities provided:

v ERERUTRER. BACAM) BT UL E TR
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v. operators are trained o carry out procedures correctly;

v. FEEANFIREELCETTEALIMFIh TLLIE

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:

vii. BT EHESAN\VFEEDBIHEA RS HME
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{viii. the distribution (wholesaling) of the products minimises
any risk to their quality;

vill. BB O ELE (Eﬂfv'ﬁ'f)) (XRE~DONMEBYRTERI
ET2EDTHEIE

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

ix. GOV ELSNYFCHRFEE DG EBHSEIRT
BUATFLARBBIE

X, complaints about marketed products are examined, the
causes of quality defects investigated and appropriate

x. BEEEh R RO VWTOEFFIERESh, REXMH
DFEEMNEBHEEN , T RARBIC OV THYLREH

measures taken in respect of the defective products and [EEUSH., HHEAFIET A0S
to prevent re—occurrence.
QUALIY CONTROL mEEE

1.3 Quality Control is that part of Good Manufacturing
Practice which is concerned with sampling, specifications
and testing, and with the organisation, doctmentation 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:

mEEEOERAZHEUTOM/Y

i. adequate facilities, trained personnel and approved
procedures are available for sampling, inspecting and
testing starting materials, packaging materials,
intermediate, bulk, and finished products, and where
appropriate for monitoring environmental conditions for
GMP purposes;

i AR, A, fEE S, ULOER, RRER. R
UBEICEYGMPRRID O NBRBEGDE=LYLT D
=60, YT  BRERUVRABRO OO H UL
B, S ABRURBINFIRENELETHL
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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, LR, A, PERR, ALIEARURRESD
HoFIEREERICEYRBENEABRVUGEIC J:U
BEREhaIE

iii. test methods are validated;

i, RERAE(COVWTIE N F—2av & BELR T hida
iH7ELY

iv. records are made, manually and/or by recording
instruments, which demonstrate that all the required
sampling, inspecting and testing procedures were actuaily
carried out. Any deviations are fully recorded and
investigated;

iv. BELBETOYLT) T EERVRBRTIRNER
IZiThh LA RTRBETES. RU/IUTREAE
BICEYRBLATAIRESEL, LWAVESRELTERIC
IRLBEARET S

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

v. BB SZ8AL. RERAICHREShEEY, B8
A RKICEE LERRRG L, BRI SHERRFL.
FEBLEERRICHASHRHIEICRRENSIL,

vi. records are made of the results of inspection and that
testing of materials, intermediate, bulk, and finished
products is formally assessed against specification.
Product assessment includes a review and evaluation of
relevant production documentation and an assessment of
deviations from specified procedures;

vi. RRIEBREBRICHE DO TERSh, FRFHMH, B
A&, LI HRRUREEGKOREBRITIREFCES
LERICEHlich 508, HAOFMHIL, By HIED
X EFHGOBERVCHE, T RBSNEFIREN D
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vii. ne batch of produet is released for sale or supply prior
1o certification by an authorised person that it is in
accordance with the requirements of the relevant
authorisations;

vil. EBDNThO/SwF b, A=Y F4 ARV
WA ARBEMHCABLCWBIEERET BRI, #iK5e
XILEEO = HFL TIHE5EL0

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

vill. HVELBEEITBMAAERETREE T OHRIRH R
URSn+5hEEY TR RESh, A5
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PRODUCT QUALITY REVIEW

IAREORE

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

14 BHERESLEDL. 2 TOHFAERFOEHH
RISHEROBRERERER, BEOIEO—EE. 1A
FRHRUBHREBOEFICHYT SRITREDETIEER
ST ABMT, WAL ERAH-IEELEEL. & M
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i. A review of starting materials including packaging
materials used in the product, especially those from new
sources.

AHJIFEATHLIAH, ##I-%ﬁiﬁﬁ‘-:ﬁﬁfﬁﬁ\b@%@’éa
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ii. A review of critical in—process controls and finished
product results.

% BEELRIREBRUBHRHESOMREEOHRORE
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fit. A review of ali batches that failed to meet established
specification(s) and their investigation,

ii. EXShERICHLTES T%o#énviwﬁﬁ_
BUOFNALDHRE

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

TARATHDERGERX(ITES, TholclHET S
nﬂﬁ RUGSERLLTRESH-2FENE. FHIEBEDE
SOV TOHEBE

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

V. IRXESHTAICHLERL-2TOEEDRE

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

EZEGHOA)~OBREELE D, REREBS
*Efﬁéﬂhtﬁﬁnﬁ’( ”E%IEEEF' HEDRE

vil. A review of the resuits of the stability monitorlng
programime and any adverse trends.

vi. REMEE=S)TI07S5 LOFERRVVHEDIT
FLBWMERISOWCOIBE

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

iil. RECEETZETORR. 2155 CERER=Z
D LHRIES N RERPREIC DL TORE

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

X, IRXEESECHLTERELSW-2EEE OEL)
FIZOVWTHORE

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

X. FRBERARRZRLURGTERRBNDEEHE
&, TERIRDEMZOVTORE

foxtLT

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

X BT BEB R UA—T )T A — O R SRR e
BIZ F22. k. BEHRE

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

xii, B7EICERL=RHICHT ERYRDHIEHFSAT

|WBTEERERICT SO DRE

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

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

Quality reviews may be grouped by product type, e.g. solid
dosage forms, liquid dosage forms, sterlle products, ste,
where scientifically justified.

ERECETIEAXEICRERTIL. S
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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.

RERARAESNMEEELELOIGEICE, MHRE
OEBIBLELD TN EAOEBEMEL TV HEREH
LEMYROA B REM TRRTA TORIT IR,
NyFOBRBEBRILICEEERIA—VII AR =YY
(&, RERBAFE LM, REBENHARRIES
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QUALITY RISK MANAGEMENT

BBV RHOTRD AR

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

15 REURIT AU AVMI.EESOREICHTHIA
HOEE, ETH, a1 —Sarv RULEa—CHT 5
R o=-TOERTCHS, REVRITRD AV NMEERT
WELLTEERIBRIIZHITICEMNTES,

1.6 The quality risk management system should ensure
that:

1.6 RBURITRD AV AT AL TERIET 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;

‘GBI HYRAIDFHIEERFRHM R, TIEDRERIC
3% REMNICEEREBORESNERETHD,

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

BEYZITRDAMNINNTEF D, HRAFHZEDER
B, XELOBRESZLRAIOEEICHET 5.

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

TORADZEOFE AT DAV OB RBEYFH
Annex 205 SHBOZE, '

CHAPTER 2 PERSONNEL

PRINCIPLE

3=l

The establishment and maintenance of a satisfactory
system of quality assurance and the correct manufacture
of medicinal products relies upon peopls. 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.

BIFARERMATFLORIEUHEEE, HTICE
MBATFLAETAZLCBNT, ADRETREICHE
HFLTWS, Z0hE, BEEENE>TLWSRTORERE
Fied AAICHRLEEOBETABEELRITAIEELR
L BADBEBIFZNENOAICKYBEEICERSN, X
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GMPRORAIZZEEL ., BEFEDIREZSHREITHD
r:;mﬁa BARUZFOBLBSERICREBLRIT RIS
By,

GENERAL

EXE AL

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, ‘

2.1, BLEEET, RELEREERENSh, EHRRER
TEHBILGHDABERTHIE LIRS —EAICES
SNf-EHL. REICHTIVRAOFLELLISHLHELRHT
HYTETERDEL,
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2.2. The manufacturer must have an organisation chart.
People in responsible positions should have specific duties
recorded in written job descriptions and adequate authority
to carry out their responsibilities. Their duties may be
delegated to designated deputies of a satisfactory
qualification level. There should be no gaps or unexplained
overlaps in the responsibilities of those personnel
concerned with the application of Good Manufacturing
Practice.

22. BERHIIAMBRER LT NELSE, BEEH
TRIUBICHHE L, WERRECRBINEDOSR
BEAL. BoDOEHEETT DODBYIGIEREAL .
B NIEBEAL, BOOBEBIEFHKEDBERES
THEESHRBEEITRELTLRL, GMPOERAIZE
RLTLSARDEBICERER ERBPT ARG EEMN
HoTRHAELEL,

KEY PERSONNEL

FEEMLESE

2.3. Key Personnel includes the head of Production, the
head of Quality Control, and if at least one of these
persons is not responsible for the release of products the
authorised person(s} designated for the purpose.

Normally key posts should be occupied by full-time
personnel. The heads of Production and Quality Control
must be independent from each other. In large
organisations, it may be necessary to delegate some of the
functions listed in 2.5., 2.6. and 2.7.

23 FEEMRFILTOEFEZSD, AEHMOE. KE
EEEMAOR, X, PH{EbThbn—F0ENHE
BYEOEEEAEDLLZMVMESI, H%AMOLBICIEA
Shi-BTHD, BE, FERUTEHOARLETIIH
b sy, ESFRV R ESEHMOR
[I& A LTULOERIThIELEL0, KE®sicHL T,
25, 26 B U27CIBF=RE DM DOBEIC OWTIZEE
?‘63\%%5)590

24, -

24, HELHL

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

25 BERFIORIZI—BHICUTOEERZAS

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

L RSN OMEZIERT DAICRGRITE YR EIH
WRESh, REShHTEERIT S

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

il. WEERICHET SHEREERAL. TLThLORE
REITERIETS

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, B AR, ZNohe ﬁmlﬁﬁﬂ?ﬁlh%bhéﬂlﬂ‘ﬂ
EEN-FICIYFEMIhBEINTVAIEERETS

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

iv. o8, BRAVRBEORTEEOHDETS

v. to ensure that the appropriate validations are done;

v. B -7’—“/3‘/7?%5"@.‘511’(“6 CEERAEY D

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

vi. Eb(DﬁBFEIGDAﬁb“z\ikﬂ'é%lﬂ?f&l}%ﬁﬁﬂﬂ’ﬂﬂﬁ
@%ﬁfﬁéﬂ HEICIELTEMBEBINTHAIEEFRET

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

26. REEHBMORE—ENICUTOEBLAS

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

i Bo0FIBIC LSRR, B4, PRS&, SIS
MBRUVRBREADBEINIFREROHEEZTS

il. to evaluate batch records;

fi. 23w F ELEERCE O FEImETD

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

i, ETOHELRREBIRBESNTNSIEEZERTTS
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iv. to approve specifications, sampling instructions, test
methods and other Quality Control procedures;

iv. BIEE, YTV ERE, BB AR RORYE
EEFIREDRIETD

v. to approve and monitor any contract analysts;

v. 2 COERSTICONTRBRUVEZZ—EITD

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

vi. BEOEM. R R VR HEORTEBEORRETS

vii, to ensure that the appropriate validations are done;

Vi BYG AT A R E RN C Vo ERRAET B

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

viil, B ABICHL, BEESNHE AR R UL
ﬁ%@%ﬁﬁéﬁ HEICRLCGEMBEEShTWSILE

Other duties of the Qualify Controt Department are
summarised in Chapter 6,

ﬂﬁ@gﬁ%‘é‘ﬁ%ﬂfﬁ@%i’%mob\ﬁi. HEEICFLOHDN
T, :

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 BLERF AU REEBRPFIORE—RBICSEF O,
BENIBALCERITTHRBICEETIEBEERTS. €
NEEEERRBITHED., LTFREENRD

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

-ﬁ:_gIE%_"'é“&b, XELSNEFIRERVZOHEOXED

* the monitoring and control of the manufacturing
environment;

- FLEEREOTE-AYV T RUEE

= plant hygiene;

- AEHOBETE

* procass validation;

- RN T—ay

* training;

- Al

« the approval and monitoring of suppliers of materials;

- FHEREEORBRUE=ST

= the approval and monitoring of suppliers of contract
manufacturers;

- PR EREEDRBRVE=SIT

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

- RERVHEHGORESHOBERVE=SIVT

= the retention of records;

F EBEORE

* the monotoring of compliance with the requirements of
GMP

s GMPE{ADBEAHOE=SAIVY

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

HRBEICEELSOEAFEEA—T5-ODRE,
MBERUVHVTILIER

TRAINING

Hlll R
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2.8. The manufacturer should provide training for all the
personne! 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 SEZEL BBCIVRESEREN XRETHEAR
B(CIHHASRITNEGLENT RTOAR (B, &5
EBLRVERERZSD). RUZTOTEHIE R R HIC
%%?é_lﬁhﬁﬂ)éﬁéﬁh@)\ﬁL*]‘L,’Cplllﬁi‘i'%ﬁﬁibf‘l[‘f
HiFsiaiy,

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

29. GMPOIER R UEBIC @ﬁ‘éﬁi‘ﬁnlllﬁu%{-\%ﬁiﬁ
ERAARIZHELICEYY TONBFICHUBD LIS
21 AHIE, BERIELREL ., FORMIETEHIMIC
FHiSh A&, HITRT SAMNEFESNCEY ., B,
HEMMORRIIREEBEFAOEOVLThh—FIZk
YAREINSZE, @i EFELE T hidibiaiy,

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

2.10. FBEMNEE LLOKE, PIZ EHERRERIIEE
f, HiE. B SUSBEILEE § 2B IY b D
?ﬂ‘(“i’ﬁ%ﬂ‘é}\ BB ERELRITA SRS
FLY,

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

211, GARE R IEE R T TODEWARK. HERU S
BEBRIBIZIIHEALBENIEMNEELLY, BTSN
VB EICIK, BAER, BICABORIEEH, RURE
DRBRICOVWTCOFREFIZE LS R IERSE0, 2L
T, EoEBEBICEBLETAIEAESAL, :

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

212, MERMOBSTCICEOERRURBERLTS
RIS OV T, IR S+ SEHEL AT I B AL,

PERSONAL HYGINE

ARDEHEER

2.13. Detailed hygiene programmes should be established
and adapted to the different needs within the factory. They
should include procedures relating to the health, hygiene
practices and clothing of personnel. These procedures
should be understood and followed in a very strict way by
every person whose duties take him into the production
and control areas, Hygiene programmes should be
promoted by management and widely discussed during
training sessions.

213, LB EEEI0T S LEEIL. EFIBEAOR
B5=—XIC&hH CHERALEThEEL R, Fhbic

FAGORE, HEEBOERRLVERICET SFIEE
BTN EWL, ChOOFIEL, BFcLYahE

RITEBRBICIIBEALZTATHOABHBEL, BEIC

B LT NIRRT, HESB IO S LR EMH
HEEL | AEERFICIRGGHBLRIT hid sy,

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 persenal health.

214, TRTOABRIZERE A TCERRBEEZHETAE
HEEL BUSEENERLLT, FBEICHET AL
DHHRERETH B SICRERHICHNOEEIEE
BRICTSIS5HEBRSEFELTCLVRIThIEESRWL, ¥
BREFREDE, EFEVEAOBRED A LELE
(<, BEERELGThIEESN,

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

2.15. B RBERTAARRNEI G AORH REIC
BRARERTHARNTRLRYEERMECHEL
BOABDARNKESNEIThIZEDEL,
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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 BLERIBIZTH AHE IR R, RIET DIEZEICEY)
HREREFRBLAITWITELEL,

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

217, 8RB, AL BE, EED, BN, BENH i E
AEZEROREL, ERVRERERNICELTIEE
LA NIERS AL, — IS, ERAEMRITAIE. R

BRERAXBEBSBREERITLARIEOH SMOR
BCTHR LB E DD,

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 e BDOFABFEHEINWTINAAE, RUEBEDOH S
HEANE S E BRI EM T A &R TR TR ISR S,

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

219 ERBICFEFRVRIFER TSI ERLETH
A=V

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. PIAIFEBEAFO &S, BBRETIWL—TIZET 53
nn@%mk?b\fﬁﬂ HoEREIN AEIHIZ DUV TidAnnex
ald .

CHAPTER 3 PREMISES AND EQUIPMENT FEIE BYRUERE
PRINCIPLE IREY
Premises and equipment must be located, designed, E%ﬂl}&: fi %ﬁﬁéﬂ%ﬁ’?%kb\ébb“cﬁ’ﬁf E

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

AN %hb@ﬁﬁﬂﬂﬁ;{inﬂi\ ﬂp‘r‘t@‘)i@’i‘ﬂi’l\f 15
J:ﬁf-’-.a'éh RRFE BENLERLOERRU, —
ARSI, ﬁinnnng’\@l"?ﬁ‘ﬁé%%@%@ﬂ?éh&)m
f;ﬂffwﬁﬁﬁk{%# ESIHEH LTS EEBRLAITRIE
IEbY,

PREMISES

= 47

General

£ LR S

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

3.0. BMiL, Mz RETHFREBAELEG. R
HEUHGOFEESERITIRAINRDTHHLE
TTREDICHRELTOLRTAERLEL,

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 c¢leaned
and, where applicable, disinfected according to detailed
written procedures.

32 BERURTEEFEA R DRE VA AARIR
RSN LRI T 555, BRILTERGFEES
RATE, BALXE SN FIECHVERL, ZLT

BB AICEEELEHhIERLAEL,
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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 MREH, RE., BEEACRRUIBITHY, Fthib
EEEMERENICEERCREROEER, XidE
BEOERGESCHLTEBREERIFIADIL,

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

34 ENERRXEROINOBAEEARIZHLT 5
ESICRRER. FEHEMAIRIZEREL,

3.5. Steps should be taken in order to prevent the entry of
unauthorised people,

Production, storage and quality conirol areas should not be
used as a right of way by personnel who do not work in
them. )

35, SN TOEWADNIE ASTEE LT HHEA
ELNTWEITFHIRELE, 855, RERUMEEER
HIEECTHEELGEOARSBRBELTHERALTIIELE
AN

Production Area

3.6. In order to minimise the risk of a serious medical
hazard due to crosscontamination, dedicated and self-
contained facilities must be available for the production of
particular medicinal products, such as highly sensitising
materials (e.g. penicillins) or biological preparations {e.g,
from live micro—organisms), The production of certain
additional products, such as certain antibictics,
certainhormones, certain cytotoxics, certain highly active
drugs and non—medicinal products should not be
conducted in the same facilities. For those products, in
exceptional cases, the principle of campaign working in the
same facilities can be accepted provided that specific
precautions are taken and the necessary validations are
made. The manufacture of technical poisons, such as
pesticides and herbicides, should not be allowed in
premises used for the manufacture of medicinal products,

3.6. X XBLICILEEREZMBED) A0ER/MRIC
T528 ., BRESORB BIZIEAL )8 L&Y
SEREREFN (AR EEFLTOSEMAEMBEEDLD) D K54
HRTEEAOEGEICH, ERTEZASHLAOKD
BEAMERTERTNELLRL, HEHEOHEH. HD
HOFRLEY, HH5EOMBEEYE., H5EOSEEER
MEVEEEROFIGRIKDOEELR— DR CEE
LTIEEBAEN, AR ELT HEFIHERMAECLLN. £
feh B F—2aviThh COBIESICE, This
DERBZDOWTORE—HERICE FEF v R—1 25 ()
BEST-GRBIEOERAE) TSNS, FRARY
MREXOISGIESYOHETEESOHEICHERT
SEBMTCIREFINGL,

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

37. @WiE, FE0EN, RULBLFFELALICHL
=, RERNRIEF CERLEzREIST, BENThhdE
SITERETSR TSI EAEELLY,

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

38 (EEBM BV IIENREERIL. BROEERRNN

BZEhLDOHDDERZER/NMEL, RELERBL, X
BLETENEZAEEEOREERN. HONITR--BH

DYRPERDRIZT DL FERUVRERMHERBRE. R
BERicRELRITEELEL,

3.9. Where starting and primary packaging materials, -
intermediate or bulk products are exposed to the
environment, interior surfaces (walls, floors and ceilings)
should be smooth, free from cracks and open _joints, and
should not shed particulate matter and should permit easy
and effactive cleaning and, if necessary, disinfection.

39, BRRHEU— RaEH T, FRER X3/ 58
SABBIRESW B AL, BINBORE (5, KR
U3 BTECT, QUMM R UBIRIES BAC, £
MO TFWRERESET , $LRBHONEMAR. &
CRERBA BB SO TRITNBRBAELY,
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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 accessibie from
outside the manufacturing areas.

3.10. EiE . RIARYMHITE, BRRR RO —ERHG
L. FRUICKWNEADOBRERET HEIICRE R
URETHL, BRTOHRIO A, CEHRYSIERES
MSELEFRE TR RITELEL,

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

311 BIKBIT @G Y AR T, EFRbovT{FEDELLA
HERTHL, ARGETAIRGAEVEIT, RBGHE
{_thfa!iiﬁ%&_lﬁ)‘ﬁ%ﬁ%ﬁﬁb%t\ct%l; FALTHS

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

3.12. BHERERD, BYRSRARVESEXROMA(CH
L#g) ¢, -8 REIC > TUERRARE (RE
RUMEGSRITEERUSBESD)EERL. BR
ftat AU (e A=Y A AN

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

313, HEFREHOERL, BREEORROD BIZRETS
h, BEREN-BEETITORETAEESEL,

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

314 BRARETHEHWPIXIE, BLTUVT HE.

RARUMIMAEBEOEZD, G ODER)ITE, 38
E_RSE;%%&EE%L%#%’&GL\b?L\J:-Bl:##ﬁllfa:%ﬂﬁiﬁﬁﬁ
Qi i . .

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. EELOAQEO-OOBMILERX IR ELEY
T2 S L3R RUBELETRIEELEL,

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

AV

3.16. BERE, FICHRICESEETREE T S5
E+HHBALSTRINFESEL, -

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

317, TIRBEE. ZNohEECHL. LAEEURSE
RIFSHVMES FIERBATEEL TR,

Storage Areas

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

3.18. RERIGIFLLFISRYEL DMELICETIRMH R
VHREBRLAECELTARILEEITRITIITESELY:
HERHRUQEMH, REXE, ILORRRURE
G, HEHRELHE ., HETOMENSh =BG, T
BRHEINLAR, RHXTERESh =528

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 conditiohs are
required (e.g. temperature, humidity) these should be
provided, checked and monitored.

310 REREERIFLAEEHERATHEO8E XL
BISSh T W IEbihn, B, ZhbdER TR
L, FEShIEEREBNICHILET TS
W 45 REEEAMERBA L BIZIE, BE. BE)
FThoZfal. AL, B=8—-LiiThi@hsii,
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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.

320 A O, RMHRURRERIENS{EELL
[FhFEBEL, R ANWESEEAGIRHHOBSEE. &
ENHNEREMICERTEDIICREH R UEBINT
RYAY# (P e AN

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

Any system replacing the physical quarantine should give
equivalent security.

3.21. REHREAR S SN R COREC LY RRISh
SERCIE. ChoDBIIXBRREIZRRL, Ehb~DT
Tt RUEFRAI Sz ARISHIBBLA T MIEES4E0 ¥
HIRRBE LIS DL AT LEFIAY HIBE (L, RFOREH
ERATHLOTHRINITELEL,

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

3.22. @R HERHBOSESh YT TRER
HiThiZanin, o) R REERETThh 35
BE, B NEREEREH LT 5L R TRBELA
PE (AE A=Y A AN

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

323 AEHME., BRI EREh R NIERORE
E0-HDBHEINEREER LA AIERSAL,

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

324 SEICFEIETHORMRITHA IR TRERRE
[ZERBELATNIETHELEHEN,

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 FIRL-BEMHIEEROBSHICEZLEAL
hoh, ChofERHORETRREESICHL TR
RIOEEE DA IE S,

Quality Contro! Areas

A EEHEE

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

326 BE. RETHEREERERE S BER CLN
A&, ChiZBZEY., REVMRUBSHERETROE
BOLOOABRETCEETHY, TNLORBRERTHE
ERELTEMehIERBEL,

3.27. Contro! 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.

3.27. BEHERREL, TCCIThh HIEEISET D L5885
SNTNETE, BRR VIR UG RERT 51200+ 57
AR—ZAMBZENTNEIE, GUTNRURBD-H
DBEYCHIE O RERAR—RETIFRSHLY,

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

328 MELBRERD. R E. BEALRET S
=iz, DRSNS B ENABETHSS,

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

320 EMFHX IR BEOH LT TN OS5
EMEERSRBREICIENEBESBETHD,

Ancillary Areas

{3 PR i
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3.20. Rest and refreshment rooms should be separate from
other areas.

3.30. AEEZhORE LS ﬁﬁén'cum-mli&bm\

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

331 BREE. G5 FREV RO LS RRARCT
bR CE RIS LB B DL, FLIE.
BIE X TR E RIS LEIEICEBLTOHTIERS AL,

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 ESFEHEOERBRE, SR TEHEITEES
WTWATE MREVIEANMERE CRESNWDIES
[TIEBIC, 2hBET0RRICEROBEXR EAvh—
TREShETIEEGRSE,

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

333 BPEELEINAYO@ERAOT IR R
WEMI@;&{F&EL thoREMS+ IR I TN

EQUIPMENT

Rl

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

334, BLERBITZTOMBOBMIETHESIZERET. B

BRURTEHEINOIL,

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

335 BERVESFEBRERIARABEICHL, LWHIED
bR E,

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

336, EAERERARIC. FERERISERTELISICE
HEhTORITAIERSEL, FRITEMTXELENT:
Zgﬁt%(:m\%;‘%b, ERTEHBLIZDIKETOARESH

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

3.37. l%l%&t)‘t?#fﬁn&ﬁli(ﬁ%iﬁ&mbti[v\ckjlulgié
n, FHINhDHIE,

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

3.38. FBIELVMVESBBRNITFRLMIETSLIIHE
ehadlé,

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

3.39. ELERBEMRICHL, LWMVESRERERLTITE
BT, R R LIl B L S ELE R BO ML A
DRBICHEL. Fhick»TRIEENELIEEETR
Ik, IR E A B TITAEBAEL,

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

3.40. BYIGEHER OREORA R GRS EAIER
VEEEE DT HEATRTRITIIERLEL,

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

341 8%, HE, BBV EERRETEDLG A EICEY
HESh-BIBECTRERVERShL L, TO LA
BROBYLERMNBEShEIE,
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3.42, Fixed pipework should be clearly labelled to indicate
the contents and, where applicable, the direction of flow.

342 EIERIE &, AEMELZLT IS ERhARE
T OBARLRRATHhhEIL, ,

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 BB K, A UKERD, EEEEISEbOKD
BEIL, MAEYEBEICHTETIVAV)IYRRURSA
EWEAERTINEEINL-FIBICHVVESTT AL,

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

344, RRODHLHRME RIS S, BEaR UEHEEN
@_Iﬁﬁg{bﬁb\ RGP ELREDHHENIREICE
7F — o

CHAPTER 4 DOCUMENTATION

BAagE XEL

" |PRINCIPLE

IR Rl

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

BHONERRIEIERII AT AR, BHFE
[CXEELShE-XERBTOBICEEI52 25—y
MBELSBIREMIEL, Fi-/ Sy FRBEM B HEIC
5, HEE, BLENARVIERE, FIEE, RUGEIC
[FERUALEL, FBEIh TGRSR, &
DEAPTSEIREEELEETHS,

GENERAL

SRBIE

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. '

I HRECT. BT R SR BN Eohes
B AREE LA T 5 DA B A BB S LTIy
B TNDIE R E O EHE L COREEER T,

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

FELE. MIIRERVOAEIBEREIAVSTRTOH
%ﬁﬂ;é;&%ﬁb FhEITATONMIITRRCAETES

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

FIREICHE, HIA[X5%5, BER IRREHR, Yo7,
g%ﬁéﬁ%—%wﬁﬁﬁfﬁi@i’ﬁ%o)%ﬁ{:i)t\’cwﬁﬁﬁt
EmT D,

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

LRI EEXLEOEHRAOEN\VFORE, RUREEH
%0)n”;‘:ﬁ{:Eﬁiﬁi&@ﬁéi&@éf@&ﬁﬁ’lﬁiﬂt%fﬁﬂ‘

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

42, XEFEEL TR, . BERURGETDAT
NIFBBRLY, T05 k8E B OB R B ORI
(TEGLTWEITRITESEN,

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

43. XEILEVTER, BERANO AICEmshizFIC
FURER. BBRRUBMMEHENDCL,
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4.4. Documents should have unambiguous contents; title,
nature and purpose should be clearly stated. They should
be laid out in an orderly fashion and be easy to check,
Reproduced documents should be clear and legible. The
reproduction of working documents from master
documents must not allow any error to be introduced
through the reproduction process.

44, XEFARLBABTHAICE 41N KERVUEBERN
MEAREICERE SN TOETWIEES A0, BRELELAT
YT, BELE LB TRITAIERELE, %E%émjzﬂ
XHBCHEAVTNIE, REMOERORMAZENTS
;ﬁli %E%ﬁ*iéﬁbfb\ﬁ\féénngi}‘gzl.aét—&%ntfén
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,

15, XEGEMN-BES R RN AT ERSHLY,
CRAHETEN TV SH A CIXIAEAFERICHASh
BoEEWILT B AT LEBRLAHRIERBAL,

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

46. XEBIFBECHOTIHAELLEL, LMLXEIZF—4
HEATILENHDEEICEK. ChEDERAILBIET,
AT HABWARICEAFEETEMTHENT
‘é;%o %0;4:'3&:-?‘*’5«’GDEEJ\GDT:HDI:?E%‘EX&—X’&
Fitate,

4.7. Any salteration 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, XELORBAICHUITHhh LA EEERLEAL,
BfixEHE T L THRITTOFERHSFHOHSL51THS
& BYIGEBRICIE, EEOEBHREFRELEINEELE
LY,

4.8. The receords should be made or completed at the time
each action is taken and in such a way that all significant
activities concerning the manufacture of medicinal
products are traceable. They should be retained for at
least one year after the expiry date of the finished product.

48, &L, BITANEEIhFAICBOLTELEE
GOBLEICET 3T R TOEEFH I B TEETCHIL
SICER RN ERRIELZFNIEELEL, TholEBR
%nﬂ@’ﬁxﬂﬁﬂﬁﬂ@’l‘ﬁ<k%1ﬁfﬁi’ﬂ%ﬁbﬁl‘fhfiﬁb
AW

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 delstions; 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 threughout the period of
retention.

49, T—AI . BEFHNT—ARELAF L, BEX (LD
RHETELFRICLYRECEDL ., HRASNS VAT AIZ
Y AL FIEFRTEL, Nt OERSEEELLY
NIEARBIEL, NERENEFHT—2NE T EIC LY
Uhbh A5 E&(ZE, BEShEFEFOH NIV E1—42R
DTF—ADANRITBESFTETHIEIIZLET LD
57, EERUVHIBORGERIG W EGSHL, FoE
AN AT—FRZEBOFRICKYFIRSh, £-82E
T—RDADERITANRERTHL, EFRICHRETD
NyFLa—RiE BST—7. 3478240 4L Sl (&
MOFEBADINYI T TEE(CL>TRETSHIE, T—
AMNERERBOSBBIChI-VESMIP HTELIEM |
BFICEETHD,

DOCUMENTS REQUIRED . HEXE
Specifications RigE

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

410 HEFERHRUSEMH, HICRBRHRKITHT 55
MM AR TS - HEENH LI L B
%Atluiiﬁpfﬁﬁl%nnﬂfil\)b’J%nnL’DL"C:&%hbﬁ‘&
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Specifications for starting and packaging materials

HBEBEHBRUCAM(-ODVWTOIRIEE

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

411, AT HBEE. HRRHARU—
SEHHOBEREIILTEEDL:

RXISHRIEh T

a) a description of the materials, including:

a) UTEEHRHOE®

* the designated name and the internal code reference;

- HEShIARRUHASRI—F

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

- RARAHIEE. BRAE/TIVIIHTHEHE

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

'é:h»t{ B RO, IR SICIT SR OR

1!5!.75

= a specimen of printed materials;

- HRlShi-a2E&iHoRA

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

b) ¥ UL RURBOETXIEFIEEDSEE

c¢) qualitative and quantitative requirements with
acceptance
limits;

o) AMIREEZEIEEMEUVEENRY

d) storage conditions and precautions;

d REFHRVEIEER

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

o) BRERTIORARENR

Specifications for intermediate and bulk products

PRRBR AL IRBISOVTORESE

4.12. Specifications for intermediate and butk 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 ¢Faﬁ§‘:nn&()fli)hb%nu?ﬁ\ﬁ%)\mﬁaﬁéhé%
&, XTHhEEAENMBON -T2 REE R OE
hﬁb\bhé%"*l X, ChSZOWTOHRKEENL L
RS, YR E L, BYLBS MR T
BRERHABISOVTOLOEERTRITRIEELAL,

Specifications for finished products

BERERORIEE

4.13. Specifications for finished produsts should include:

413, RRAFOBREEIUTEELCE

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

a) HROBEAMRUZETHESIIBEI—F

b) the formula or a reference to;

by BERIEEER

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

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

d) YT T RUMBRORRRXIETFREOSEE

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

o) ARREMREZHIEMHMRVEDNEN

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

) REZHERVEZLTIEAICEMUVRLNEOEESERE

g) the shelf-life,

g AR

MANUFACTURING FORMULA AND PROCESSING
INSTRUCTIONS :

HENSTRUITEERE

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,

ERICEASNHELS RUIRERESSHRRY
BEINDNNFH A XTEIHEELEITNIERL G, ©
o LIELIF 1 DO XEBIZEEHLNTIND,

4.14. The Manufacturing Formula should include:

4.14, BLERAIZUTA2ELTE

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

a) FTORBICEHETIHABRI—FZFoIAGH

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

b) EEMFIM., RADHBRO/\VFHLX

¢} 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) BRROEHAE, BHURHICHERTEEAESHE
O—FEALWTEHIW -, FERSh 2 HFERHOUR
ML ITREROBIECHEKTINNEIMEICONTEE
LA ERS i

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

d) FRREZFEAFINGIRBINR, RUZETD
BECILEEY SPHRADIEORE

4.15. The Processing Instructions should include:

4.15. NI IIEEEBIZEIUTZESLCE

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

o) MITEERSEMAVERTIERREDEDE

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

b) BEEELFERTIROICAVSTE T LZAE
OSRE WAL, i, MlAHLT, BWE, BE)

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

c) BRIEEBoT-FMGTERRI(PIA L, R, AT
B, RELRmIER . RARRE. R _

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

d) DWAESTREFRICONTE, REEEZH->1-1EH

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

o) BRELHSIC, HWEONILIREOEE BH. BT
RUZETOBAICIENEREEHEEDHD
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f) any special precautions to be observed.

H BT REFNETEER

PACKAGING INSTRUCTIONS

SEERE

4.16. There should be formally authorised Packaging
[nstructions for each product for pack size and type.

4186, %@Dﬂs @E"i"fXEU@'f'DLkUDIE‘UWWEé*L
R EREENHHIL, ChLIBRITLTE. XKL

These should normally include, or have a reference to, the | FICOWTHSHEERZIL L
following:
a) name of the product;

a) Bmb

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

b) EERAM, RUZITIBEEEAMSOLTOEL

]

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

) BEEETOEG oL, EENIAETESN
it AEE2 2 07

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

d) FAEMEORBICHET S0 - FRITSRETR
U, 8B, YA XRUVE(TEED, *“—iﬁ—ﬂ’}!\“/?"ﬂ"fll-_
BELShSEAEMYMOERG) R

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

e) WMILIBEICIL, MRS -EETIREMHO Y
TR ER D, RURMBON\vFERBRESRUERL
RoOFTREMERTRA

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 1’?%5}%’*”}0}7417U'f"?./x’&ﬁ%t'd"%ﬁ—&)a)éx
SRERVEEDTERVRBRELSYH. EFTREER
fdwi?\$IE

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

g) LWHEZEBLAMEELSD. ’a&ﬁ%&uﬁ}ﬁ?
LEBZONTORE

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

% YU T RRR VA RIREEE > TEEEDH

BATCH PROCESSING RECORDS

NoF TEBEG

417, 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 NYFRERRERESh BN UFIOVTRE
ENLITNELRLEN, ThIFRERBSh TLAELER
HEROIREHEDOMETSRAMNEINTHECE, £
DEIGRBEIEN T D AITERRIAER/ITDHLHITE

BENACE, BHMERICREES T WF For— A
EHEhTOBIL

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.

WAESTRRICOULVCE, BIRT AR, EBRUEERIS
B, FEShATRICBRELLRDUMORE, X8
XIFRBHSBFEET, TEETFSTHERCHLIR
EBTHIZLITOWTHDEENEHINSZ L,
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During processing, the following information should be
recorded at the time each action is taken and, after
completion, the record should be dated and signed in
agreement by the person responsible for the processing
operations:

THEGPIE, FEETAMTONIR R TUT OF#HRNE
fFah, TR TRICEEBREITEEFESCIIAERED
B RHERUEAVTHNEZE,

a) the name of the product;

a) Ra#

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

b) ELEDRAG, ERPREERERUVIESRT OB

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

o) WENRBEAOVTOREEER

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) BUA2EENEATYIOEZEERY, BURIES
FohbDBEERRZIE FE)OBEEDA= vwb

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

&) INyFFUNR—RU/ XTH M ERESELUICER
(TSN SRR (OMEIUVAN—EEMIE
NWrRHEERLRBATEH, €0\vFFo -4
EEEDIYE

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

f) BLET AR TOMNIITEEEXFER, FALELER
RiE

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

g) THREHDEZBRVIILDEREOAM=vIL, &
UBLhi-iER

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

h) [ENELELFEEETIRIETCOR/ONHERBINE

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

) BLSNS R UEEEREMN OEEIC ESL FalZX
"Jafﬁ Ehlo, A GRRRICEY MR R ES ATIE

BATCH PACKAGING RECORDS

I\ TF AR SR

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

4.18. /\yFAERFIIEEIN-BINYF I FD
—%ﬁ{:aL\f{%ﬁé”L?a:immtam\o%nli@%#‘a%
OEESSICEINTEY, FREDESE FOSRFEIERT
D RITIRERIRAE BT A XSIHREHTHI L, HEELERIC
l;t@ééh%’w\)bbﬁ‘énnfbwﬁ‘-#/n BRUE. 45

batch number and the quantity of bulk product to be PIZ/BENSRBE RO/ F T \—&U%fﬁﬁai)‘
packed, as well as the batch number and the planned iEFEh TV hidiesizn,

guantity of finished product that will be obtained.

Before any packaging operation begins, there should be  |REEEZXFIRT ORI, BB RGEEEFRICIETFES

recorded checks that the equipment and work station are
clear of previous products, documents or materials not
required for the planned packaging operations, and that
equipment is clean and suitable for use,

Ni-@EAERIC, TLBLDLRTOR G, 305 LTFRHA
BEnTEod, F-EBERATEBICHTHLEMH
L. BRI DI,
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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:

T OIERE, Bk, BT RICEETOCE, RRICK

|BfiEREL. BHEENBATH L,

a} the name of the product;

a) HRA

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

b) BEEEOHRE

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

o) BEMEZEIZOVWTOEREES

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

d) BELRBEBATYIDEZEED/=v)L

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

o) THREHERA23H, ARBEREBLOR—~ERTHAT
PElcx 9 MR DR

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

) BWEERERUIEZ(AOSRESH. Ritch
B ok ] :

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

) MRLBEEEE. NyFa—F. AOHRRTONHE
SEMOBYBHOTALED. ﬁ%éﬂf‘ﬁTHﬂ@ﬁ
WA E I

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

h) BEMFRUTIEEREMORRICOVTH, B4
(CRYREBSNIFEMAREERZE LS, (A RIB RV ILR
BRBRICEHYHEE,

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

i) BRI BEERET 5200, v HEh, EfS
h, BEREBERICREN -, TATORTHHRUA
WORGORERVSRES NLHANEFS. WCCHFDL
Ni-BROKE -

PROCEDURES AND RECORDS

FIeE RV

Receipt

2 AN

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

419, & HRRAGE U~ RN B R R0
RS EDBIARICONT, XELESh - FIRE RV
EHEELEH RIS,

4.20. The records of the receipts should include: -

420 2T ANDRBRIILUTESL IS

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

) MEFRUERERRL 0)]%#4%

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

b} HHD"HR ARV XiZa—F(LELLHER)

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

d) HEHRBLRV, TRTHNEREREA

e) manufacturer's batch or reference number:

o) BEEED N \vFXIEBB/F o1 —

f) total quantity, and number of containers received;

) BIFANEAHBERVERY

g) the batch number assigned after receipt;

RFANRRICBIVE TRy FF3—

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

h) BEhEY HLMNESHIA NIRRT, BHOIRE)

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. HERM, AEMH R CENTES Lo R S
FTORIMATNILERT. ﬁm&ﬁ&U{%mwﬁﬁibéhL$
IEEAHEHIE,

Sampling

L %)

4.22, There should be written procedures for sampling,
which include the person(s) authorised to take samples,
the methods and squipment 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),

4.22, FEIEN YT ILERE AWNSHERVEE, B
BRERUVEHOFLEHFLERITEOREIZE TSNS
FGEHET 5-HITEBFTAZNAESFEEE(E

BEQIESEBILS O, )Y L.oL\’Co)jciﬂ:é
nEFIRELHDHL,

Testing

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

423 T EFERVEEFREL:, BU IR EHNE
TRHEEVAREREBRTINELIN-FIEENH S
& BIELI-EHERISEEHRTHoL(BEDI1TESE),

Other

Zhidh

4.24 Written release and regjection 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 FHAUVEROESHRRUTABYE, FCFOBEN
D=HITIEEShA—USAARN—V U k55 RHG
DERFEQI=HOHFHIFEIZDOWT, FIFEAHEZE,

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

4.25 REIBE . N\FORNRERESTILHBALRDE
;;;y?@ﬁﬂi%%ﬂﬁé{%ﬁ L idashi (BsEs

4,26, There should be written procedures and the
associated records of actions taken or conclusions
reached, where appropriate, for:

4.26. LFICDWTOXNELSHI-FIRERMToIEE
ﬁg%%tTé%él:li‘ LIS DL CEED R
3 -

- validation

YT —=430

 equipment assembly and calibration;

HEDOHALTERIURKRIE

' maintenance, cleaning and sanitization;

'{%:ﬂl‘ =, %:%&J:U:ﬁf&

* personnel matters including training, clothing, hygiene;

R, B, BETEE SO ARICHTSEH
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* environmental monitoring;

RIEE=R)YY

* pest control; PhER PR
* complaints; EiE

* recalls; R

* returns bt

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

127, ZELEERORREEL S\ COFRG BT
RN BHE,

428, 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, FEXFBELEEICOVC, B#EH, AUTF—I3

VAR, RSPEE, BiS USEBRERCOWT, B

&?Zi’b%%%%ﬁﬁﬁiﬁﬁﬁéé%ﬂﬁﬁ’é}{%%"btﬂ‘fh
FIELY, '

4,29, Log books should also record in chronolegical order
the use of major or critical equipment and the areas where
the products have been processed,

7. OO TR TEX SR ERE . 40
AN WA EAOERI- L TRALAT RIS
6 d‘:L\o : -

CHAPTER 5 PRODUCTION

E -

PRINCIPLE

[ B

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.

BEERIBEEICHEESL-FIEEE 8L TiIThAT
NIEESEL, FhOBMELREEETLHREREY
B5(IZGMP OERANZHEEL., F-HETLIHEFARD
BRERBIZAML TR RIEAEDAL,

General

B8

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

5.1 B R AR ) E e h e EEahE L,

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

52, 2ANRURE., Y709, BF.SRILETR., I
DHL, TR, AR UEZEOLIGETORBEY.
HAOWYENIT, XEbshi-FIEEXTIEEEIC
#-TIThh, RELIBEICIZRBINLIL,

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

53. TOARFFHICOWT, BikSh iR &
BUTHHEERAT H-OBALGHTAELRLAL, B
iﬁéiﬂ\%fii%éltli;‘%ﬁbs FEMEDT—RERRT B

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

54. RBRANDBEBRVRHOREICEREERITTHA
REDHIVILLOMBELAESh, BRShEMA
HEEMMIcHREShDIE,

23/42




5.5. [ncoming 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. ARRHRURZRHEREEZ2ANIEEDOERIC,
FhoAHERTH O EHFATHE S SETIEMERN
(T, RITEE LFREEL Th<Z&,

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

56, PRHSRO/NIVIAFKECTHBALLZERIE, A
NOBICHERHLLTRUIEDLRITFhIEESEN,

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

57. TRCOBEBRVHESZEEE I CIYEIENE
YIHEET T, v FORNRUVEED BN 8L D
FACBARLBETHIE,

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

58 ECHET 2HE. RUBEDIN B ARE
£ B BRI ERRIES 1B T LR T

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

59, BEAAIQIZOVWTOEEIE, BRXIIZXEED
YRIBHECHIEEERBRLT., R~ DR ETRFHIX
[FEHRLCTERMBL TIRALAL,

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

510, EEDREBBIZELNT. RABUERMBIZHED
BOMhOEEMNEEINDCL,

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

511, ERLTWAIRMRUVERICOWTIEET 5085, B
oA B UHREEH LT3 MEEM bR E,
;#%!i##l:%iﬁfiﬂii!a%i’ﬁfiﬂ)%ﬁ@ﬁﬁ'*)?&L\i:%’(lat

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. ENDETOHBRIZBLT,. £2TH., B, /A
B, BLOhSEELEEREYIZIGEMEIC, 1T
ERTLHER[UEIRH, O HMEEHTHIBEE)RU
INYFFoN—EFTTRRETID, HAINMIBNDHET
BEIhAIE, BUTHHEEICK, CORTRIEEDE
BicoLWThatiid a2,

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

15.13. A8, EEXTEBISERIhSSR)LIE, BE

CHRCELEENABLEERTHICE SN ED
EMicmA, KBERIAEGIAL FED, 8. Fa
KBS, - )EEATLILELELEERTHS,

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

514, BRE1ODREMOMAIET S-HICHNSE
BERMMBOEBEIL, FLOTETCESESRTNAIEE
REETH-OEETHIL,

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. T EXFEIREL SOV ESRBE A RAIRY
BT HTL, EMAREIIBAL, BB ACLRAEE
BHPOS L, RERT SE A FHI-TRET 52

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

5.16. SLEEITIRMP~DOT I AL, FaAShi-FDOH
[ZRIBRLA TR IEAS AL,
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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. @R, EELRERORBRICBLNT, TH-EER
%iﬁﬁim%ﬁ?&mur#lﬁﬁ%&@éiﬁ#é:&iii&%ﬁé:

|PREVENTION OF CROSS -CONTAMINATION IN
PRODUCTION

SEICEIT AR ERDIAL

5.18. CGontamination 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,
hiological preparations containing living organisms, cettain
hormones, cytotoxics, and other highly active materials.
Products in which contamination is likely to be most
significant are those administered by injection, those given
in large doses and/or over a long time.

518, thOBRHMIXIFHERICEIHBFEHMTIH TGS
IXEEEh G AIERSEL, COERNZE FLOUAR
DiE, AEDORERHXEREMALOHEIH COGRNE

B, AR ER, ATL—XITMEDORE, B L0
B, BUCEZBEDBRIOETE, COURIDERE
(E.EEMERVFERSN DA OERAICKYELS, &
CTURUVABREFEMEIEREROME., £BESH
THLEVPEA, HABORILEY RS, R Thos
EEOMETHD, FEMRVEATHLLEEALWSH
GlLESHElL BHELVLEIRBRESh AR/ THA,

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

519, R BREBIARET OIS EIR AT
Hi O FHICLUBIEEh 3o s

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

a) BOShi-RETORE (R=VUVE ED9F 0,
AFERF R VHLHEOMOEYFLRA O LSRR HITK
Hohbd), RiGF v -4 E (BEICHTAHED LT
NITHIEGWTITh BTk

b) providing appropriate air-locks and air extraction;

b) BWHET7 Ry RUHRORE S

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

o) RABX[EF+ITUBEN-ZEOEIBRITER
AMZEYBIERISIIFLYRIDRME :

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

d) ZXEROFNGURIEFSHANMIREEIND
RERTOIRERDBR

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

o) BN THEVEBOREDL R L EED—RRTE R
THHDT, AMES RO %S B OS2 EIEO R

) using "closed systems” of production;

) "BV RTL” EBLV-EE

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

g) BEAROHRRVEE~DERKERROER

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

520. R BEEHLETEFBRRVENODENEER
BN =FIBICHEERNICHERT A
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VALIDATION

N5 —i3

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

521. NYFT—LavidkeMPEIRIET HEDTHY, HES
@i:%llﬁ%t:m\%ﬁﬁ'q“é;&o HRRRUBRIEEETD

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

522. HIHORENTT LILAN T RERRT DIRIL, €
NABREORETRICHET HOLEERMTH-H DN
AL L RSN FENRVEBEZANLIRED TS
ﬁégféﬂ%nnga)%nnifa%H’]l-—*:&la—g‘éu-&f)"ré

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

523, EBEXEFEHICBITILDKNELZEELSD. BlAM
E&U/S(Iilimd)ﬁfﬂﬁl‘-%%’—é&li?’?ﬁbﬁﬁ\%é
A TIERAOBERGERICOWTIZNAYF—avidE
LiztFhidianizly,

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

524. TRRUVFIREZhSMFNIOEREZERT SR
NERFLTOWEILZ RIS 58 . BEMICOU TN
W (RIBHHOIERICENARETELLID)IBNAY
T—iaveRieall,

STARTING MATERIALS

HiFE IR

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

525. HEFRHOBAZ, #EHCELFEORUESR
HHBERT ARV IR ST AZEELERTHD,

5.26. Starting materials should only be purchased from
approved suppliers named in the relevant specification and,
where possible, directly from the producer, It is
recommended that the specifications established by the
manufacturer for the starting materials be discussed with
the suppliers. [t is of benefit that all aspects of the
production and control of the staiting 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, HEFEMZHEETIHRBEICHRAINCOLIRES
hERBENOR, F-ARTHNITEEENEE
[CEEASN AL, WiEICLYBII S KRR H
THRBEMIAE BRI I HRESh S, YR,
SANRRRVAEEG, GEVICHIERVUTEEHE
FIEZSS, UZHAERHOEERVEEOTATOH
Eggwc\ HERRUMHBEERCRBIOIEIBH
TH Do

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. HELEICHL, BERITRERUHEOREHEIS O
;ﬂiétﬁf;ﬁ: 2B MR BEDSANED—HIZ OV THEE

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, LLIAO BB EARGE S VT CBREN TS
BEE. &1\ FIETT) S BB RUSKREIEIC
HUMEER AN AL,

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

5.29. RERBEICHHHRFERLBEYCIANRREIND
;:(%55&0)131;1*&*?3)0 FRNWEDTECEL T DIFR
E —
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* the designated name of the product and the internal
code
reference where applicable;

. %-?clr:n @?a%éim';% HWEUVZATEIERIHADSRE
a—

= a batch number given at receipt;

F BANFIS ESh i Ny FFUn—

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

ﬁ@]txtﬁél:m REMOREGIE T, B, 8B
& TA)

* where appropriate, an expiry date or a date beyond

EYIBHE G, FAHIRR EEthEM A SEUT AL

which MRELGESH R
retesting is necessary, )
When fully computerised storage are used, all the above |[EEANTZEICaE1—4{kZhTWAEE, EROET

informaiton should ot necessarily be in a legible form on
the label.

DIERADELTLEIAN LIz R RERNELTHELY,

5.30. There should be appropriate procedures or measures
to assure the identity of the contents of each container of
starting material. Bulk containers from which samples have
been drawn should be identified (see Chapter 6, Item 13).

530. HERHDBERFDOABTNOR—IEZ RIS HE
D FIRFEEFEBAHLIL, T I EIRER N
WOBRRBRIEHFEShAZE(ELE 131E5ME).,

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

531 METHRMAICIYHERLMESKHTEY,. HhoHF
IREROHERMOAMMERShEE,

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

532. HIZERHIT, ELVWEMAFERCEUIIIANILERT
SN-BHRICERICHEXN IR ESh I EERHT S
& WESNIZA QALY B FIFEICHELLL

|HERATE,

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

533, IhOHEN-ERHE. TORENTASERHT
ML TRBEN, T ORRARHEAEL,

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

534, B/ \WFORHITLHERRHIE—#ICRES
N, FIEOTEMRBIADIIICTANRRSNDIL,

PROCESSING OPERATIONS-INTERMEDIATE AND BULK
PROBDUCTS

TEEE DRER[BRTANIES

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

5.35. LWNRASTIRERLHIRY BHNIC, FERBRUE
BILES T, TLBREOERCHEOLL, HIERN. &
A WROBREMREXBLGEOEEZRIATIRTYS
NEBNDHTE,

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

%g.hffsﬁ%ﬁﬁ(ﬁlﬂbbﬁéﬁ[iiﬁﬂ]ﬁ%ﬁf]:"ﬁ%%é

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

5.37. EEIH-OLVC/\u-r—va/%‘f%ﬁﬁl,ﬁwnuﬁ
BEEL, (REQN\JTF—230"8R),
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5.38. Any necessary in—process controls and environmental
controls should be carried out and recorded.

538, MEBELHLHMEATECELVEEETHLERSHWE
F-EsEhble,

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

539, MIFILENSDLNESZEXLRES., LHINE
EzEhal&,

PACKAGING MATERIALS

it

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

540. —RBVEMBRUVRFMHBOBEA, BUILLED
Eﬁig\_f%ﬁ*ﬂ:ﬁ?é%@&:ﬁﬁf:*ﬁrﬁd):‘iﬁfﬁ

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

541. REMBICHUFHMOIENMAbILEZE, Thb
(EEHEFICHOT 7 REWRT HL54, BUIKRETH
SHRBTTREINDICE, HvbIANV RGO BEIL©
FUVRTH I ERIZEE Y IROR ST THLL
EERPCRERVEESNSIE, AEMHOILLEL
(X, Eashiz ARDHKY, RBESNFELXELSh
EFRIREBICHMTOISECE,

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

542, BB — REAEH P, B X3/ o F
S, HRIGSTRE S XSRS 5005

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

543, £zhL1-, XiFZIEREL >z~ BEMP R IT R R
HHitEsh, Fcola dishbdle,

PACKAGING OPERATIONS

DEAEHE

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, QEEZICHTEIIOTSLERETIESIE. K
X5, BRXEBEERHYDYRIERNET DD
HBAlFEN MRS E MM RERAVELVIBY, B
OB AEIELTEELLRNIE,

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

545 AAEFELAROHDAENC, FERE., a1, HR
BEUBOEEBILESTHY., F-LAEERAINLNDME
A, BHEEXEL, chbABL, BEDIEETH
BELENAGDERIEBEL TRV LA BT AR TYS
BB DIE, FAIVTSU ALEYGF 2 AR
HENRITEhSIE,

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

546, UMHNTOSRBDAFRUN\YFF U —#H
B ERERBREX &S UICBRENEIL,

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

547. RTINS TATORBEVAEM NI
(CEESh M, B8, A—RUakEREEO—HIC
DWVTHEBEhDIE,
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5.48. Containers for filling should be clean before filling.
Attention should be given to aveiding and removing any
contaminants such as glass fragments and metal particles.

548, RTCABRBERIETCARICERTHIZE HTA
FRUSBHFOIIGSHMIELELEMELERL, /-
BETIEENDIAZE,

5,49, Normally, filling and sealing should be followed as
quickly as possible by labeiling. If it is not the case,
appropriate procedures should be applied to ensure that ne
mix—ups or mislabelling can ocour,

549, BE. RCARUHBISEIZHENTSALERRENT
EREMNEOMATHONEE ELEITRVB RIS, B
BIXILBoI=SANERRANBIYVEENC EERELT D8
UG FIEHh#Emshoele,

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

550, SMEICRIZAZXD—BTCIThh WL NESENRIE
F2WAIE, a—FFrni—  BHHR) LA ELESARE
Zah, FRBIhAlE, FERICKSMBUCSITEERED
hhh—E ORI CTBEREIhECL,

5.51. Special care should be taken when using cui-labels
and when over—printing is carried out off-line, Roll-feed

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

551. AvbSNILERBWSIEER O (AVNES, H3HIR
ZOYRIVAHDRAISA LTRSS & HFNER
Nihbhhdis, A— L EBSNIISIER O BREEZT,
HUbSR)EYREBIFELL,

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

552, LWNMVEBBEFHNa—R)—45— S Lho 42— 1%
l‘l%&—?’zWR%ZEL<1’E§JL'€L\€)=_&E{%.=E?‘%>L
E’E”ﬁ‘ﬁbhél_t

5.53. Printed and embossed information on packaging
materials should be distinct and reststant to fading or
grasing.

553. @WEAM B EOHRXITFRYShIFRIZART
?ﬁﬁﬁtiiﬁﬁl:ﬁu&?ﬁiﬁ’é%écc‘:o

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

¢

554, AERICHITAREO
PTZERTHIL:

A EEIL, PhlEd

a) general appearance of the packages;

a) AXOE RN

b) whether the packages are complete;

b) BAENT L TH LM

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

o) ELVE R R AN ERENTLOLA

d) whether any over—printing is correct;

d) LINESRI YA EIRIBIELL YA

e) correct functioning of line monitors.

e) S4B RA—MBEIETIEE

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

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

555 EEEGHFRICHEGLEAMIL, HRGERE, B
BRURBRISNT= ARICEIRENTONIBE G OAHL
BICRGCENTED, COERISOV TR R E IR
Behdlé, |

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.

5.56. WXIMEHRISFEDLN, NLORRRUOR R
DHBLLMCHESN AV MIEOLNESERE
XIFFEEEMLELEBODEESh, HIFFEEHIEFIC
(FEPICIRRZRANSh DL,

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. AKAEEA T T XE, NvFa—FAMEISh{ERS
highot-bLhadafbmiEsh, MEROREETIC
& A—FEIRISN TORVDRFMHEREICR TS
&, RSN EFIRZHEIE,

FINISHED PRODUCTS

R

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

558 RREREENODREMHE I SPEE TGS
HENEULEEHTICTREBRESIAIE,

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

5.59. RRHMOHRFEOT-HOHEFIEHE ORI, 54
BLEINGEREGRBUCERRIC OV TON T 65
(HEEBICEESIh TN,

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

5.60. T AT D IR 1T, AR R G (T8RRI EIRB D
HEELLCTREEENMRIL-Z2BTCREShSIL,

REJECTED,RECOVERED AND RETURNED MATERIALS

“Eh. BIREURRSh R

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

561 FERBOEMEVHEAL. €D LS CHELRRN
fThh, HRShEEEICHBICREShL L, Thb
(ZELEHEICRSN DD, ULENLSFICEEMN IR
WESNLIZAOWLTNATCHH L, MEALHEENNT
:léb'éiféi’h RRIshi- ARICEURBIhFEEShED

5.62, The reprocessing of rejected products should be
exceptional. It is only permitted if the quality of the final
product is not affected, if the specifications are met and if
it is done in accordance with a defined and authorised
procedure after evaluation of the risks involved. Record
should be kept of the reprocessing,

562. FTHBMOBMIIIFINMICOATICE, FhiX
BERABORKBICHELRIZST, RBITHEEL. £LA
AT DYAVEFHIEL RIS, RESh  REShI-FIRIC
HVEFESNIGRICOAFESI S BMTORERIL
RFTHIL, ‘
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5.63. The recovery of all or part of earlier batches, which
conform to the required quality by incorporation into a’
batch of the same product at a defined stage of
manufacture should be authorised beforehand. This
recovery should be carried out in accordance with a
defined procedure after evaluation of the risks involved,
including any possible effect on shelf life. The recovery
should be recorded,

563, HWELZRESESLCWALFIONNYyFOEENE
— %, R—®G0 v FOREOMEBRECEEAD
CEICKBENEEEH LM LHREINLE, COMIY
E£1E. BEUHRICHT AN EELEOFRELE O
THE5TDHVRAIEFHHELI-EIC, BESWI-FIBIZHEN
Eiaxhdod, EIEEERETHIE,

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

564, BT EN-RERARLERREHES O REN
DOEMBRO SRS BB ISR T
ARy A AW

5.65. Products returned from the market and which have
left the control of the manufacturer should be destroyed
untess without deubt their quality is satisfactory; they may
be considered for re—sale, re—labelling or recovery with a
subsequent batch only after they have been critically
assessed by the Quality Gontrol 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.

1505 HEEEOBEEHN LI LT BASERSR

RS, ZhoOJBEARABR CEHIECERO A
MBS BIAMIHEE S Ao, Tl X EBLEh-FIE
(ST E EEEPABLGHEL-RIZO &, Thibn
B, BORNUNEBRIUIED /Sy FADVAN—{EE
FEELTAL, COEMICE. L¥BI0NE, HEL
THEBMLREEYE., TOREBRUBE, 5N
HESh CLEOBBBENIT R TEERICANDIE,
MAORBICHLURBAELDIE R, iEErLHEEIR
THREANGEFNENLIMRETHAIN., HHEX
EBEERICET 5EEZALRNIE BRI
BHLEYICRERTLIL,

L]

CHAPTER 6 QUALITY CONTROL

Hew REEH

PRINCIPLE

EE]

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

MEEEE, YOI T R RUBER, GoUICHE
CTHES HRBAERESh, RUXEREOHENER
TEHLHMINWSETIHFEH A EA OO HEFSh
T, FLRBAREX EREO=HHFFRShENIE
ZRIY D, M. XECRUHAFAIFIRICSOVTRY
#5, REERIHBEERICRESNT. RGOHRHIC
BhARREEDH LT ATOREICEHSLET NSRS
VW MEEEARENMILTNAC LIS EEEDE
RIRERBIOBATHIEEZOND,

Production is considered fundamental to the satisfactory [(FE1ELSE),
operation of Quality Control {see also Chapter 1),
GENERAL Y HIR

6.1. Each helder of a manufacturing autherisation 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. BEHAORAECLICHETRMMIEE TS,
LEERMUSOIFIALIILTEY, BRICEATES
1DLEOBEERBEZFL T HEMICE RIS DES

| BEBERITHEDERDTCHE L. BYLER

(&, TR TRREEEDOFETHNRAN OHERITET
SNBIELZ R T H-OITHCTIIEBEL,
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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 products, ensure
the correct labelling of containers of materials and
products, ensure the monitoring of the stability of the
products, participate in the investigation of complaints
related to the quality of the product, etc. All these
operations should be carried out in accordance with
written procedures and, where necessary, recorded.

62. REEHIBMOROEELERHITE2EICEELDDL
T3, REEEHFES2FALLT.IRTCOMEEE
FEEFEILL, A F—2avEEL. FIEERITLLT
NIFLELHED, X, EHEVRKOSERY L TILERE
58, FHRVEMABTROBERRFERIRT HIL,
HMAOREMBEEEZRIATIIL, MRRYEICEET L
BORABICHSTEIELE, FOMOEBELETSH,
NEDTARATOHFEEL, XE{EShFIRICHEWLERL.
DERISEFEELTTRITEES AL,

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

6.3. mRESOMIL, BHERMN, THEEMBONR
£, UEEEEEOIONERHLE 12— RRHEHR

ANBERUBREDEHRELEROBEESEH. TTO
BiEd3EREAETTH L,

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

64 MEEBBERITHVMGESICITIVYLTILTRUHA
BEDOEERBIZFIEAAEETHAE,

GOOD QUALITY CONTROL LABORATORY PRACTICE

EHAERE

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

65 EHEABREOEBENREE, BIECHESK-RE
FHEES(CHT 53— RUEVESTEOEHFICES LT
A=Y (AW

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

6.6. MEBREOAR. Y, RULEL, LG TE O
BUBBICLYBBERBEATIRISEY THI- &, BT
B ENICRIORISER T DRI B LIz s BB D ERER
ECDE%liﬁﬁwlﬂﬁﬁ‘“%fé%ﬁﬂﬁénéhi Shik
REEERFICRBLAITAEESLL,

DOGUMENTATION

XEfk

6.7, Laboratory documentatwn should folow 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 Gontrol
Department: ‘

6.7. ABREOXELITBAEITRLEFRBICH#IZE, 2O
XECOEERRIT, RETEICETSLOTHY. BT
SR BEMAIER IS DL TOXERE MM EEEET
FHCBWLWTHIRTRETHA &

*specifications;

ik

*sampling procedures;

L ES

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

ARBRFIRRVER (ST —0—MiLLERE/—~
&80

»analytical reports and/or certificates; CREET L LARRKES
=data from environmental monitoring, where required; BB STEBELR) T DT —H
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validation records of test methods, where applicable;

BRI ABAIL, SBRAEONYT -3 ER

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

ﬁ%ﬁ%ﬁwhmﬁuﬁ BORTEBICOVCOFIERUGR

6.8. Any' Quality Contro! documentation relating to a batch
record should be retained for one year after the expiry
date of the baich.

68. NyFIERICEETIVHLLIAEEEOXE
%, BT OFHHBEZ 1 FERRE TSI,

FCER

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

6.9. HHEDT—RPIAIE., SABROHEBE. WE, 1B
BEEICOWTIE, BEIIAROTFHHE R REICT 55 %
TRAZENHEBENS,

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, 1Ny FFHHEO A THAERIIMA T, HEE/—F
BULRBOESIGAOFYOFLOT—26BEShERL |
HOMMPIATRETHLIE,

SAMPLING

YT

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

6.11. U 7IERIE, BMTOARBRMNEREShT, RES
WIS hi=FIRICHEWNMThbhEI &

*the method of sampling;

BTGk

*the equipment to be used;

- ALbhEEE

*the amount of the sample to be taken;

EmRYUTIVE

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

s BEGETOY TGO MIFIZOVTOIER

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

CAWBHUTILEBBORATRUIREE

*the identification of containers sampled;

- HUT RSN =B 2 DA

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

- BFICERAXEHBEHNOGLTYLTITEL, B A
F ETORNNGERSEHE

rthe storage conditions;

- REEM

sinstructions for the cleaning and storage of sampling
quipment,

- HUTYLTEBOR G RUTRECOVTOER

8.12. Reference samples should be representative of the
batch of materials or products from which they are taken,
Other samples may also be taken to monitor the most
stressed part of a process (e.g. beginning or end of a.
process).

6.12. BERYUITNIE, ThohERShEREER
HMADNRYFERRTDHEOTCHLHE, FOMIZTIRT
BHLARVAOOMNBERSIZIE. TEOBOHELITED
UEE=R—F 520D TIVERBRLTERL,
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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. U TIEBBIZIX, Ny FF8— TV HH
BUSTIARREN B3R ELICABMICOLNTO
AR RUESRNILERGT AT,

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

614 BREBOR \UFHSERENB BRI T
(&, AHMRE 1 E £ TRIFSNATLIFASEL, B
WALEERRAEDRT, RSN T CRESNET
RIFEDAN, HRFH GBI, FR RO D
LiE, REEDERFENEOTHE, DHEELURHO
HET R ERIR S N RIEAS ALY, Co R HIR
f. REEAEVEVE AL, BLTHRL, Bk L8
BOSERYLI NI, PHLHLER OBRBYER
TEOIC+HRETRIFNIEABAL,

TESTING

L5

B

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

8.15. MM FTED YT —LavERBLATWILELE
LY, BRFERBICEHEH SN -2 TORBERBENL LI
PENEIEL BT RIEESEL, '

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

6.16. MERER L EHL, RARECBBIALO— LR
BILHIE, AOF CEBLIEHEIE, BECRRLLH
MIFEBIL,

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

6.17. RIGE NS BAR SR a N . E/-E08RI3 DT Eh L
TOT—3%28LTE

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

a) AMXBHRREOAN, RUZKITHHETHIE

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

%/W?T‘Jl RO ENSBEEEEER TV LR

c) references to the relevant specifications and testing
procedures;

o) BETHMBRURBRFIA~DSE

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

d) BIRERR VI EEESCHABER B CH LMD
LA BRI IEETh~DBIE

e) dates of testing;

e) &R A

{) initials of the persons who performed the testing:

f) REEEEOA/=IvIL

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

g WU GICIE MRRUHEITONTOREBED A
e

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

h) SRXETR/RHECUIMDIKBORTE) 12DV T
ORELEEREESWEEEORFTAVDOES

34/42




6.18. All the in—process controls, including those made in
the production area by production personnel, should be
performed according to methods approved by Quality
Controi and the results recorded,

6.18. HEREBATHEERICLYITHISENDEEHT
ATOIREER, REEERMCIYRESh-H &%
[CHEWEESH, ERBRARBBINLTE,

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

6.19. EREDRE, REAHAOASAZERUAE
B AFEGRRUEBORECEENEEEN LIS
o ENLRXBLSNI-FIRIZHEVEREINDIE,

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

6.20. RHEOERANFESh-RBREAEICEIZNS
ORBBRUVAREDB AR ERRTH L, FTRELE
BECEMOBDBBEENEERESEESRICSANE
[CRENBIE, SHICHRESTRAOEIERICOVWTEK. &
3:5:0)#@%0)%11‘58&U%‘%ﬁ@ﬁﬁ??’)’?wm’ﬁtéhé:

6.21. Where necessary, the date of receipt of any
substance used for testing operations (e.g. reagents and
referénce standards) should be indicated on the contamer
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. BRI EIE, MEB{FEICERINLI LML YHE
BIAE., RERVIBESICOVWTEFhLDZANES:
BRLEICRENLGIE, FRBUVEREICODVWTHIEREE
T, HAIERICTREMBORIHRRRV/RIE
thDREE%E, RANEXIEERGNICRET 20 ELH5,

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

6.22. % HHXIFREAKOREBRICHWSE ML, BT
HAHERICFEMANIREE R ST L, FHMRICHEYT
SLEERATHISMBFINERINL L, EXRER]
i% i&t\ %hb@fﬁﬁ@%?i“r?‘x@ﬂmuﬂﬁﬁ‘{%mé

ON-GOING STABILITY PROGEAM

REHBERIOIS4L

$.23. After marketing, the stability of the medicinal product
should be monitored according to a continuous appropriate
programme that will permit the detection of any stability
issue (e.g. changes in levels of impurities, or dissolution
profile) associated with the formulation in the marketed
package,

6.23. MERESN TLNA A —U RO S FHCEEST S v
EAREOMBEGRE, FHpLANRiTEHTao7
ANCBITEHEL) TR THI OBV BHEN TS
zj.\l:ifﬁt\ MRERICEESHORERITTE=4—ENDT

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. KEMERTDISLOBMIL, BREFHHRIC
HIYE=S—9 52, RURRSRTENLRE G
TTHBRICEE>TEY, F-BEYRITHZEHHHFT
EONERETHETHD,

35/42




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. In addition, consideration
should be given to intermediates that are stored and used
over prolonged periods. Stability studies on reconstituted
product are performed during product development and
need not be monitored on an on—going basis. However,
when relevant, the stability of reconstituted product can
also be monitored.

6.25. ZHiZEICHRBEMECTOEERICHLGERS
NEM, WA RRECOTATSLIZED A EICDNT
LEETBHE, PIZ IS OHERN, AEIhDHRD/
XiFBESHMSBEBH~ BRI SHICRAMERE
SNBEEIE, BEREORBOZERICH T IHEANK
UITEE 4T CHESh ., F-RFShbie 3610 R
HEchEYRESh, FREhAPHERIcEEEEH
Io&, (HHBHGCRERBRFORESHIO) BB
O SOREMRFITESMBBEIDICEESh, 7
DB EIRIBICES—~F DRHEELEN, LA, 3&ET
i)i%%lziat, BERBROMRORERENE=4—75C

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

6.26. REMERI OIS ATIE{LShI-TOla)LHh
12, EAZEOSRBBEICHVEEHEIN., FERIGRERLL
TERGEDETEHE, RERBERTRITSLTHERSA
SR (EUbITREEFVYv /N NEIEIEORSHIEN
gl:Annex 15(CHELVEIE A REREL . RUMRSFEET S

6.27. The protocol for an on—going stability programme
should extend 1o the end of the shelf life period and should
include, but not be limited to, the following parameters:

6.27, WEEREMTOISLICDNTOTARILIZE
AR OBREFAICETHU., BEIEESNELHALTO
INTGA—REEHTE '

* number of batch{es} per strength and different batch
sizes, if applicable

s ALY, RUOENTAERICIRELS/\wFH A XY
Ym vy F#

* relevant physical,chemical, microbiclogical and biclogical
test methods

- BiEY MM, LFR, MEMPRIRCEY PG
MERTTIA

* acceptance criteria

BRI

* reference to test methods

- HEBRATEAA~NDSR

« description of the container closure system(s)

- RBED T LOFR

« testing intervals (time points)

BRI (24 LARAR)

+ description of the conditions of storage (standardised
ICH

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

;_é%?—*?%ﬁl:ét,rco)ﬁaiﬂj(%ﬂwﬁ%t:ﬁ%ﬁi& =57
qE
BRI- 34 1L A ICHE A AL BN B2 &)

» other applicable parameters specific to the medicinal
product.

- BERSBICHICERSN S/ \5A—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. REBERIOTSLIZHTEZIArNIL, ELF
NHAEZESh ORI EBLIN TSRS, BREER
ARFEEMCIRHsW-SYOERHRRESREIZHTS
Foban ERLESTHRWL (XIS EREE, XIKICHE)
BEGABHTHES),

36/42




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 vear of product manufactured in every strength
and every primary packaging type, if relevant, should be
included in the stability programme (unless none are
produced during that year). For products where on-going
stability monitoring would normally require testing using
animals and no appropriate alternative, validated
techniques are available, the frequency of testing may take
account of a risk-benefit approach, The principle of
bracketing and matrixing designs may be applied if
scientifically justified in the protecol.

6.29. INUF PR UREBBAEIERSHETRET S T5H

BTF—AEFRETILOTHLIE, A EHR{bshi
fRY., BEMEShIHGICOE, 3BT HIBAIES A

BU, &—REEOR/TBICVLE G\ yF AR TN
TATSALICEDOLNSE(FHEIABEESNENG
FERQEE., YRV ORBNRENREEE=S
JUFISHBETHY ., REEFOBILABOH/LZNES
&, REEBAEICURG-RR T4y DERELVN TR, T

SrFaTEROTMF LU THALLOREIE, Fak
LR CESEAAIE SEAH IS EICIHBERLTELY,

6.30. In certain situations, additional batches should be
included in the on—going stability programmse. 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,

8.30. HAHIKRTTIE, BMO N \wFERERERTNS
SLICEHGETIEGESEL, MR X, REMEERE. T
BRIZAEICHT IR EAREEN VN GELE
RBROEZTELREAShATE WWHEEZHBNE, Fin
IRIZENROEELRE/TNSSLITEHDEIZDW
TEETLHIL,

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

631 RERBLRBRORR I EREE RV, Blh—
VSRR SHETESESICLRITR D

U, RRPEERBERAS, /L ME R X RENS OulE
BRI O A N TRIESNSIBAICIE, BREMOXSE
LENEIRYRDEA DD L, ARMNREIRHOMRER
L TR T SR E DD RS- CHRT T

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, Mg, RIEZEAGERE OARILRAELETH
IFXEDEEL, WAESREESh-REAOFR, XIZEX
HABEMLEETSHEEFICRETS2L, FiBICH
BLTLSAYFHHLTEIYESREIC OV TER
GMPH A FESEIHEL, £ ET AR EFICHMRL .
TEBTIHIEL,

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, FOPS LTSI ATONERLED . &
HEh 2T — RO E LD RIS N B FENBCL, =
DELHEEHNBEOR R THE= L.

CHAPTER 7 CONTRACT MANUFACTURE AND
ANALYSIS

H7E ZRNERUSH

PRINCIPLE

IRl
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Contrast 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.

FEMERUAHE, FTOBRREOHBRILEREL
ABRMERBT S=0Ic, BEICEESh. AESNh, £
FEINLETNIEESEL, BFAERUREEFHIC, &4
BEOBFHEEREICHEITIXE LS -2AENLIT
FAE AV RIELESE it WbV B 2 4 AT RIS Y- 32)
DEINYFICOWTHRFRED O OHERIE P EETIA
[CEFHEERTTAHRICOLCHREICERBZIh TV
yx ANy AN

Note:

This Chapter deals with the responsibilities of anufacturers
towards the Compoenent Authorities of the Participating
Authorities with respect to the granting of marketing and
manufacturing authorisations. It is not intended in any way
to affect the respective liability of contract acceptors and
contract givers to consumers.

po

COEIRFTEARBRVEEFTORFHBELT, A/i—
DIAEHERBICHTHIEEEEDREBHICOLTIYIR
5, Ll B, RHERUVEENEEEICHLTE
THEEIC, EO&LBETERETLHOEITERL T
LY,

GENERAL

EX LT 4]

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

11, BT CTRYROH NS R U/ X(E 50, R U
EY DM MUROEHET DINFICIDIENEN LT
NIFELIEL,

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.

7.2. RIFTHBDEZFOMOBRYROADERE FiTH
EREUSHICHETZETORYRBIZONTIE, HER

Eﬁ;:’)tVCﬂ)‘é%i‘éﬁEﬁ%%%%ﬁ!:—ﬁL,‘CL\?QZ'I"H’LEﬂ;
ALY, :

THE CONTRACT GIVER

RELE

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

7.3. BEEEL, BREAVROONSEEEHDRET S
BEADEHBZITIEENHY., FLEZHIZLYGMPOIR
Bl, BUAAAFTRENTOEHEGMPH AR5 A A8, jEsp
SNAHTLHICHLCEREEZAS,

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

74. HEHFE, RFERBREUBOENEHZHLN, 5T
EEEBEICENRTH-HICRBELRRCOFRERTES
[CIR{EF 5L, BEEE L. ERAK[NTERCEETS
MEAZIEEORY, BB, A8, thoRH X Hfho i

RICEBRELLTHREICONT, REFNATL(CEH
LTWAZEERELARITRIERSEL,

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, BB, REAEMOFRAF CRASh2TOHR

EINARBRUVEHANETALORBICHEETLE X
FERH, AA—VSA AR NR—I DI EYHAA AN T
WAHTEFRAET D&,

38/42




THE CONTRACT ACCEPTOR

REyHaes

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

76. REEEHE. BHEEHSETSNEEBRETOITEE
@“Mwwﬁﬁlmﬁiﬁ%\ HBRURER, SO TICHRE
GABZHLTWWIHRIEESAL, BEIcka8E La
EEFTRAFETCHLIMEES ICL->TOHARMEIS,

7.7. The Gontract Acceptor should ensure that all products|?

or materials delivered to him are suitable for their intended
purpose.

J. ZREAR BEIoh-2TOHERRIIFEHATHL
OFTHIO B R 5 MEERIET 528,

1.8. The Contract Acceptor should not pass to a third
party any of the work entrusted to him under the contract
without the Contract Giver's prior evaluation and approval
of the arrangements, Arrangements made between the
Contract Acceptor and any third party should ensure that
the manufacturing and analytical information is made
available in the same way as between the original Contract
Giver and Contract Acceptor.

78. BFEEFE., RSN -EBOWILLHAE. YR
HITONWCORFTFOBIMOEFBRORBLLICITE=
%—{H;uﬁbfiif&-bfdh\o %nﬁ%&ut\ﬁ\fi%‘)k}r “%&0)
BICITHhERYROS, #ERUSHERS., SPUOR
AERUVZITEMEREC ?ilﬁ"Tﬁu’C%é._&%}{%nﬂELE
& (RECAE=Y A AN

I

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

7.9. REEHEI, §S£%®T:&)i:“ﬂiﬁfgt\bﬁiﬁ’&%ﬁﬁd”
é%nn@nngku E&lﬁ#mﬁﬁf&@&ﬁéf?%’&??o
TIEHGBEEL, :

THE CONTRACT

RE

7.10. A contract should be drawn up between the Contract
Giver and the Contract Acceptor which specifies their
respective responsibilities relating to the manufacture and
control of the product. Technical aspects of the contract
should be drawn up by competent 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.

1.10. RGOSR VERCHET SREERUZAE
ThThOREENETSRVELSWE OFMTERSL
S &, ZIEORKMRIRIEIL. JF B, 2R UGvP
I:iﬁtﬂﬁ:%u?éﬁ’&’ﬁﬂ'é rﬁ{f%i-&ﬂ)iﬂ%é:néhto &

Uaric> MT@?”\'C@HRU&&')IJ:E;’EJL?& —¥
L, i?‘"ﬁ!ﬁé&$%7ﬁ\ﬂa’é‘é_&

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

111, BEEE, &y FHRFGERBERICR>THES
NEDENERRTHEILE, WROEHOYFOHR
HAGEYEETIA—VIA ARV NG T 5 5%
FHETHIL,

7.12. The contract should describe clearly who is
responsible for purchasing materials, testing and releasing
materials, undertaking production and guality 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, 23EX. FHOBA. REORBRUASKIE,
THRERASHREERVREEBORBICEEELES
B LRI T T RUSHOER A ELHAR
(LRSI HoL, ZREBOBE, 2HNBEZEEN A
f%@i_%i:c*f,/j)b’&i‘?kﬁi?'\%73\775\{—“3 B
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7.13. Manufacturing, analytical and distribution records, and
reference samples should be kept by, or be available to,
the Contract Giver. Any records relevant to assessing the
quality of a product in the event of complaints or a
suspected defect must be accessible and specified in the
defect/recall procedures of the Contract Giver.

713, BLE, SR UEOERR. G RICsER YT
ti@%ﬁ%i:a‘:"){%%éfrpéb\ Riiﬁéﬁ%‘tﬁifﬂiﬁlﬁﬁj@%
BT, EEXIIRMHELNSIESICH A O R EE T
T2 L TCRBLEVNGDIERD. TV AR TELRT
FHORF/BULFEREICBESNATORIThEELEL,

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

A4, BRI, FRAEHRRAHORRICULADIEL
AT 50O TRTRITELAL, '

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

715, ZREHROBES . REFITEIROERHRE
BAHCECDNWTEREL TORHAETESEL,

CHAPTER 8 COMPLAINTS AND PRODUCT RECALL

F8E EHHERUHARIN

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,

RIGDAREEAH LB/ OVTHDETCHOER/T RV EBD
FEIRIE, XEBIShEFIFECHLD., TEREELLEITA
FEBED, ETORROFBRICHEZ . HELBEICIE,
RGO HIENERSWIZDHINEIZFOTREEOH D
HEE, TEHMLELMI, MOIBEMICHEIRT H5E5]C
VAT LGNS,

COMPLAINTS

£

PRINCIPLE

IRl

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

8.1. HEDRYRWRUIMAAEHEDREICEEESR
TEHE—RBRURIEAMOWETIARREdBEND
Z&, BLLOEEENT —ISA AR IR—=VThRN G
B. = YFA AR~ EETOERE., AEXIZEIY
[ZoWTHISER AT hIEiDE,

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

8.2 MERMBOAGIEIC>VWTOEFHAELKES. [
REBETHNENEZED, RRAIRZEBEIC OV TR
LB I -FIENEETHE,

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

8.3 MERIRICET LN EED, ® CEEHllERL:
RAELKICRHRESI, FLBEMICHESNSI L B,
MEERBICHEERTHENEDLITHE ORI
LR AIFRDEL,

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

8.4 HAHN\YFTHARBARBINLIiEBRHNAEE.
D/ SyFICEENBLINERET DA, D/ yF DR
BEOMEHRICOWTEERSLIEE AFIC, B AvF

OEMENEEOTEEOSH S D/ \VF(IAELLT

HIEEBEL,
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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
correspending batch records,

8.5 HEDHRELTERESW SR TORERVUHER
&SN, T BT S W FRBRICEEMNTEIE,

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

86. AR BREEAMICIREL, IEBRENNET, Bi5E
WROBEIRICEAYELRERV IIBREOMBELRE
LTULELERT BIE,

8.7. Special attention should be given to establishing

whether a complaint was caused because of counterfeiting.

8.7. BREAAESCIYEL TGV ETE T 5168, 153
HEREISCE,

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

8.8. HMEEXHEMN, BLEDRBROTREE, HRAD %L, B
EOBRANEHRICHMMOEXGSE EOMEESR
it BEEFATODBEICEMELRBICHMLELIL,

RECALLS

T

8.9. A person should be designated as responsible for
execution and co—ordination of recafls and should be
supported by sufficient siaff to handle all the aspects of
the recalls with the appropriate degree of urgency. This
rasponsible 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, BIROETEVRAEICEEEZRTHELEGL, [
WO2TOREEZEYLRRECHURS O, T A
ROBRICKWIBESNECL, CO FEE GBS RS
BUR—FT42 7 BHOMILTINEIE, LS
WEA—YSAXRI—YTRMEE K, A—VS/4 AR
;\—‘/ziiéf@lﬁiﬂﬂ%%l SOWTHILINRTRIERED
AuAN

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

8.10. E THRUER TR TCRET DA, ERMIC
fEESh, FBERBEICEHShTOS, XEiksh
R IAAREIIL T AL,

8.11. Recall operations should be capable of being initiated 8.1

promptly and at any time,

1. BEHREZEITEROMI, WO TEHRIBEMEETHI L,

8.12. All Competent Authorities of all countries to which

preducts may have been distributed should be informed

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

1812, HESELESh-TRHE

HOHLITRATOEDT
TOMBLERIE, HRIKMELBH LM, TZDBhA
?)é%ﬁ:g),E’%ﬂ:@@lﬂﬂﬁ“%’r@éhf:fﬁél:m, EAPHZHN
o] o :

8.13. The distribution records should be readily available 1o
the person(s) responsible for recalls, and should contain
sufficient information on wholesalers and directly supplied
customers (with addresses, phone and/or fax numbers
inside and outside working hours, batches and amounts
delivered}, including those for exported products and’
medical samples.

8.13. BliXAESR (X BUN B E N EOMFIHATERTHY,
FRHARRUEBRRY L IILEESD., HRESREY
BEEEAL-ERICET 5+ 2 0ERUERT, PRERMA
BRUEBADOBELNLI7YIRES. BEN\YFRU
BE)ERDIE,

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

8. 14. ERSH=HRTEIIL. ThoDBRNEICHET
LHREFFOHIE. RECREBICHBLTEETSIhSACE,
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8.15. The progress of the recall process should be
recorded and a final report issued, including a
reconciliation between the delivered and recovered
quantities of the products.

8. 15, [BUILATR DML, M DEEE LEINEDEOD
Héﬁ_ﬁéﬂﬁﬁéﬁ&)ﬁaﬁén, FREROBEENMERSh

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

8.16. MNOFIET OAYETIEHNIZFEHchaIE,

CHAPTER 9 SELF INSPECTION

%08 BoAR

PRINCIPLE

8]

Self inspections should be conducted in order to monitor
the implementation and compliance with Good
Manufacturing Practice principles and to propose
necessary corrective measures.
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9.1. Personnel matters, premises, equipment,
documentation, production, quality control, distribution of
the medicinal products, arrangements for dealing with
complaints and recalls, and self inspection, should be
examined at intervals following a pre—arranged programme
in order to verify their conformity with the principles of
Quality Assurance, :
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9.2, Self inspections should be conducted in an
independent and detailed way by designated competent
person(s) from the company. Independent audits by
external experts may also be useful,
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9.3: All self inspections should be recorded. Reports should
contain all the observations made during the inspections
and, where applicable, proposals for eorrective measures..
Statements on the actions subsequently taken should also
be recorded. ' ‘
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