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CHAPTER 1T QUALITY MANAGEMENT

B1E QETARDAUE

PRINCIPLE

A

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, guality 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 cempany’ 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 Quality Risk
Management are inter—related. They are described here i in
order to emphasise their relationships and their
fundamental importance to the productlon and control of -
medicinal products.
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QUALITY ASSURANCE
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1.1 Quality Assurance is a wide—ranging concept, which
covers all matters, which individually or collectively

" [influence the quality of a product. It is the sum total of the

organised arrangements made with the objective of
ensuring that medicinalproducts are of the quality required
for their intended use, Quality Assurance therefore
incorporates Good Manufacturing Practice plus other
factors outside

the scope of this Guide.
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The system of Quality Assurance appropriate for the
manufacture of medicinal products should ensure that:
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i. medicinal products are designed and developed in a way
that takes account of the requirements of Good
Manufacturing Practice ;

L EERIICGMPOEHFEEICAN A ECHIShE
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ii. production and control operations are clearly specifiad
and Good Manufacturing Practice adopted;
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iil. managerial responsibilities are clearly specified;

iii. EEOEBLHEICREShADL
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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 intarmediate products, and any
other in—process controls and validations are carried out;
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vi. the finished product is correctly processed and
checked, according to the defined procedures;
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vii. medicinal products are not sold or supplied hefore an
authorised person has certified that each production batch
has been produced and controlled in accordance with the
requirements of the marketing authorisation and any other
regulations relevant to the production, control and release
of medicinal products;
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|viii. satisfactory arrangements exist to ensure, as far as
possible, that the medicinal products are stored,
distributed and subsequently handled so that quality is
maintained throughout their shelf life;
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ix. there is a procedure for self-inspection and/or quality
audit, which regularly appraises the effectiveness and
applicability of the quality assurance system,
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GOOD MANUFAGCTURING PRACTICE FOR MEDICINAL
PRODUCTS(GMP)

EHEMHGMP

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

i. WETROSLOEETE, RULEISHT HEXRL
FRICOWTAYT—LavEERT L8

iii. all necessary facilities for GMP are provided including:

i. LTS, GMPIZIMEL S TORENEH‘HEIA T
AT E

a. appropriately gualified and trained personnel;

a. BEIICREE A HERShIERESh AR

b. adequate premises and space;

b, WU EMB U AR—2
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¢, suitable equipment and services; .

o HELLNEERUMTH MR EH

d. correct materials, containers and labals;

d. BIEGEH . BEERURIR

e. approved procedures and instructions;

e RASh-FIEERIEHE i

f. suitable storage and transport

f OB E & Ul

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

iv. {EEERVFIREL., A TOMYPTLE TR
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v. operators are trained to carry out procedures correctly;

v. FEE R ELCED CE IS TEEn T 3L

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 guantity 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. LT EHEEA/N\VFEREOBNER AL T HH0E
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viii. the distribution l(wholes_aling) of the products minimises
any risk to their quality;

viii. RDEE (HFEV) (ERE~OWNEE)RFER/N
LT 20 THHE

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

ix. MBOLNIENAYFCEIRGEEVNIEE A SN
BUATLDHLEE

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

x. BFESNERHRIZOVTOBRIEHESh, REXMR
DRENEHEN, £ RBABRAIZ DL CELILEN

measures taken in respect of the defective products and |FELOHh . BEEEHir T 424
to prevent re~occurrence.
QUALTY 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, documentation and
release procedures which ensure that the necessary and
relevant tests are actually carried out and that materials
are not released for use, nor products released for sale or
supply, until their quality has been judged to be
satisfactory.

The basic requirements of Quality Control are that:
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i. adequate fagilities, 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 RN, OH, PRESER, SLOES BRER R
TIEEIZEYGMPERID - DB IBEHEOE=R215 D
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fii. AfESh = ABRURBSh-FIEENEETLHOL
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ii. samples of starting materials, packaging materials,
intermediate praducts, bulk products and finished products
are taken by personne! and by methods approved by
Quality Control;

i, HEEE. aH, PG, LIERETREHESO
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iii. test methods are validated;

iil, BRER S ECDWTIERNN)T— a2 iU T hidh
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iv. records are made, manually and/or by recording
instruments, which demonstrate that all the required
sampling, inspecting and testing procedures were actuaily
carried out. Any deviations are fully recorded and
investigated;

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

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

vi. ELERIEBRERRICHE DO TERSh, FEm#HH, B
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vii. no batch of product is released for sale or supply prior
to certification by an authorised person that it is in
accordance with the requirements of the relevant
authorisations;

vii. BROWT D/ N\YFH, F—IIA ARV AZ
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viii. sufficient reference samples of starting materials and
products are retained to permit future examination of the
product if necessary and that the product is retained in its
final pack unless exceptionally large packs are produced.

viil, HEGHEICEMATRBRE RS T SHFERM R
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PRODUCT QUALITY REVIEW

L REOREE

1.4 Regular periodic or rolling quality reviews of all ficensed
medicinal products, including export only products, should
be conducted with the ohjective of verifying the
consistency of the existing process, the appropriateness of
current specifications for both starting materials and
finished product o 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 MPERMALEH-. 2 TOHFUEEROEHY
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i. A review of starting materials including packaging
matetials used in the product, especially those from new
sources, :

i RRICERASALAH, BICHREGER M OLO0ES

&, HERH, AEHORE

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

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

i, FEAL AL IRAR S LR

f BTHIENVFOREE
RUOENLOHE

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

V. TRCOBEAGREN TGS . 2ol BETs
. &U%*%tL'C%HZE‘hTJEIE&_% TS DS
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v. A review of all changes carried out to tha processes or
analytical methods.

v, TEXEIGTAZICHLERL -2 TOEEORE

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

FEZE(EHOA)~OHFELSH 2H XA
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vii. A review of the results of the stability monitoring
programme and any adverse trends.

vii. iE'I&:E-G!'J./D7’D9“51A0)§‘*§'%&UL\75\7;6§1?
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viil. A review of all quality—related returns, complaints and
recalls and the investigations performed at the time.

vil. REIZEET H2TORM., HIERVCENRIENRZF
D HFEESh=REERRARIC DL TOEE

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

ix. TREXFEBEICHLUTERLSNW-EEEEOEY
iz DL T ER

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

 FEREREEURAED AN OEREHIHUT
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xi. The gualification status of relevant equipment and
utilities, e.g. HVAG, water, compressed gases, stc.

i. BE Y BEE R VA —T AT — OB IR .
FlAIL2ZEER, K. mEHAE

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

xii. B HEICEBL-ZRICET RO AR EhT
WHIEERHEITT -0 RE

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
effectivenass of these procedures verified during
selfinspection.

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

HEFEFRUOBRGEABRES L. COBTOMRBEETH
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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 guality review is performed
in a timely manner and is accurate.

e R EE NG E L RTSEACE, aHEE
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QUALITY RISK MANAGEMENT

HmEYRTIARD A

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

15 BB AITFS AN, BEROREIHT 5R
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1.6 The quality risk management system should ensure
that;

1.6 MEVAIRRD AN AT LMILTZRIEY 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;

EECHT R O R R, TEORRIC
HS% BRNICEERECREESNERETHS,

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

BV RAITRTD AT EE A HRFHEOIER
B, XECOBREIFAYAIOEEITHILT 5.

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

TOAOEHOCREI AT R A OB
Annex 206D 4, :

CHAPTER 2 PERSONNEL we2E AB
PRINCIPLE = A

The establishment and maintenance of a satisfactory
system of quality assurance and the correct manufacture
of medicinal products relies upon people. For this reason
thera 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 Goed
Manufacturing Practice that affect them and receive initial
and continuing training, including hygiene instructions,
relevant to their needs.

BFORERIC AT LOEARUHEESE, SUICE
HEREFELLNET I EBNT, ADRETREICEK
FLTWA, F0 4, SEEENE-> TSR TOERE
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GENERAL

EJIE S

2.1. The manufacturer should have an adequate number of
persannel 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, BLEEERD, MELERMEREENSI, EEREEESH
FTHRHNGMDABEFT S WG —BAICEE
Ehi-BEBEL, FHEICHTIVRIEELHSEDHEEET
HYFTETIIRLAR,

6/42




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

22 SEEE TSR ESG A IS R0, BEEE

IHUIGICHLE L., BB RGSh TS

HraL, BoOEBERTTH-HOEMTIEREEL
R NIELEBLL, OO BEF X TSR EOFKEEH
4HEESNEABEFICRELTLRL, GMPOF RS
FBLTLDABOEBICEREILHAR T ESEM
HoTIFELELY,

KEY PERSONNEL

TEHES

2.3. Key Personnel includes the head of Production, the
head of Quality Control, and if at least one of these
petrsons 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. FEEAFLILTOELZSD, EMHoR. BE
EHBMDE., X, bhatbThon—HOEA KGR
THEOEFZEHLENESIE, AANOHIZiE4
SNF-ETHD, M. TERMITESOAENFRIZH
=T hIEELEN, SERMEUVRESHEMOE
&AL TWEThIZESL, X%ﬂﬁr:m\tti\
2.5, 28R U271 BITH-ARE S HOBEEIZ O INTIL S
THBELHHS,

24 —

2.4 iﬁi?&b

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

25. ﬁzﬁ‘*ﬁ?ﬂwﬁti ﬁl—tEl’Jl u?mﬁﬁﬁﬁv

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

L EBEREhDREEHEETAAICETILE 'U]fd-jcil
WalESh, REShAILEEIT S

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

il. EFEICEETRREBZERIAL, FFho0EE
HRTFRATS

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

ii. BUEFLERIL . EhoM R EEERPUEShBEIZRE
;Eéi’bt.%lhctUﬁiﬁéh%%éh‘tt\é._é:’&ﬁﬁﬁﬁ’é

iv. to chack the maintenance of his department, premises
and eguipment;

v. ESOHM, BERUEEORTEROEDET D

v_to ensure that the appropriate validations are done;

v BT —La  RRBENTNDEE R TS

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

vi. §b(D*BF'EJCDAﬁﬁ‘Z‘%k?’é%lﬁ&U%ﬁﬂ’]dllﬁ
g:%ﬁﬁéh PHEIZHELTE nu;ﬂﬂéhu\zsr_a%{%nﬂz '

2.6. The head of the Quality Gantrol Bepartment génerally
has the following responsibilities:

26 METEAMORE—EBHIZUTOEREZRES

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

# o

L E SO LSRR, 2. PEEL. LS
FRUBRYR DS XEFAROUEETS

ii. to evaluate batch records;

[ gy

i. 23Sy FELESIRO AT

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

it 2 CONBHRABRNERSN T b LA BT 5
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iv. to approve specifications, sampling instructions, test
methods and other Quality Control procedures;

iv. IEE, ST RRE ARG EE MDA
EHFIEEDOHEDET S

v. to approve and monitor any contract analysts;

v. ETOERANICOVWTEBRUEZLZ—EITD

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

vi. BLOHM. Bk U RORTEHOERETTS

vii. to ensure that the appropriate validations are done;

vii. WS F S RSN TLNAHIEA R T D

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

vii. BEFID A BIZHL. BEESN DB AR R U5
g.ﬁg}’%ﬁﬁén HEICIELCBIRAEEATWAILE
s

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

o GEEERAOEFIZOLTIL, EeEICEESH LN
TS, '

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 HERF RO LR EERM ORI — BN B,
RO AL CET B R EICEES A HERT B, £
b AEEE A, LTFAEEND

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

| BEEas, KH SR EFRERUTOROTED

= the monitoring and control of the manufacturing
environment;

- HERROE= ST ROER

= plant hygiene;

- EMOBEEE

* process validation;

s JnEARNT—a

= traihing;

« EIl%E

* the approval and moenitering of suppliers of materials;

- BHERERORBRUVEZA) T

* the apptoval and monitoring of suppliers of contract
manufacturers;

N EEEORRRUE=A)T

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

- BEHERUCHROREEHEOEERVE=ALYT

* the retention of records;

 ERORE

* the monotoring of compliance with the requirements of
GMP

- GMPEH:~DEEHEOE=LL T

= the-inspection, investigation, and taking of samples, in
arder
to monitor factors which may affect product quality .

- B R EICEELBIEFE AT H-HOBRE.
AERUYVTIVEEE

TRAINING

AR
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2.8. The manufacturer should provide training for all the
persannel whose duties take them into production areas or
into control lahoratories (including the technical,
maintenance and cleaning personnel), and for other
personnel whose activities could affect the guality of the
product,

28 HEEED BEBICIYASKEIEREEERR
BB ALTF NGNS AT A B G, Rer
EHRVEREREZED). RUTOTHHINER ARG
HETIUMEMOHIMOANBIZHUTIHEEERLT
NIEISEL, ‘

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

2.9. GMP D& &lﬁ%ﬂ%kﬁﬂ‘%ﬁ:ﬂinﬂlﬁumm IR
EBRASEELICHY S Tohi-BE IS LB/l
BAHCE, BERMANELRIEL .. TOEDELEDRRMIC
sHiiendos, BT OTSLANERSh TEY, #E,
HEMFAOEX LR EEERFOEDOL T hh—Ik
YRBEND L, IFERBRIETRELLThSGERE0,

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

2.10. B EELLHEE, HIA L RREXILEE
P, S, BRENITREEEE I SRMIRYIELND

Eﬁﬂ’ﬁ%@“ékﬁr CIE RN E RIEL A h (D
A AW

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

211, FARE TN FEEZ F TN R 8 R U
BHEMBRIRICITHALBENIENEELLY, 8#iFohi
LMBEICIE, BRESR. B ABORESE, RURE

DREFERICODDTOERERELZITHEGRSLLD, FL

| T ez ERICEELAThIEGLLL,

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 REREOWEECI-ZDERRVEEERET S
FEIZDINT, BB+ S =R LA h DA,

PERSONAL HYGINE

AEDOBHEER

'§2.13. Detailed hygiene programmes should be established
and adapted to the different needs within the factory. Thay
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, S BB OV S LARENIL, ST EBROR
A _—RITHHhECGERLEIThIE L0, Thbs

FABEORE. HEEEOERRUVERICET 2F 5%
BHOEIThITESEN, ThoOFIEL . BEIckYsE

NIFBEHRIBICT B ALTATOAEHNIBREL, B

EBFLGHAEASHWD, FEEETOSSLILREEM
HEEL | SNSRI CEHBL AT hid i Bty

2.14. All personnel should receive medical examination:
upoen recruitment. [t must be the manufacturer's
responsibility that there are instructions ensuring that
health conditions that can be of relevance to the quality of
products come to the manufacturer's knowledge. After the
first medical examination, examinations should be carried
out when neceassary for the work and personal health.

214 TATOARIIEARE CEFREES THITAIE
AL, EEEOTEELT, REICEE T A0 iEM
DHARERETH - BSICAEERIZMb R &%
HERIZT DLOUIBRIEZF L CLVEITRITEDALY, 4]

EDEFBREDE, %ﬁmﬂ[ﬁumﬁ_ﬁmﬁmgmﬁﬂ
I, BEZEBELGTIEELGL,

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 engagad in the manufacture of medicinal .
products.

2.15. B EBER I HABHMIBEOEHEREIC
RREEEH T OAENTRRY EEREEICHEEL
BWEBOTEREONRITEELEL,
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2.16. Every person entering the manufacturing areas should
wear protective garments appropriate to the operations to
be carried out.

6 HERH S h ASE LA . EhT AN ECE
R A B LA AL DAL

2.17. Eating, drinking, chewing or smoking, or the storage of
faod, drink, smoking materials or personal medication in the
production and storage areas should be prohibited. In
general, any unhygienic practice within the manufacturing

" lareas or in any other area where the product might be
adversely affected, should be forbidden.

217 8k B H.A, BB, XL, gkl ISR 3 (& {H
AMEZESORE T, RERURERIENICHULTHEE
LA RIED i, — R0, JER NG AL, B
EREBRIESHAEZEER TSRO HShDR
i ThEIE LA h LD,

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 EEFOFEHNBHSNTOLE R, LUVEEDOH T
6523 L TP R -] N3 L PP i dp R AN (M AT A A

2.19. Persannel should be instructed to use the hand—
washing facilities.

219 FERIZIEFRVLREET AT LIS RLGHN

EEA=Y A A

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

350, I EREF D E55 . BAGT LTI BT o8
ﬂ@%ﬁcoL‘—Cﬁﬁ’lI:gs}zéh%$lﬁlc')m'ﬂi/\nnex
ity |

CHAPTER 3 PREMISES AND EQUIFMENT

B35 B R ORI

PRINCIPLE

IRl

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

EMRUEE L, EMShAEEICAShLNESCR
. E ., A, HRh, ETEESARTAERSE
Ly, FhbORE B UEE L, BEOYAIERDIZTS
FSICEESh, RXER, EANTFROERRT, —
B, MEBEAOVAESEEELERMT 550
APEHALRSEEE TS 6 LRI A
AAET AT

PREMISES

=27

General

EE

3.1. Premises should be situated in an environment which,
when considered together with measures to protect the

- Imanufacture, presents minimal risk of causing '
contamination of materials or products.

3.0, B, slhEERETLFERLEZ EES. BM
HEVHBOELLBIERITVAINRINTHIIEE
FEEEICAEL TLEIThIEES AL,

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

12 BERVES BEFEAB RO GBI DRER
LREHVNCEFRIT 555, RUILEEREE S ES
haoE, LR EShE FIRCRDERL, &4

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

33 B GRE. BERUESIIHEVICHY ., £-tht
liE*ﬁE@RliFﬁﬂ%ﬁ’]L%L&Uﬁ%@O)Einn\ prdp e
%mﬁﬁf;{’ﬁﬁraﬂbr%%%é&liém\:&:

7

3.4. Premises should be designed and equipped so as to

34, BMEERRTOBMMOBRAZRKBICFHILTS

afford maximum protection against the entry of insects or |d5(275§ n‘l"é_‘ﬁ’l- FlEHINZIN LSS AL,
othetr animals.
3.5. Steps should be taken in order to prevent the entry of (3.5, ZREESH CTOEWLADIIE AST :‘:"éﬂﬁlﬁ:?‘%i‘ﬂ'%ﬂ

unauthorised people.

EBRTWIThITRSEND, B, RERVREEERR

Production, storage and quality control areas should not be B FCTIRELLDWABNE Eﬁ&L‘C{Eﬂf}Lf{iﬁb:&
lused as a right of way by personnel who do not work in Ly,

them.

Production Area fEXE

3.6. In order to minimise the risk of a serious medical
hazard due to crosscontamination, dedicated and self—
contained facilities must be available for the production of
particular medicinal products, such as highly sensitising
materials (e.g. penicillins) or biological preparations {e.g.
from live micro—organisms). The production of certain
additional products, such as certain antibiotics,
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 acecepted provided that specific
precautions are taken and the necessary validations are
|made. The manufacture of technical poisons, such as
pesticides and herbicides, should not be allowed in
premises used for the manufacture of medicinal products.

36 RHFEICKIBEELEZMESFSO R IZHR/NRIZ
T 50 BEEEOREE (HIZIERZL) 58 2Lty
FREBMZIEEFELCOSHEVEEOLD) D &5
RUTERESOMEICT, ERTEREDHEADKD
FEHEATCEETNIEESEL, HAEOIER . D
EHOFRILEY, HHLEOMREEDE., H2E0 5 EHE
MERVIEEESOISLTERZORE TR~ DR =
LTIARBE0by, PN &L T ST HE ECLh. F |
feb B AT —2avRMfThh TOhAEEIZE, 2hD
DERCOLWTOR—HERIZBIT 25 v _R— 4 5 (1]
BlEMT=RBCEOEDERE) LTSNS, BRARY
BERAOLSLTEFEDOREIEER/OAE ZfEFT
LB CEBShi.,

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

3.7. El@lfis EEDTN ., REPBHBELESFELALIZKEDE
=, WEATIERF CEHESLE-RRIZT, s Thhdd
SITEHESh TVWBIEMNEELL,

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

38. 1’E¥jﬁﬁﬁ&lﬁiﬁlﬂﬁmiﬁﬁﬁli E&é@%nnjh‘
@Llﬁsﬁﬁlinug IE@%M:EM @éb\fiuuﬂfhﬁﬁﬁ
DRI EENMBIZT 5485, ﬁggﬂlﬂﬁﬁﬂ’i‘%%&‘ i
HINZEE LA IEAan iy,

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

3.9. HEEMRU—ROEH, qﬂFaﬁ%znnR[i/\)bbﬁz

mAPREICRESh OB BYAROR®E (B, KR
UFIF) EERT, DUBM R GBRIES 8, £

W FMEERESE T FLERNOMBMLER. &
U EGERITEESITASLO T IEL LA,
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3.10. Pipe work, light fittings, ventilation points and other
services should be designed and sited to avoid the creation
of recesses which are difficult to clean. As far as possible,
for maintenance purposes, they should be accessible from
outside the manufacturing areas.

3.10. BVE, BEARUA TR, SRk UhoY—E 4G
B, BRSO EH O FAE IS 5452 HEH R
URtEY S &, BT HBD %, ‘C%Z’DBE"J%LEEE%
ABEGEFRETA NS0

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.

301, HOKBILE VG Y A AT, FSv I HEniEeLiA
AEETHE ARURIT TR AEY T, BERIGES |
I_:fh%Iiiﬁ%&lﬁiﬁ%ﬁf%ﬁﬁl,%mclﬁl:\ BALTHEL

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

3.12. BLERCH(E, IURS SRR CELEFE DM 7 (25
L#EYIC, S EEIEIC Lo CHEYIA E /B R CRE

RO BEIBREREERULBEED)EHEMAL. DR

]t SN SR W AR AN

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

313 HEFEMOHEL, BE L TOREDAICEE S
h, RGeS i-FEETCThihidisily,

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

314 BREARETSEEBIE L. ToToT . fe.

B RUMT B fedrh SRR e R 2%, %

szﬁfgﬁ&ﬁuiﬁﬁ#g?w«m\ot:a::##ﬁuwrmﬂs.ﬁys\*
¥ s

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

315 EEROAED-HOEDILERXILZERFREE
(M CEALIIRSTRUBRELETAIESE0,

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

316, BERE., HI-BRICLAMGEEEEZEET A8
X+t BR5EThRIThIEALAL,

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

3.17. TREEEE, FhodB8LEIsHl., WAEDIRTE
BIFSLLVEAIZEERERNTEELTERL,

Storage Areas

REXE

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

318, REREBILLITFICRTEB2OERICETRHEBEE
UV GEBREEETESTHEIRSTHRITAITESAL:
HEEEEUEEMNE., FRAES . NILIERBRURE
o HEHESSEG., HETOMENSh-8G. T
SR ESNES. BREXEEIRSh -85

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

310 ZRERBIT RFLEEEHERITT H55RE L
BESATOEITNIEESHLD . Fho 3BT
BL., RSN DREREBERICHRELLTITELE
LY, B REEUNRBRIES T (FAIL, BE BE)
FhoEdtial, BERL, Ena—Uabhidisian,
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3.20. Receiving and dispatch bays should protect materials

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

3.20. R AMRH QL. RMHBRURREXEMIEELR
Hhidhniin, R ANCREEATEMHORES H
EAHNIIRERCERCEAISICRHREUVERBShT
WA hIE S,

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. REERES RS SR TCOREIZIVETT SN
BBEEICE, ChoOREBIXBERECERL, Tho~0O7
PERFEFAISN A RISHRBLEFhIEAS G, 3
bRt LA DL AT LZFIRT EE K. ASE0R Sy
R S LD TEIFNIFESHEL,

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

322 &%, WERMBONBMSNEH LT TREMN
HUFNIEELIL, YT PR R E R T haig
BiEGERER I T NELFHILT 5055 CERHLA
(FHIFIEB L,

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

3.23. REHHE, BIRILRGHEN-FHE IS LS ORE
EOEHOEESN=REZHLEHAEZLEL,

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

324 BEICEETHLIREHMNITE RITR S CIEENRE,
ICRE LT hidAas iy,

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 HIRILf-2 M EEEMOBEEHICEELER
ndh, Chibaskh ﬂ@ké’(ﬁﬁ%ﬁ{%”‘lﬁibﬂiﬁ
bl [ A=k 2 T o TANGE (N NEYA R

Quality Control Areas

mn B EIERE

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

3.26. @E. HEEESARERREREMSHESL T
Hok, ChiIFHCEY . MEMBRUBSHERE RO S
BOEHOARETERTHY . thoDBBERtbE

Fe L TR M RIS,

3.27. Control laboratories should be designed to suit the
operations to be carried out in them. Sufficient space
should be given o avoid mix—ups and crosscontamination.
There should be adequate suitable storage space for
samples and records.

327 EHBEBEL, 2o CiThhaAEEICET AL S5HAT
ENTWAIE, BERR VR ELE BT A= D+ 457
AR—=ANEZ LN TWAZE, TRV RGEO -1
DOEY THIEORERR—ZAESTHRALALY,

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

3.28. BIBOEBERE, ERMUE, BEENRETS
EHIZ hOBRD SR EENHBENRETH S,

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

320 EMERN IBE SR DB AT TN O LS
Y EEBSRBREIC IS NAE SR ECHE,

Ancil[an} Areas

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

3.30. REE LR LD ESh TOEFhIEELALY,

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.

3.31. BREEMR. WSUIZERNR UMM LUEBHLERIZT
HEATE EREHICHUEYLRHEN BT, LI,
BV BREERESEBICEUTWNTIEGRLIL,

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 ot lockers reserved for that use.

332 RFEBROERET, SEREMN CELE TS
NTWAIE, BR RV TENEERETRESNLGEGS
[ZIEIC, FhLILTOERICFERORBEXRIZOYvA—h
TREShGZThIEDEEL,

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

333 B IRaEShE-AVO(BP~OT72EI)RD
?fa&ﬁfﬁ%ﬁ%éﬁt, o RN FICHEEEh TS

EQUIPMENT

B

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

3.34. BLERBILTORBIOEMISET HLOICEET. I
BERURTFEHESIDIE,

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

335 BERUETERFERHRLE R, L AED

fafgtREHANTE,

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

3.36. BLERIBIEAD I FERITERMTEDLIICE
SFEhTOEIThIEGELAL, ThiZFEliTtXEfehi
Elllﬁf! ﬁEL\‘ﬁ’E@L\ AHCERBLERETOHMEESh

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

3.37. %J%&U:ﬁ;ﬂ?nﬁﬁ&Ii/ﬁ%fﬁtﬁbﬁl-\ctjluhﬁé
h EREhETE,

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

3.38, BEEILAIERIBBRIILFEEHFIETARSIZHE
shalé,

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

330, BLESRMEHRIZHL., WAVESERERLTIEE
S, SR AT 5 & ARLE SR O MITE S
DREIEEL ., Thitd - TREMNAELLIEEETCR
Tt AN X TR A o AL

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

340. FUGEHBERVEEOXERVAEREI S ER
CEREE O - HTETRTRIERLEN,

13.41. 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 . HE. BRRVCEES KL EIZAEICEY
R|ESH MR TRERVERSND L, TOIOGH
BOBEYIGERENMRFEND L
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3.42. Fixed pipework should be clearly labelled to indicate
the contents and, where applicable, the direction of flow.

i ARG, NAMEL R 2B A T A
YOG RAN Thhdo L,

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

34 K. A KR BB A RO KD
BB, BRI HT 57 ISk RUBAR
S ST XS R MRS Bk,

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

3.44. RIEDHLHMITALIHS . WERTEEREM | .
éﬁgﬁg@fﬁ\ RIEDIELELRMAD HBHEHBETEIZSE |
ﬂ‘\. o o

GHAPTER 4 DOCUMENTATION

F4% XL

PRINCIPLE

JR Al

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

B ER RN R E R AT LI, BRRE
(2B SN XERFIEOEICLS052 24— gy
NSELDEBERIEL, -/ \wFBEREO B+ 4E-
95, \RE. BELFRUVEEE., FIEE2, RUSERIC
(FEEYUDEL FEXEIRESN TV ISR SA0, 3TE
DEHEHOTSIBREEEIFTHA,

GENERAL

ES e

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.

11 BREICE, BERICR T 3R 5N 50
EAEALEH N ERSEN B A RS ATL
5. TholFREFBOERLL TOREERRT,

Manufacturing Formulae, Processing and Packaging

1Instructions state all the starting materials used and lay

down all processing and packaging operations,

JEELA, MTTERVBEEREXANSGTATOH

%Eﬂé—l%&%‘ﬂﬁb FETATONMIIRRUBETES
EDD.

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

BB}, A EhF . BR. REEE. T T
B EEOR G RO ORI Ol

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

SR BB DR RDR WFORE. BUERH
gno)&aﬁ;:?aaﬁﬁmm{mé—coﬂaﬁwﬁt&{w

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

42 XEILFELTER. 65k, BRARUBRAETHTT
NIEESTEW, ThoiFEER VIR AR EDRELS
IS L TWEITIIEELELY, '

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

43 E@EYCER, AFERO RIS Hshi=FIC
FUKR. BERBRUHMNEHEINEIL,
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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 raproduction. process.

44, XEFBRELTEASTHLEAMML, £EBRUVHEHLN
AFEICEESIh TOETR G T, BRELELAT

RE, BELS LS ThITLIEAEL G, SRlEh 3 E

ZBBRCHRAOT L BEAMSEHORIREMEEY S
BRi%. HHRBREAEL T ELRYDBELHIELF SN

YA

45, 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.

Y€ Ed M O s AL (E AR
RIS T BB A AR A sh
BoLENIE T Y AT AEEALEH IS,

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

46. LEGFEECHH>TELALALY; LOILEICT 2

#EATDIHENSBIESIZIL, ThoORALHET,
BAPT HARWERICKGFEETERTHLENT
zé;é%oé):d:ﬁﬁﬁ:—ﬂo)ﬁa)\@t&)l:&'ﬁﬁ:‘féﬁ;«'.’{—x%
BFBCL,

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

47. XEFOTAICHLITHOREWAEEEELEAL.
A{#itsd 3C & TRILTOFRIFDHDLIIFTIT
LOEEBASIC . FEOEBEEELL TGS
LY,

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

48 BRI ETARERIh-BRICEWLWTEREE
SOELEICEAT AT R TOEEFE B ATEETCHL &
SITER BN IFERS TR ERLELD, ThbdEik
%E’nw?ﬁ SRR D DL N ERFCREFELEFAIELS
A 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 deletions; access
should be restricted by passwords or other means and the,
result of entry of critical data should be independently
checked. Batch records electronically stored should be
protectad by back—up transfer on magnetic tape, microfilm,
paper ot other means. It is particularly important that the
data are readily available throughout the period of
ratention.

49, T—RIL. BEFHT 4B AT LA, BEEXXHD
(EHETEAFRICLYRBTELIN. HRHENEVATAIC
M9 A FIREREL XRRHEOEHESEREELTH
hidaoily, XERRIFNETHT—20E A EIZ LY
Uik dBEICE. BEShEHOA NI E1—3R
DT—AD AR XITEENARETH DL LAIThiL
59, EERUVHIBRORFERIMTnEEoiwnN, 7ot
AlFNRT—ERITOFERICEYGHIR s, F-EE
FT—AMANERIIIRERT S L, BETHICRET S
INyFLa—Kik, BET—7 . /490700 4 HERIE
HMOFEBADI VI TITEERICI>TRET S8, T—
AHMETFHE O ZERICHT-UEOMIFBTELIEN
BICEETHD,

DOCUMENTS REQUIRED | BEXE
Specifications HBE

410 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, SR B RO EEME, WM R 5
UI-RBRE S A A RS h - EN B H & WY
BEIZIETMER IS VLSRRI OLTEERLNH
Al
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Specifications Tor starting and packaging materials

[HERMBECAIMCOLTORIEE

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

A1 BLETEAESE. BRERERV—AINRER
AEHBEOEBRELUTERD L

la) a description of the materials, including:

a) HTESORMOEE®R

- the designated name and the internal cade reference;

RSN EEH AU RSHEI—F

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

- RAMADSES, ERAT/VI7IZHMTEBE

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

| AESNEHRRE RU L ATREGS SIS SRR 08

)
1& 70

* a specimen of printed materials;

- FRIEShEEETHORS

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

b) YLTYL T RUABDIERRIZFIEENDSRE

c) qualitative and quantitative requirements with
acceptance
limits;

o) BRREEEHIERKEUTERBERF

d) storage conditions and precautions;

d REEHRUIEEHR

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

e) BHURAIOEARE LM

Specifications for intermediate and bulk products

PREEFHECALIEARICONTORKE

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

412, PEEE RGN OBEANBA R TREESNLEE
. XEH SN SBLON T —A R 5 O SR
[ZALWSHAESIZE, ShblzonTORBENS R |
[EADALY, MEIRH L, WA S T REE 2L
REHFHICOVTOROERBRTRITAIRALALY,

Specifications for finished products

ERERDIREE

4.13. Specifications for finished products should include:

413, BEREKOBKITLUTESD L

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

2 BROERAHLURE T 2B ETEEA—F

b) the formula or a reference to;

by WE S EEEE

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

o) EEGFBREUOEDFM- U THORE
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d) directions for sampling and testing or a reference to
procedures;

d) YT RUSHBOIERXIEFIEEZOSKE

a) the qualitative and guantitative requirements, with the
acceptance limits;

e) GRREEEFIEENROERNEN:

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

H BEEEERUHST B IR FOTESE

g} the shelf-life.

D BT

MANUFAGTURING FORMULA AND PROGESSING HhENA RV IRERRE
INSTRUCTIONS
Formally authorised Manufacturing Formula and Processing [IEZUICERSF Sz EEM AR UV IEERENAEHRED

Instructions shotild exist for each product and batch size
to be manufactured. They are often combined in one
document, '

BB OF A XD EISFELETMIZELEN. %
NBIELIELIET DOXEICFT LD TS,

4.14. The Manufacturing Formula should include:

414, SEEMAHEHLTEELC

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

a) TOHIKIZ Fﬁ]l_ﬁ'% e SHEI— FE"#O'L%:W‘E

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

b) EELHE. ESAERTNAyFHALX

) 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;

o) HEADOFEHE, YEFEBICFENTRESRESHE
O—FZFAVTRESh-, FRshAZSHERBODA
b T IEOBECGHELTILNEHMEIC SO TEE
LA RIEES AL

d) a statement of the expected final vield with the
acceptable [imits, and of relevant intermediate yields,
where applicable.

n?-é’ﬂﬂfw%{#OThﬁﬂﬁéﬂéﬁf&ﬂﬂ:{‘: BRUHNTS
i%'b'f [ BE T S R S OURED Tk

4.15. The Processing Instructions should include:’

415 IMTTHEBEHECIZLUTA2ELIE

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

a) MITEEEERLRVCERTSIIEEREDRR

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

b) EEEE %Z’Eﬁ*“d’ét_&)l Hﬂt\%jifiﬂlié'l?&?iﬁ
OHWEBIZIE, EF H1AULTRIE. BED)

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

o) ERREZIBof-FHlG TR (PIA I, R RERR . ATk
., AR AR RED.

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

d LAVEZITREBECOVLTE, BEAEE R

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

e) MENESC. HEOIILIEEOEH 885, kT
RUBLSTHBESIZIEENGREREEESDS
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)} any special precautions to be chserved. .

) BT _EREEREE

PACKAGING INSTRUCTIONS

EES RS

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

4.16. HEG, KT A XRVI(TCEOERIRRISh

NEEEERELN DD L, ChOER KU TE, XKLL

These should normally include, or have a reference to, the | FICDLNTOEBEEESH &
following: '
a) name of the product; a) AlE4A

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

%{z EZELFE. RUOZRTI3HE ARz W THR

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

) BRERFOERIOUCH, BEXHEE RSN |
FAEEH AR |

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

d) SEEMPORKICEET I FXISHEES R
U, BE, VAXRUVBATEED  BEMN S FH XU
HEEENLEBEH :Hd):rcéfa.') Ah

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

B AIS I, AREA BT 2 SERH0 T
7’)»31{:&#5%% &Uﬁznn MINFH i \%F&U‘ﬁﬁﬁﬁﬁ
BoOHREMERTRA

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

H EBRNOSAS TS AL RRLT oD
BEMRUSBORBAGALSD. 85T <24
TEE '

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

g) LWANGAEELMNMEZEED, Gk 1?%&@@%3“
LHEBEICONTORSE

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

N Yo T ER RO AR REEE S T8

EIDFF

BATCH PROCESSING RECORDS

RS e CYIECERT

4.17. A Batch Processing Record should be kept for each
batch processed. It should be based on the relevant parts
of the currently approved Manufacturing Formula and
Processing Instructions. The method of preparation of
such'records should he designed to avoid transcription’
errors. The record should carry the number of the batch
being manufactured.

417, Ny FEERRIFEESN &N\ YFIZIDOVNTEE
ST hELEEL, ThidBRERBEIh T A ELEM
ﬁxatﬁ:liiﬂalﬁfbEﬁLd‘é“Bﬁ:‘l-_EOL\tL\é_&: %
D &SRR EER T DT EITIRRIRAE R F A K515
Hahaod, UEHERFIC I:i:éizn_éht/\ﬂ"j“,/;\—-—-ﬁ\
SEHEEhTLNATZ L,

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.

LIVESTIRIZDLNT S, BT SR, B RUIEEIE
Bricik, FPEShETRECHDELLGVLLGIOR T, x=
XGRS RES S, FEBERCHHICHEL %
BTHAHCEIZ DOV TOERNRIRESNATE,
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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 responsihle for the processing
operations: - '

T, R EER BT DA GO T O RHAE
B, 215 T - R TS = BHED
i LT

a) the name of the product;

a) Bah

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

b EEDRE. EET B RURES T OO

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

o) AEDEBBII DLV TOETES

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

d) BULEEYEATYIDEEFERY., BURESIC

|FESheo&EEBIAL, FE) OEBEDI—I v

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

e} IV FFun—RU /I EEEESLLTIZER
[ZFEREh=HHEEE (OMERYHAA—IEEMmIE
hi-FHZERALEZIGES Ch, %@!\“J?ﬂ‘./)\-—-);ﬁj}u
BEEEZHIHE

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

;51_#’%)%'(0)1]&11&1’E$2{i$% AERLEED

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

g I3 aﬂ@ﬁﬂﬁ&tﬁ%h&a)%ﬁ%‘aw:i/m,JSt
UELhEE

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

h) %L_G)%ﬁéif'ﬁﬁn_?"éﬁﬁﬂ’&‘fd) S AT ES

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

 HERR AT HERRE MO ERCEL . B4k
Uﬂﬁcﬁﬁéﬂt‘ AR T A R A B A

BATCH PACKAGING REGORDS

INyFEERR

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 recoerds should be designed
to avoid transcription arrors. The record should carry the
batch number and the quantity of bulk product to be
packed, as well as the batch number and the planned
quantity of finished product that will be obtained.

418, \wFEERBITIESN R/ SyFRIENYFD
— R DOVWTEELLE TN IEESAED, FhidBEERE
DOREE S ICHBINTEY, F-TO ISR RREERT
DA RITERRBIRERT HLDICERET T AL, ARl
Id:@ééhé/\)bbﬁzmd)z\V%ﬂvn%&lﬁ%{% A
I BONAREHGDINVF Ty \—&'(.K%Eﬁgfl‘
fSESh LT hIEESEL,

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

TWEVEELBAY SRS, EERTERIGRTICIL T ES

NI EEEEEIC, TRERUBTOM G, XEXEEHEA

Fﬁf—sh‘ta‘ab?}' FEBRESRTHERIC ET%._&%_“—EE
EE{ DS A e
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The following information should be entered at the time
each action is taken and, after completion, the record
should be dated and signed in agreement by the person(s)
responsible for the packaging operations:

LT OB, Bans. B T BICaied Bo k. 5
AHE8EL. ERENELTEoL,

a) the name of the product:

a) HhnB

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

by BEAERDHE

o) the name of the responsible person carrying out the
packaging operation; '

o) BEEZITODLTOEEESR

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

d) BULBEXTYITOEEED A= %)L

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

o) THEMERZEYD, AXENELOR—ERTES
1=t 9 HHERD D REER

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

) AVEEBRVARESAO~DEREESH . Ehsh
A LD

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

5 SHEEAERIC, NuFa—F, FREREUOIE

éiﬁéﬂﬂwﬁlwi_ﬂo)ﬁﬂi%ﬁbs ERShi=RFHHOS
7

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

i SRS RUIERERENMOBRGRCOLTO. B4

ICEYRBEN AR E S, %‘#EIJEF%E:!ZL\[&%
BUERICEY HFRE;

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

) WUGIREESEIRET 00 b BEh, GES
N, BENIEECRSh -, T_ATORTHE BTN
IWOBRORERUVSBESIIHINES ., TUI-BS
ni-Ea0ONE

PROCEDURES AND RECCRDS

FEiEERCRR

Receipt

SiFAR

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, FHFEFEHLTLVIC—RBENHRUVERHEO
m&;&mQHAhLour'Iiméh#$m%&0£
BAEFELGFhIEE D,

4.20. The records of the receipts should include:

420, T ANDERILLUTEEL L

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

a) MGmERURERS T ORM4

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

b) RHO“ A" RE/ XEDI—F(abBU5ES)

c) date of receipt;

¢y 2 AH
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d) supplier's name and, if possible, manufacturer’s name; -

) EREERRT. TR ChNIIEERL

e} manufacturer's batch or reference number;

e) BEEHON\VFRITSHEF o —

T) total quantity, and number of containers received;

AN A NN ER VAR

g) the batch number assigned after receipt;

g FZIFANBRIZENY BTN\ TFFn—

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

hy BEETDALMELIANBIZIE, BERORE)

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

P21, BREE. AEHHRCENL B S T RMOEEICHN|

TRREMATVULET. REERVREOELShEF
IEEAHE L.

Sampling

HLTYuy

4.22. There should be written procedures for sampling,
which include the person(s) authorised to take samples,
the methods and equipment to be used, the amounts to be
taken and any precautions to be observed to aveid
contamination of the material or any deterioration in its
quality {see Chapter 8, Item 13).

422 FREISNIZU LT IAERE . WS ERUEE. iR
MEBRUOERERBOEEFIEITZOMEIZEHTHLNES
SILEHIE T B ICHETF T REVLI LD B EIA (56
EOBRESE) LSO, T TITONTOXELRS
hi-FIEENRHDBE ’

Testing

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

423 FRTAAERUVEBEEZEEL-. BAo58LE R
CEMECHRERR T ILELINEFIEENRHSLS
& ERLARBRIERET S (FBEDITESHE)

Other

Z Dtk

4,24 Written release and rejection procedures should be
available for materials and products, and in particular for
the release for sale of the finished product by the
authorised person{s) designated for the purpose.

128 REEUR O S B RU T RE. BEZOEN|
DFtIBEE N A —ISA R BB,
ORFEDOT-HDHEHEIZONT., FIEELHDB L.

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

425 HELEBE NyFORIEZRETLI-HELZOE
NyFORERBREEELLITAERS N (EIES
’|),

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

126 DR O RE LN ETRE RO >ERE
AT SR AN HLAEI L U
h &

- validation

-\ )T —ay

- equipment assembly and calibration;

-EEOHA T TELUKIE

- maintenance, cleaning and sanitization;

-RPEIE, RRBLVHE

- personnel matters including training, clothing, hygiene;

A, Bk fAERESDASICEYSEHE
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+ environmental monitoring;

BT A LS

- pest controf; =i e - B
- complaints; i
: recalls; B
- returns 3R &

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

12]. TELEERCRRERI LT O REERET
BENBBL.

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

428 FENGEEHEEICOVC ERE. NF—og

U KIE, BSrERE, RS INERFEZIZ LT, B

&;ﬁ:i’l,B1’E%%ﬁﬁ%€'#§ﬁ"@%é?ﬂﬁ?ﬁ%ﬁ%L?ZE('}L*L
a0y,

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

429, OTJyZICEERIIC, TEXTEEEE . AU
%%;%tfﬁgiﬁéhfzﬁiﬁwﬁml:’aL\'CEE%%L&HW;E?‘;
=V AW ‘

GCHAPTER 5 PRODUCTION

FoE K

PRINCIPLE

EET

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.

B R LRI CRESh - FIEEEE T L TIThAT
NIFELHLY, ThSII B ELRELE TR ERES
SEICGMP OFEMITEEL ., FBEETHEEH TR
IREEARRICEBLCORIThIERELL,

General

[ES =T

5.1, Production should be performed and supenised by
competent people.

5 AT REE B ShE e B o E,

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

5.2. RANRUIEE, )T BE. SALER. I
VL, INTAE, AERUPEEDLSIELTORBED
HHOIMYFNME, XELShE-FIEER ILIEEEIC
O TiThh, BEGIGSICEREShDLC L,

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. 2 THOARBRICOWT, ESHI- A =
BYTHBHEFRILS BI-ORBLRITNIEEDEN, &
ﬁ%(lkiﬂs%fcii%ﬁ!:!i%ﬁu FHEOT—SEETRTS

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

54, BRE~OEBRURRORECEEEE L T4
B DB OIS MORELEESN, iS5
BHEMIMIomESheTE,
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5.5. Incoming materials and finished products should be
physically or administratively quarantined immediately after
receipt or processing, until they have been released for
use or distribution.

5.5 ATEHEUEREREIZSANIIEEDERIC,
FhoBHETHOHWLTHE RSN OGECRYEN
(=, RITEE EfEg L Th{ L.

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

156, AR LB EL TR AL S, BX

N ORBEICHSEHELTIRYEbiTh sy,

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.

5.7. ¥ RTOEHERUVSE ST ERICIYETIEh-E
PLEHETT, 1\ TF O BRUERORIERENAFEELD
JOITBRIRET LI,

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

58. IRFBICHT LR, RUHBEOINTESTHERE
%%?é%g#m\_c‘:éﬁﬂ?éff&m%l_ GUERT

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

59, BALHE I DOWWTOEEL, :‘Erﬂmﬁfﬂiﬁ%m
YZHOPERTHIIEZSERINT, F—OBETRBIZX
L CEREL TIEESiL,

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

5.10. BLEDREEICS T, BE R VR HESMED
BRUMD BRI LEESND L,

5.11. When warking 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.

T BBLCL S RERUEEE L CET 58 .
Y SeE B O EE I IE T BB M E A b AT,
;}gu:##f_.—“ﬂizliW’ﬁTi@!l%E@Hﬂ%&m%—cti

5.12, At all times during processing, all materials, bulk
containers, major items of equipment and where
appropriate rooms used should be [abelled 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 BLEDETHOBERBIZBLT. £T0O, B, /LY
AE. ALSohA2FELEERUCEVIGIZEEEIC. M|
=L TRRERIFEY. TONE(EETAEE) RY
RYFFoN—ERTRRETIN, HANIRDOEET
HEShAIE, BRUTIEAICE,. COXRTEHEDE
[ Pt TR e 5T - b

5.13. Labe!ls 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, ..).

5.13. =28, EEXEEMICERShLSAILIE, B
T, BECEFETEENSELLEELTHAZL. AN LED
EaICINZ, REZTRIEFE B, BEDh. 4%, 74
B, &g, - EFATAZEGLEILIEERTHS,

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
corract manner. :

5.14. BEZF1DOREMNSIMATEET S-HICHAVSE
ERUVhDEBIEL, ELL\ﬁ,ﬁ-d%fménrm%htfé
FEId5-bEET LT,

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

515. IERIENIFFIEELNLOLIEHRMES T AEGIRY
BHTHC L, EARERIESE, MG EICEREE
}f"‘ﬂF%‘#ﬂuL ERZETHEN, BHEICTERETHD

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

516 BEETOBRMA~DOT AL, A chizE D

(CHIEL A RIERD 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.

5.17. . BRmilEAORRNCBOT. F B,
%ﬁmm%ﬁ%mmrﬁgﬁﬁéﬁﬁﬁﬁ:t@ﬁﬁé:

PREVENTION OF CROSS ~CONTAMINATION 1N
PRODUCTION

HEI=BT 5% LA DRI

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

518, {hOEH TR RICLOHERBRIIET OFE
FEEEShZ LG, COESMEIEFLOYR
g1, %zuiﬂa)ﬁﬂmiizunﬁ\bw%E!Jﬁﬂén“cmm@

B, HRES ATL—RIIMEMORH . &5 FOB
BY. RUEEBOBERILET S, COYRIOERKE
X, FEMBERFEESNSE R OEIEIZ YRS S, h
TERVEETEDENSBERODE., £ 854
THEMERR, hOSEBEORILEY ., HilE. RUROS
FEOMBETHS, FENREERTHAEEZ LN SHE
miLESH, SRELLLEHRIRSShAE R TH S,

5.19. Cross—contamination should be avoided by
appropriate technical or organlsatlonal Mmeasures, For
example:

518, X XRFRFIHZZLLTOLSEBEUI T HH (T
%ﬂ%&im%ﬁ"iuﬁuﬁméﬁtéhk

a) production in segregated areas (reguired for products
such as penicillins, live vaceines, live bacterial preparations
and some other biclogicals), or by campaign (separation in
time) followed by approptiate cleaning;

a) Eﬁé‘hh[ﬁﬁf@%‘:ﬁ(&‘*‘/')/ﬁ EI0F,
SHBH RV HHEO MO EWRIHN D JSE SR 2R
Hohd), RITFvoR—d ik (BRI T 298 &%
NITEIEENTIThN D@ U8k %

b) providing appropriate air—locks and air extraction;

b) BEILETTAvs RUBS ORE

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

c) RMBRTF+HICBIhF-EROFEEXITRE
AZEKYBIERIENDER RODE N

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

d) BEXHEFEOFAEY A0EHSWEFMIRESh S
REATORERDER

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

B) ;ﬁxj]fﬁb\aizb a)‘j'ﬁ:%b‘)ﬁllﬁgéa) ‘HEEJJT&/?%J?
THHDT., FiELS IOk R OB 5 -FIF 0 5

1) using “closed systems” of production;

f “FEHIATL” #RVEELE

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

g)ﬁ%ammﬁﬁﬁvgﬁmmﬁﬁﬁ%ﬁﬁmﬁ%

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

5.0, R BREFIET 5 F BRI T DB RS
HENT-FHEIZHENERIRICRER T A2 -
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VALIDATION

NRYF—3

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

521, NJFE S [ACMPERIL T 2EDTHY . Br
hif%lllﬁil SHNERT Al R R UERIEER TS

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

5.22. FAOELEMS IFHE S ZEFHAT LB, €
hABEEORETECET S EEERT DK
EROCE HEShERERTEBEEHVSED LR
lﬁé%féﬂ%nnﬁ@% REEREMICELETH LIRS

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, EEBNERHCHTINAGIERLS w,ﬁgfﬁ‘qp%
BREU/NEIEOBEMEICEELRIFTTaERDS
S TRAOEAGEERICOVWTIAYT—2a 4R
LA idia iy,

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

524, LREERUFIEEEZhLAHEOEREERT S8
AEMRL TS EEREET S0, BN T 7
W (REAHOTBEITEND R CEHEI) FH/
TAarvERFHIL,

STARTING MATERIALS

tH FE TR A

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

5.25. HEERHOBAL, SHEHICELEEORVUE
HHHERTHAYINEES T AEEELERTHD.

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

5.26. HEFEEHIEET SREEICHEASNHTILSRFES
ni-HBENSOH TEARTHhIIEEEM M EE
[CEAShDCE, SlEHICEYREISh - R IFERI-H
T HEREHBBLEBRT DRSNS, YL,
SAIERRVAEEY, LoURICHEBERUVTEERHE
FEEESH. UEHEREHOLEERUVEEROTTHOH
Eggb\'c %L%RU{##A%L&#L”H%T%‘_&:@%E
—t [+]

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

527 RELEICHL ., BREZFQRUHHOFEEHEZOL
'gnggf‘_iﬁnn%.&u‘[ HABEDOSAIILED—FIZDINVTHER

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, SLIEDEERENRL S \vF CERAN TS
BEIE, B \wF YT BB RUSHEMEIC
st AlEE RAShal8,

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

520, REREI-HIHBEREHIBRYI SR LRTSND
é§%5ﬁtwi3lﬁfé%ﬂﬁ)o SIS EE LT OEHR
=3 I
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« the designated name of the product and the internal
code
reference where applicable;

- ﬁ%la:i‘qa)?‘éﬁéht%%&U%‘i‘%ﬁﬂ'éi%‘%fﬂimo)%ﬁﬁ
- < . ) .

* a batch number given at receipt;

- 2 ARG EWT S F S -

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

-q:li@f)]ﬁi%%l:li ABETOREGIZ T, IReh. 8B
&6, FaH)

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

< EYITEIE RIS, iﬁ"xﬂﬁﬂﬂﬁﬂli%h’&itz_é«’:UTZF
AHELGHALR

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

BENREICOVE 1 BIEEShTO RS, FideT
a)i*ﬁﬁyb\t\mbfL.%v«»J:LETénnM'C%EL\o

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, ltem 13).

530, HREEROEREONEHON—BEEd 58
G E IR LR ER BB L, Yo LSRR Sy s
WO BRBIIEESNAZE(EE (31TEEE),

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. mEEHAMICKYHET LRI TEY, M 0F
HHFNOHERBROANERASh I L,

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. HFEFEME, ELWVEHAFZCEYIZISALER
Sh-BRICERICEEXIHEIN A LR T 2]
ﬁj&éﬁ%&n}g#%wm_iuI%ibénfﬁnﬁrhm\m\

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

1533 BOBSh A REL. TOEENAEREEHT

WL THRES ., ST MBI RHShDIL,

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

53, B T OB S BRI EEs
B E TN AL SIS L ER S A b,

PROCESSING OPERATIONS-INTERMEDIATE AND BULK
PRODUCTS

TR hmsm RO/ LosE s,

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 rasidues or documents not required for
the current operation.

5.35. L\INVGATIERELEBTLHIC. FERBRUE
%l;t,ﬁ,%r FEEEQFEICHEDLL, HREY . S
& gitnnU)ﬁ%*ﬁllixg%fdb\mﬁj&{%nﬁT%XT wf
PEehdE,

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

%32 TF&%un&U!\Jbbﬁéznu{i W EE T ORES

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

537, BRIRICOWNCNIT—LavEERLaThIE
HBHN (RED ) T—2aV "8 18),

T
1
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5.38. Any necessary in-process controls and environmental
controls should be carried out and recorded.

538, HELZWMIHIREERUVREEHLERSNE

iy o (I P

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

5.39. HFINRMALDVAEEERDERS. Fiksh®E
=REIND L,

PACKAGING MATERIALS

24

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

540, —RAEHERGERMBORA, MYRES
I (L. BRI BB 0 ERHEISAEG OEEA
Hihhdle,

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

541. FaRMEIZHLERMOEENA DA E, Thib
[FEFA TOTFT 7 EAZHRT 2E54, #UICRETH
éﬁ%?tf%ﬁéh%_aﬁ HVRSAIL B UM O EEEL P
FLFERMHIL, ERERETLH-HESGEhTHLLA
FRBPITRERVBEINSGCE. BEMHOBWHL
% EREShizABDOM LY, RBEIhTF-XELLSh
F=FEIEEIZFENITHhh Bl L,

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

542, FRMAP L~ ROEMTE, BED & (T \wF
fé:l:\ BHENASEBESRIIHBNDELFEEINET

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

543, =BTz, T EEE - -— RABEREX LR
i REh . S-COMSEREIh AL,

PACKAGING OPERATIONS

HEEE

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

544, AEEEICHTHITIOVILERTETSEEIL, X
REZ GEEXIEEFROYDIRIERINT DI2HD

NEROEEShbhECL, MEIFREAILRY, B

substitutions. Different products should not be packaged in|# 58 FZEEEL TRELG NI,
close proximity unless there is physical segregation.
5.45. Before packaging operations are begun, steps should [5.45. SAE/EEEIRD LRI, IERRE, S HRF

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.

BEUHMOEBELFZTHY, F-LEIFRShI-LE
A8, EEEIEL, chbEL, BIEOEEICH
BrEhGMESIRBHELTWANIEREET A ATYS
pa ) : RS I Pl ‘74/0'JTﬁ‘JZIiﬁ@]&?—IUQ'JZH._
HNERFTShBIE,

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

5.46. WU N TOAHROZH R NyFFi—h
BESEEEIBFT IS VICBRINGI &,

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

547. AT ST X TOERRUEEH BT EEARM
[CELESHhF, #E2. A— RV EEERELO—BIC
OL\TﬁEu.&éh% &
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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, RCAMARER CATI- B A ThHB L. SR |
FRUEBHTFOISHLNLESmELE L,
BETLHEERIDALIL,

5.49. Normally, filling and sealing should be followed as
quickly as possible by labelling. If it is not the case,

appropriate procedures should be applied to ensure that no
mix—ups or mislabelling can occur.

WEFEABEAShEE,

549, BE., RTARUHBIZSIZBOTCSIRILERAT
ZREITERPMATON S L BLESTHLBRIE, B
BIXIFERST-IAN N FTRAE Y GO L R4 31

15.50. 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, BEICXIFREO—R TIThhAL\ MR SHR
FGIZIL a—FF 13— B3R LB ERERA
Boh, FERRIhDI L, FERICESHRICIEEE
HBhh—EDORRTERERAShGCL,

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

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

551. AVbZRLERWNAIEE R (OVNEE . BZEIRE
FD) Y IAAH T IT4 o CITONBBE LT E
Nbhhd e, O—ILERESALILERE O EE4ERh T .
HubSA Y BEIFELL,

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

552 L\IMEHBEFHIO—F)—4 — S ILADA—Y
BIRET 2 A REIELAFBIL TLVB S EERAF T 5780,
HEENIThbhAIE,

%

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

553, BEMBLEOMBIXITZRYSh-1EFRIIAET
BEXILHARCHUEBNETHE L,

5.54. On-line control of the product during packaging
should include at }east checking

5.54. BIERPIZHITLERMDIL S/ BRI, DH{ED
UTEHRT AL

the following:
a) general appearance of the packages; a) DED LRI H 8]
b) whether the packages are complete; b) AEEMNZELTHIM

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

o) ELLEGRUAM B ERESh TS,

d) whether any over—printing is correct;

d) LHVESRIYAAHIRIEIELL YA

e) correct functioning of line monitors.

&) SA = BRI

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

BESA UL ELNI- YU T IVERSENI L,
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5.55. Products which have been involved in an unusual
event should only be reintreduced into the process after
special inspection, investigation and approval by authorised
personnel. Detailed record should be kept of this operation.

555 FEHAERICEELERAE, BRLRE, HE
d’::é:lﬁnﬁniEéerT_AEfuJ:éiﬁﬁb‘??bhfjﬁ“*a)&'fl
RICEY LM TED COMERITDVDTRRAIGEL RS MR
BEEIhDH L,

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

5.56. INEBERIZEHLNT-, f\}bb%ﬂﬂ.&dij—ﬁ*‘[‘
OFELLUIZEESN =y O WS E R
RIFIEFEFMTELEVDLEEHE S, Hjﬁ_f;rﬂﬁﬂuls_
[LE - RESANShDIE,

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

5.57. AEEEMNSE TRE, A AvFa—FHRERIEHE S
nigMofLhESEMLIESh ., BIEOREL1T5Z
& A—FHIRIENL TWEVNERRHHEEEICRY 5SS
L. ZEEShi=FIEIHES &

FINISHED PRODUCTS

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

558 BEMSEFILORBMHAAIAHIEETHIEE
ENRELE-RETICTREERESNWDIE,

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

5.50, ﬁ%ﬂ&‘nwEﬁﬁ@f:b@tﬂﬁﬁ%‘ﬂﬂ}id)ﬁm:\;IZ\
BHLEhABRESEUXERERICOVWTOFMIEECE
(REEEICRREh TS,

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

5.60. HATeT O EHRIL, HEHE RIX AR ERED
EELLTEEEENET LS T REShIIE,

REJECTED,RECOVERED AND RETURNED MATERIALS

B, BB AShIRR

5.61. Rejected materials and products should be clearly
marked as such and storsd 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. FEROEBEMRVHAIL, FOLIICHBELARERN
Thh., HREh-REICHEICREShDIE, Thbd
FHFICREN D, RISEVAESICIFEM I
WS AP ONWThhITHdE. MohdFELT
imafm\ BEFSh-ABICEYRBEShF-FHEShED

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. AEBREOBMTIXFANICOAITSIE, Thi
ERES0REICEELFRIFET, BBICEHEL., TN
FETDYAFETMU %I, HESh, RKESh-FIRIC
HENERShIBEICOAFEIND, HIIT ORI
RETLHIE,
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5.683. The recovery of all or pért 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. HWELRBISESLTWALAIO N Y FOEBIIL
— %, B8R0 \F OFE OSSR TR AD
CEC R DHEREEIZH LA LHEBENDIZCE, COREIIR
ERIE. FHERICHT NN R EOT LR D
TEETHYATFEHEL-&IZ, BEShEFIFGIZHEL
EEShD &, BURIEEESERT AL,

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 Gontrol Department.

5684. BMTshi-BR MR XERIENE ST HERE
;:‘fhg)fiﬁl’j]ﬂa“ﬂﬁﬁff) HEEE REEETMMIEEEL AL
ANCYANPAM

5.65. Products returned from the market and which have
left the control of the manufacturer should be destroyed
unless without doubt their quality is satisfactory: they may
be considered for re—sale, re—labelling or recovery with a
subsequent batch only after they have been critically
assessed hy the Quality Control Department in accordance
with a written procedure. The nature of the product, any

© |special storage conditions it requires, its condition and
history, and the time elapsed since it was issued should all
be taken into account in this assessment, Where any doubt
arises over the guality 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 appropriataly
recorded.

5.65. AL EEEOEHEAHMATLIES-TEMILIREEN
EGE,. ThEDREAF R CESEICREBORmAS
HWNVGELSNEIRIET Lo, ThbidxE Lshi-FiIE
[CHEWNGREEEBMABRLGEHBL=EIZ0H., Fh50
B, BSANILRRRIILIED N FAD Y —{E%
ZEELTBL., COFHMIZIE, YEBADMEE HEL
TORBGLUREEEN:. TORERURBE. H5UI-Thi
HEASh TUROEBREOT A TEERIC AL,
fEOREICHLERMNELDIES X, SHESERIR
THEAMNEEHEMTIITETHAIN,. BHEX
(FHBRFERICETLHETEZ LTS, b=y BH
ELEDICERET L,

CHAPTER 6 QUALITY CONTROL F6E RHEEHR
PRINCIPLE D]

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

MEEEIL, S TULT | BRRUHE, GO RICRE
TEHETIRABMARESHh, FHRXESESOSEAER
TELHEHHEShAETCIERHNER OB B ESETIH
T, TEERNRE XSSO O HE S Shizn s
LAREEY D, i, XEL R UHEA A RIBIZ DL THY
5. HEEEEEREFRZCBRESh T 220 REIC
BEHIHEEMOHLITRTOREICEELAThIEES A
L MEEENEEMNMBTI LTSI LS E S RO
BEREZEHICHATHLIEEZLND,

Production is considered fundamental to the satisfactory [{(E1ZE+ZSUE),
operation of Quality Contral (see also Chapter 1).
GENERAL EREIE

6.1, Each holder of a manufacturing autheorisation should
have a Quality Gontrol 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
laboratoties at his disposal. Adequate resources must he
available to ensure that all the Quality Gontrol
arrangements are effectively and reliably carried out,

61, BEFAORAEC LGB EERMEaT oL,
4 S SR FA A D ERF AN SSTL T Y, B ISR TE S
DL EOBERBEEEL TSR A AR RS
h. BREETLEOERO FISHha- L, E7E R
& T RTOREEHOT S R RN R AT
Sh AT AR A= T DALY,
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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.

6.2. MEEHHMOROTELEHITE2EICELDS
hTlhd, REEERMESELLTC. I TOREER
FE)EEFEZL ., /) TF—aaERL, FIREETLLG |
hiffsizln, X, BHEUREOEER Y TIVERE
F528, RAERVEAEROBERFAEITHL,
BRORENERFRINTLIL. RRAEICEEST HE
BORABICEETHIELE ., FOMOERFLETH.
hooTXTOHEEL, XELEShEFRIEIZfEVERL.,
WMEESSEERU LT hIEES L,

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

6.3, TR OO, BESEH, TEEEABORK
B ALNE(EREAEH)OXETRELE x—, mERE SRR
~DOWERUVEROERBELROBREEFSED., 7TO
BETHERFAVETT S &

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

6.4, SMEASHES LEWESICEY LIV T RO
BO-HELEREICZ AT TCHDI L,

GOOD QUALITY GONTROL LABORATORY.PRACTICE

EIEERE -

6.5. Contrcl Laboratory premises and equipment shouid
meet the general and specific requirements for Quality
Control areas given in Ghapter 3.

EHRREOBGRRE L. B HEShERE
@ﬁﬂci@tmm ﬁzmmﬁw@%ﬁ%mm
[EARBTE0N,

6.6. The personnel, premises, and eqguipment in the
laboratories should be appropriate to the tagks 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. ABREOAR, BY. RUEEE, ETEOEH
BRUREIC XY B RBEETIAITETTRS L, 57
B ZNIcionFicirld SRAIC—E LA B ORER
FEQOFERITHEQOEALHIGEHBSNLA. Chik
& E BE RSB ERLEN,

DOCUMENTATION

XE1E

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

6.7. RBEOXELIFE4EITRLAERBICRHIZE. CD
NELOEERS L, REFRICEIILOTHY, LT
[._71"9"‘#%%7‘.5-15@L’DL\’C(DKﬂliai’fﬁﬁ‘lsunﬁ%ﬁ*ﬂ
FIICBLNTHATAEETHACE

rspecifications;

ki

“sampling procedures;

BTG FIE

“testing procedures and records (including analytical
wortksheets and/or laboratory notehooks);

HARFIERUVRFR (SO~ — IO LEERE/—
&)

analytical reports and/or certificates;

-SiTEREELDLHEREES

data from environmental monitoring, where required;

AEAESTBET=A T TR
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validation records of test methods, where applicables;

BETOBAE. AR ARONIT— oA T

“procedures for and records of the calibration of
instruments
and maintenance of aquipment.

éﬁfﬁ%ﬁﬂﬁ'ﬁE&U%ﬁﬁ@ﬁ?‘%‘ﬂl:’)hf@?ll[&&tﬁ%ﬂ

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

68. /Sy RIS AL AR B EROETR
b, U AYFOEDRE EREESEL,

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

168, BEEOT—2BIEE. AT RROEE . T B

FEEISOWNTL, BRI AR O T MET RIS 57 %
THMAHENHEREND, :

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.

1610, NUFEEO—HTHAERICMA T, REBEE/—~

BOLRED MDA IO F VO T 3B EEShERE
HEALMIFARRETH DI L, '

SAMPLING

Y YT

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

8.11. HUTILFERIT. UTORENE RS-, &FS
AXEShEFIREICHEN Thhd 4

~thé method of sampling;

< BT R

~the equipment to be used;

- ALvbhbiiE

»the amount of the sample to be taken;

- BRIy TNE

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

s MBERETOY T ILOINYFIZONWTOET

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

TRV INEROIATRUIRE

“the identification of containers sampled;

- BT RSN BB D HA

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

- BICERNEASRNOYUTULFICEL, Ed R
& 2CORHGTIESEHE

*the storage conditions;

- REEH

-instructions for the cleaning and storage of sampling
quipment. : '

e O E- DT - N L LT TR Y =Tor

6.12. Reference samples should be representative of the

. |bateh of materials or products from which they are taken.

Other samples may alsc be taken to monitor the most
stressed part of a process (e.g. beginning or end of a
process).,

6.12. BBAR/Y VTV, ThohEREh-EEE T
RBONYFERERTDHEOTHEE, FOMIZTIET
BOUARAOHANSMAWRAIE, TEROBOH T (LR
U EZ4~—F B0 T L EEERLTHEL,
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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. YU TIEERIZIE, RuFFon— S Yv A
BEUH VIR ERENCRBRLEEGITNEBIZ DL TD
BHRERRLIZZANERMAT O,

6.14. Reference samples from each batch of finished
.Iproducts 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
materals and products should be of a size sufficient to
permit at least a full re—examination.

6.14. RRMBADE/yFhSFEREh-SFRYTIL
(%, HRIHIB 1 FECRESNGHNERLEN, &k
g oA R RRaEREC, #EEE T CREFESNGT
LA DAL, HEE R GRIE . HRBU KA DY T
LiE, RN ERESLA O THLIE, Li(EbEgn
T 24EHRESh AT R EELEN, CORFHIR
[t REEMALVEMSEIZE. BLTHRL, FeH
EOBHRY T IE, PaEL2TEE OBRBRERE
FAHDI+ LB THIThIEIESEN,

TESTING

o

rﬁ:Ll

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

615 A D T A R RRUBT N BoE
O, BRFERERIC SRS -2 T ORBERBI NI HI
FENFEELA R IRABAL,

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. HBRRE R, AR SRS ELO—BIEER
A BCE, ADFTEMLIF I, SR REL R
nIZESHL,

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

6.17. EfeSh KBTS h, TERRIE DAL
TOTF—4%&H2E

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

2) FHXGEROAM, RUZL T HEEETFHI

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

b) /SyFF o —RU,

5 USRI REREELLEE

c) references to the relevant specifications and testing
procedures;

o) BT SRBRUABFIR~DBE

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

d) BEBERUVHEEFESUSARBERRGAAOL N
AAEL RS IEETh~DOER

e) dates of testing;

e) SAERH

f) initials of the persons who performed the testing;

) RAEBREREDA = vl

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

D BOAEEICE. AR LU BIZ O VT ORREE DA
2 1P

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

h S XEF SRR EMOKEDRIE) (2D T
ORFETERRTIEESN-BETEOBFAYUDES
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6.18. All the in—process controls, including those made in
the preduction area by production personnel, should be
performed according to methods approved by Quality
Gontrol and the results recorded.

6.18. %ﬁl:iilk]f%ﬂ_%ﬁf IUFhhothEahd
RTOIEEHEE, REETESMCIYRBEESN-AE
[ZHELVERIESHh, Efzﬁﬁﬁfﬁﬁﬂﬁiéhé T

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

610, AREDOME. AR AOASABER

R AZEGRUERORBEICFSENEEE N LbhAC
o TRLEXELENEFIRICHOERIhLIE,

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 velumetric sclutions, the last
date of standardisation and the last current factor should
be indicated. '

6.20. REMOMEASFEShI-HREHEICEZTIS
OB RUHAREDERERTT DL, FREDH
ERUEMOADRR TN REEE RISV E
SRS L. SHICREATHDRERIC DLW T &
go)*mio)%ﬁﬁﬁ&Ur%ﬁ@ﬁﬁ???@-b“ﬁtéhé:

6.21. Where necessary, the date of receipt of any

" |substance used for testing operations {e.g reagents and

reference standards) should be indicated on the container.
Instructions for use and storage should be followed. In
certain cases it may be necessary to carry out an
identification test and/or other testing of reagent materials
upon receipt or before use.

6.21. HEIIGEIL. HBIERICHERIL LN 2ME
(FAIE, RERVEECOVWTEEALOZALAE
B LIoRENS L HRARUREIC OV TOIRER
FIH L HIFRICTRENEORERB R U/ XL
ﬂﬂa);‘:tﬁﬁ’& SANB I FEREICERET 20 E4LH 5,

6.22. Animals used for testing components, materials or
nroducts, 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, shewing the history of their use.

6.22. A . RHX(EERORRICALIEGIL, BT
HHEGICILERNNICREERTH L, FiliARIcES
BEERET AISF SN EEBIhD L, BT |
ii% i};:\ TnLOERREE T T B ERNMRES

ON-GOING STABILITY PROGEAM

REEERIOT L

6.23. After marketing, the stability of the medicinal product
should be monitered 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. lREH THD 1\ —O NOSIFNCBEES B0
HHREROBMBEGHIZIE, FHMLALTBELTOT7
A WIZHIT D) IR TRECH L E SN s
EAI:&‘EL\ TMREICEZESHORESIE-4—ShaD

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. ZEMERITRISLAOBNIL, W EEEDHREIC
bEYE=2—452L, RUBENRTEN-EEE&E
TCRIBNICBFEOTRY, FEBEYRT LN EEHT
EEMERETHETHD.
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6.25. This mainly applies to the medicinal product in the
package in which it is soldbut 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
neead not be monitored on an on—going basis. However,
when relevant, the stability of reconstituted product can
also be monitored. ' '

6.25. ChikEIChEERECOERRICH L CHEAS
NEH, 1 ILIEREZDTOTSLICEDHDBIEICDONT
HEBTLHIE BIAIE LRGN, AESh IR R/
RIFEEGFTh L AREEFM~BREIh SR RHEGRE
ShABEGL. AEROHRORERITH T I
ViTEEf T eEHiich., Ff-Bitcha . S5 B
Mz bhiUEESH, FRShTHEESICHEEE
S3C&, (GRS EE S PRIERTEOR S O) HAE
# OGO R E SR LS BB hIZE RS, %
DB EIFEBICEZA—T DREBIEEL, LD, BRH4T
?i%%l:ri\ BARBEOHNMORENRLE_4—F B

6.26. The on—going stability programme should be
described in a written protocol following the general rules
of Ghapter 4 and results formalised as a report. The
aquipment used for the on—going stability programme
(stability chambers among others) should be qualified and

6.26. BEMERIOTSLEXELShETORLSR
[Z. FAEOEREIRICHEVLESE SO, BRIRESE
TERGLDETHIE FEUBERTOGSLTHERSHL
LEBE (LUDbITREETFvoA—) EEIEO LR EIFL
Iz Annex 15ICRELEIEHEZEREAL . RURTEET ST

maintained following the general rules of Chapter 3 and  |&.
ahhex 15,
6.27. The protocol for an on—going stability programme 6.27. BREREEIOFSLICOVTOTANILIZE

should extend to the end of the shelf life period and should
include, but not be limited to, the following parameters:

FAHEOERESICETRY, BEXESNAGNLLLTO
IRSGA—REFLIE

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

- hifluy, &Zﬁnﬁéﬁ"éiﬁAl [XELEDN\VTF AL
OIOYALTS =

« relevant physical,chemical, microbiological and biological
test methods

- BT AYIE, {t%E’J ﬁ&i%%ﬁ@&(ﬁi%%ﬁ’]&
BBRTT %

= acceptance criteria

- BiREE

= reference to test methods

- MR E~NDOSH

» description of the containar closure system(s)

- BBREVATLOR K

* testing intervals (time points)

- RERRR (21 LR AR

« description of the conditions of storage (standardised
IGH

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

: BREZEIZ O LWTORR (BROFRIZESTSH. Bl

B8 B AL A S ICHE B A L S BT &)

« other applicable parameters specific to the medicinal
product.

- EERIZHITEAShSNTA—S

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. BEEMEMRIOTSLICHTA2IORNLIE, TUF
ABEL I IO EEESh TOSES, Re &
EHEER RSN -LSOOEMHREERGHCHT S
TOraLERGSTH WA (X EBIRE . XIZICHE,
BEHAEHTLEE).
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6.29, The number of batches and frequency of testing
should provide a sufficient amount of data to allow for
trand analysis. Unless otherwise justified, at least one
batch per year of product manufactured in every strength
and every primary packaging type, if relevant, should be
included in the stability programme (unless none are .
produced during that vear). For praducts where on—going
stability monitoring would normally require testing using
animals and no appropriate alternative, validated.
technigues are available, the frequency of testing may take

laceount of a risk—benefit approach. The principle of

bracketing and matrixing designs may be applied if
scientifically justified in the protocol.

6.29. NUFRBURABIREMERN S HEEEET 54
hT—22%RB B9 560 THIL., JEEYSLIhily
BY . #FERESh L8R OE, YT 21845 1T& A

B, H—RAEOAATEIZAE 1 A\ YF NN
TR SLCEHONS L (REAEICflLEE IS
BERQ . EE. B ENSRES RN ERE-S
YT IZhBTHY, B EOBYGRBOAMNTNES
[, FRERAEE Y RO-RAEATawbDEBZHE L NWTRLN, T

SrTAT RN TR, Fok
LR TR ESENHIBSEICIEBEALTLL,

16.30. In certain situations, additional batches should be

included in the on—geing stability programme. For example,
an on—going stability study should be conducted after any
significant change or significant deviation to the process or
package. Any reworking, reprocessing or recovery
operation should also be considered for inclusion,

6.30. HALRRT T, EMONYFEREHEEHR I OF
FAIZEDEFNEELEN, PlAIE, TEMESRIE. T
BRI ABICHT DN R EXGERE I NN ELE
KingB o ctEstahdl s, LA ENE B
IRlilﬁlﬂkm{’E¥%3cET$7D7“5Al SHHT &N
TEBET B,

6.31. Resuits of on—gaing stability studies should be made
available to key personnel and, in particular, to the
Authorised Person(s). Where on—going stahility 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. Rasults of on—
going stability studies should be available at the site of
manufacture for review by the competent authority.

6.31. REMERRROBRERTZEEERS Hi4A—
YA XR18—vr RRIATEDLSICLEFhIEAL
UV REMEREBSERA, /AL UL RR 50 3
BTSN O YA P CEEShDIGRIZE. BERERoxE
{LEhf-mYkHENH DL, REFMTEERSTOER
%%’)Fﬁf BEFICkOREDLHIES I TR AT

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. RN . RZERGIEEESOERILAELTITh
[FESHLY W EAEREShE-ERAOBR. XTEX
HASERLEEY AFEETICRETACL, HBICH
BLTWANYFIZHIL CTH VBRI 2L TIEA
GMPFH A KEESE|IZHELY, iT:FﬁlLﬁ“%PﬁEﬁEFT' [CHRE L
THEET LI,

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

6.33. JOUSLIZEY AN EAPREIMERES
E\Zéihf*év-—‘S'G)i):&m\jtﬁ‘ltéhﬁﬁéhé-_:‘:o =
DEEDHIEEHWBEORNZTHDIZL,

" [CHARPTER 7 CONTRAGT MANUFAGTURE AND . ETE REWUERUNMT
ANALYSIS
PRINCIPLE A
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Contract manufacture and analysis must be correctly
defined, agreed and controlled in order to avoid
misunderstandings which could result in a product or work
of unsatisfactory quality. There must be a written contract
between the Contract Giver and the Contract Acceptor
which clearly establishes the duties of each party. The
contract must clearly state the way in which the
authorised person releasing each batch of product for sale
exercises his full responsibility.

FHREERUSITE. A2 RBOR S XISk L4
HIRRAEERT DI, EEISESZESh, RESh, £
FHENATAIEAELGL, FREBERUSZEBMNIC, &5
BEHOEFLHEMEICRET T HINERShEEHEITT
HIFARSEL, BRBIZEK, A—YFA XFR— 8,
DE I WFIZDONTRFEOF-HOHE A BFTHEETOE
(L BREETT AR ODWTHRE LR S TNV
W A=Y A A

Note:

This Chapter deals with the responsibilities of anufacturers
towards the Component Authorities of the Participating
Authorities with respect to the granting of marketing and
‘manufacturing authorisations. It is not intended in any way

= .
COEIXBRFERBRUVESEFAOIHICELT, A/ i—
DOEYRICHTLIMEEEDOERICOLTEYE
S LWL A%, ZFEFRUEREEINEEEFICHLTHE
TEHEEC, FOISUBTEEESTHILITERL T

to affect the respective liability of contract acceptors and |43,
contract givers to consumers.
GENERAL EfiEIE

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

7.1 BT CRYRSLNEERG/ X5, RUEH
Y DETARY ROERHET HXEICRHRME L2
Mg,

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

72 BRI GEORORIRD~OERE. BEE
R USRI 52 TOIMYRDIZONTIE, Mz48l
RSOV TORERFRRBEBIC—HLTLVEIThIEE
BN, ,

THE GONTRAGT GIVER

TRERE

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

73 FRER, BREEVROONSEEEEYIZEET S
BE N OFEEETIEENHY . FZHICIUGMPOR
Hl, BUXRH AR TCREINTLNDCMPH A RS A H, 5T
SNBIEITHMLTEEERD.

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

74 BRER, RRRBRUROENEFIREL, B
HEEEBEICRNET H1-HICRELL TORRESE
iR Ao, B, BRME G ELIEETS
BEEASIEDRY, BE. AL, O Rition
R R L1 5T A REIC DL T, BRI R
LTLOBEEREL AT RIEAESAL,

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

75 BEEE, REEHNHOFFEFICEESHhI-2TOHR

BENFERRURHLZTALORBIGEETHE X
(8 S A=A KR —Y o kY HE N EhT
WAHIEHRIET HT &
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{THE CONTRAGT ACCEPTOR

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

16. ZEEE L. RAAEMSORIIN-EBFETHIZEE
T OBEAGERR . IR OB, LU cHEE |
GABERLCWNVEITh RSN, Sk 28 E 58
EXRHAIRAETHANEERICL>TOHERSI D,

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

77 BHER. BT T OB LR IR
OFEHO B kd 2B E R 50,

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 inh the same way as hetween the original Contract
Giver and Gontract Acceptor.

7.8, RELEIL, FREShERBOLNEDIRSE, BRYR
HIZDOVWTOERBOBROFEME VAR GLICILE=
FHICEFRLTIRELLL, BEARUVLNGRIE=2L0D
B CIThhi-IRYRSHE, WERUSMTERS., UDE
HBREUSREARERF AT ChAT EFEILA
[ (R E A=Y A A )

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 Gontract Giver.

19, RFEAE, EREEOLOICHELVDLOFEERT
SRAOREICEEEE LTI AEROHITEET-
TEEBELN, _

THE GONTRACT

RRE

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 aspecis 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.

110, BmORERUEHICEET SZHERUSHE
ThEThOBREZRET LZHENRE OB CEESH
dok, BRIEOERHEE I, BHE, ST RUGMP
[CEUEAEEE T HEEFICLYBESh DI, 1
BRUSHTICONTOT R TORY RS KIRERDIc— 5
L, F-mSBEENREYTHIL,

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

711, BGEE, v FARGERAESCR->TELES
hEDOEIEEETHALE, REQHD/\wFOH
FIABHIEEITOF =S AR — Y MRS 2 H

#*EETHE,

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

712 FEGEE, M OBA, FMORRREUAHEUE,
THEEHEEZSHE-MERVMEERORKICEETEES
B EBRIZH LI T RSO BRERSELIE
ICRERT &b, REHROIGS , BHFLFEEH LS
%%@EWI:'C#D?"JVEEEHE?*\%#%‘ e HT
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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.

7.18. BE AR UK., GoUITEZERY TN
FEFAFICSIUERESNLD VEETELFHTRETH
LIl ERXITRMAEONDIHE ICH G0 R EEFTHE
95 LCHREGLMEDEERS, UL AF TR
HO XM/ EUCFEECRESh TOEFARLEN,

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

714, BYE BB BAR R EOREI I ASCE
EHETIEOCHETIIEESEL,

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

715, BARBOEE. SHEITEEROEENEE
AT EITOWTERLTWETHIEGELELY,

CHAPTER 8 GOMPLAINTS AND PRODUCT RECALL

HeE WHERUERAEIRL

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.

RGOTEEAHIELZIZ DL TOETHERRUDLO
BERIE. XEEShE-FIBIZHELD., FEEWELTN
(FRESHLD, ETOFAOERIZHER . BELIFEICHE.
RN B DCENEREINDHAINETOEEDHD
WRE, GHSEDOM, MOHENIZEIRT DHESIZ
AT ALITEERShSZE. o

COMPLAINTS =iE
PRINCIPLE R

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. BEORYFANRURSAEXN EOREICELEES
FTEE—BREUESTABOMEET AN ERMShD
—&, ALZOFFENA—VSAXFN—VU TG
H.A—VSAXARN—YoF2TOER. AEX(LEIR
[CoLWTHRISENhEIThIE LB,

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 Bl RMEDQAREMEI= DL CHOEF/HAELIEE, [
INAHEETIHERESD, BWLRERECOLTIER
L= Eni=-FIENREET D&,

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

8.3 MEKHIZET B ERD, 2 THHEERLE
FAERICESGIN, F-MEMCRESNG L, BF,
MEEHICEEEETIENTORSTEEOREICHE
SLATFNIEELELY,

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

84, $HH/\yF THGEIANR RSN XiTEHNLEE.
D Sy FICEELH LN ERET A, D/ Sy F DR
EDOGREWICONVTHERT DL B, SEEXHa/ vF

DRAEMEED SO H SO yFEERAELET

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

8.5 HIROHRELTEMShEI X TORERUREL
iR Sh, TSI AN\ F R ICEE A (AT,

8.6. Complaints records should be reviewed regularly for
any indication of specific or recurring problems requiring

|attention and possibly the recall of marketed products.

8.6, HiFACRE EHRICEEL, TERENLET, 5k
SmORIRICEAY SRRSO B RO MEE RS
L‘CL\f&:L\ﬁ\ﬁab?é:to

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

8.7 EREAMBEICLYELTLEGWLAETET A8, 55
HEEFERSCE,

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

88. BLEEEN HEDEBORREE. BRDBIL. 5
EOBMN TR BITHES O BEALRE FOBEES
. MBEEZ TSI EN B —aL Sk,

RECALLS

EIl

8.9. A person should be designated as responsible for
execution and co—ordination of recalls and should be
supported by sufficient staff to handle all the aspects of

" [the recalls with the appropriate degree of urgency. This

responsible person should normally be independent of the
sales and marketing organisation. If this person is not the

authorised person, the latter should be made aware of any
recall operation.

89. EINOETRURBRI-CEAEZAIABEEGL. 1
IROETORAEZEEREECIUIRS-6H. TTSTA
BMOBERICEYHESNDIIE, 2O BEZLEE RS
BUR—r T4 BN SHILTWAZE BLoDE
YA —IS5L TR NA—VTHNEEIX. A—VSA KR
; SRR TOEIRERICOLTHLSh TS
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8.10. There should be established written procedures,
regularly checked and updated when necessary, in order to
organise any recall activity. '

F=FIESFEIL TS L,

8.10. 2 CORRFEERBIECC RS 25 . RHRI=
BRSh, F-RELSSICEHIhTOS, XBIExh

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

811, ERAEEEESHIT, DOTERBARTHE L.

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

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

8.12. BEMNEESNhI-TREMOH LT A TOERDOT A
TOMBARIEL. 2RIZXENHLM., RiZZFOBRALH
%’;f? E!E'na)lﬁlllsmﬁ?r@éhf:i%él:li\ BEASHZEN
B k.

8.13. The distribution records should be readily available to

|the persoen(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.
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8.14. Recalled products should be identified and stored
separately in a secure area while awaiting a decision on
their fate.
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8.15. The progress of the recall process should be
recorded 'and a final report issued, including a
reconciliation between the delivered and recovered
quantities of the preducts.
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8.16. The effectiveness of the arrangements for recalls
should be evaluated regularly. .
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CHAPTER 9 SELF INSPECTION
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PRINCIPLE
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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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8.1, 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—arrangad 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
gontain all the observations made during the inspections
and, where applicable, proposals for corrective measures.
Statements on the actions subsequently taken should also
be recorded.
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