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CHAPTER 1 QUALITY MANAGEMENT FT1E REIRIDAVE
PRINCIPLE [ Al

The holder of a manufacturing authorisation must
manufacture medicinal products so as to ensure that they
are fit for their intended use, comply with the requirements
of the Marketing Authorisation and do not place patients at
risk due to inadequate safety, quality or efficacy. The
attainment of this quality objective is the responsibility of
senior management and requires the participation and
commitment by staff in many different departments and at
all levels within the company, by the company’ s suppliers
and by the distributors. To achieve the quality objective
reliably there must be a comprehensively designed and
correctly implemented system of Quality Assurance
Incorporating Good Manufacturing Practice, and thus
Quality Control and Quality Risk Management. It should be
fully documented and its effectiveness monitored. All parts
of the Quality Assurance systems should be adequately
resourced with competent personnel, and suitable and
sufficient premises, equipment and facilities. There are
additional legal responsibilities for the holder of the
manufacturing authorisation and for the authorised
person(s).
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The basic concepts of Quality Assurance, Good
Manufacturing Practice, Quality Control and Quality Risk
Management are inter-related. They are described here in
order to emphasise their relationships and their
fundamental importance to the production and control of
medicinal products.
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QUALITY ASSURANCE
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1.1 Quality Assurance is a wide—ranging concept, which
covers all matters, which individually or collectively
influence the quality of a product. It is the sum total of the
organised arrangements made with the objective of
ensuring that medicinalproducts are of the quality required
for their intended use. Quality Assurance therefore
incorporates Good Manufacturing Practice plus other
factors outside

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

i&ffé&lﬁ%‘iﬁﬂ’ﬁ%liﬂﬂﬁﬁl:iﬁiéhGMPﬁi@}ﬂéhé

iii. managerial responsibilities are clearly specified;
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iv. arrangements are made for the manufacture, supply and
use of the correct starting and packaging materials;
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v. all necessary controls on intermediate products, and any |v. FE&E & LDV EE TRREERU/N)T—3 V(2
other in—process controls and validations are carried out; |BAL. £ THOWMEBLEENERINTINAIE
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checked, according to the defined procedures;
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vii. medicinal products are not sold or supplied before an
authorised person has certified that each production batch
has been produced and controlled in accordance with the
requirements of the marketing authorisation and any other
regulations relevant to the production, control and release
of medicinal products;
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viii. satisfactory arrangements exist to ensure, as far as
possible, that the medicinal products are stored,
distributed and subsequently handled so that quality is
maintained throughout their shelf life;
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ix. there is a procedure for self-inspection and/or quality
audit, which regularly appraises the effectiveness and
applicability of the quality assurance system.
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GOOD MANUFACTURING PRACTICE FOR MEDICINAL
PRODUCTS(GMP)

EELGMP

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

b. WUNGEEMEUVAR—R
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c. suitable equipment and services;

c. SEHLVERE R MM H R FH

d. correct materials, containers and labels;

d. EIEGEM . BB RURT

e. approved procedures and instructions;

e. KRSN-FIRERVIERHE

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

x. RESNHBICOVWTOEHRFIFRESN ., ME XM
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measures taken in respect of the defective products and [FELoh . BRZHILETEHE
to prevent re—occurrence.
QUALIY CONTROL mEEE

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

mEETEOEREHEIUTORY

i. adequate facilities, trained personnel and approved
procedures are available for sampling, inspecting and
testing starting materials, packaging materials,
intermediate, bulk, and finished products, and where
appropriate for monitoring environmental conditions for
GMP purposes;
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ii. samples of starting materials, packaging materials,
intermediate products, bulk products and finished products
are taken by personnel and by methods approved by
Quality Control;
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iii. test methods are validated;

iii. FMERAEICDONTIEN)T—2avEERLGEITNIEE
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iv. records are made, manually and/or by recording
instruments, which demonstrate that all the required
sampling, inspecting and testing procedures were actually
carried out. Any deviations are fully recorded and
investigated;
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v. the finished products contain active ingredients
complying with the qualitative and quantitative composition
of the marketing authorisation, are of the purity required,
and are enclosed within their proper containers and
correctly labelled;

v. BN ES AL, RERZRICRESNI-EMEN. EE
BIERISE S L RR AL, BERSNDHEZREFL.
FBEYLGEFICHASNEIECRTINDCE;

vi. records are made of the results of inspection and that
testing of materials, intermediate, bulk, and finished
products is formally assessed against specification.
Product assessment includes a review and evaluation of
relevant production documentation and an assessment of
deviations from specified procedures;
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vii. no batch of product is released for sale or supply prior
to certification by an authorised person that it is in
accordance with the requirements of the relevant
authorisations;
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viii. sufficient reference samples of starting materials and
products are retained to permit future examination of the
product if necessary and that the product is retained in its
final pack unless exceptionally large packs are produced.
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PRODUCT QUALITY REVIEW
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1.4 Regular periodic or rolling quality reviews of all licensed
medicinal products, including export only products, should
be conducted with the objective of verifying the
consistency of the existing process, the appropriateness of
current specifications for both starting materials and
finished product to highlight any trends and to identify
product and process improvements. Such reviews should
normally be conducted and documented annually, taking
into account previous reviews, and should include at least:

14 HHEHERASEED-. 2 TOHAIEESOTLHHN
XIZEFOBEELREREX. BFEOIRED—EM, HHE
FEHREUVERESOEAICHTIRITREOETEER
SITAEMT, LWAEAERND--I5EEEEL. M5
RUIRBOHREIZONTIRET 3 AICERLE T NI
BIEWN, ZDXILTEBEIL., AIRIOBREHZREZEEL-L
;c%;%f;it%uTEﬁ&)rﬁﬁﬁE—@%ﬁﬁbi%t:%ﬂ

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

. WRIERASNLIAM, FICHRBKEN M DLDESE
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ii. A review of critical in—process controls and finished
product results.

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

ji. EIISNRBICHLFBEE THo-E/\VTFDORE
RUOENLDHRE

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

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

V. IEXESNAEIHLERLE-ETOEEDRE

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

vi. EZE@HHOA) ~DRFELEZH. RH AR
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vii. A review of the results of the stability monitoring
programme and any adverse trends.

viih REMEZR)T 70T S LDFERRVNAIEDHF
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viii. A review of all quality—related returns, complaints and
recalls and the investigations performed at the time.

vii. MEICEAETSL2TORA. BEERVEYRIEUIZZE
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ix. A review of adequacy of any other previous product
process or equipment corrective actions.

iX. IEXIIEEIZHLTERBLEIN-ZEHEEDEY]
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x. For new marketing authorisations and variations to
marketing authorisations, a review of post—marketing
commitments.

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

xi. BEY DEE RV I—T 1) T4—DEEIEETMIKT.
BIZIXZEER. K. BEHARE

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

xii. E7TEICERLE-RNMICEHT HMYRONEHFINT
WA LZHERIZTH-HDEE

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

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

Quality reviews may be grouped by product type, e.g. solid
dosage forms, liquid dosage forms, sterile products, etc.
where scientifically justified.
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Where the marketing authorisation holder is not the
manufacturer, there should be a technical agreement in
place between the various parties that defines their
respective responsibilities in producing the quality review.
The authorised person responsible for final batch
certification together with the marketing authorisation
holder should ensure that the quality review is performed
in a timely manner and is accurate.
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QUALITY RISK MANAGEMENT
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1.5 Quality risk management is a systematic process for
the assessment, control, communication and review of
risks to the quality of the medicinal product. It can be
applied both proactively and retrospectively.
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1.6 The quality risk management system should ensure
that:

1.6 MEVRIIRDAVN AT LITLUTZERIET 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;

-REICHT DV RIDFHE L ZHME . TIEEORERIC
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* the level of effort, formality and documentation of the
quality risk management process is commensurate with the
level of risk.

" BEVRIRADAVNINTEF A HAFHREDER
£, XELDEEFZDIRIDEREICHIET 5.
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Examples of the processes and applications of quality risk
management can be found inter alia in Annex 20.
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CHAPTER 2 PERSONNEL F2E 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
there must be sufficient qualified personnel to carry out all
the tasks which are the responsibility of the manufacturer.
Individual responsibilities should be clearly understood by
the individuals and recorded.

All personnel should be aware of the principles of Good
Manufacturing Practice that affect them and receive initial
and continuing training, including hygiene instructions,
relevant to their needs.
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GENERAL
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2.1. The manufacturer should have an adequate number of
personnel with the necessary qualifications and practical
experience. The responsibilities placed on any one
individual should not be so extensive as to present any risk
to quality.

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

22 WEFRBFHEBREASTITNEGLSRN, EEZR
IRUGICHAHET, BFRREICREIN-BENE

BEAL. BoDEBEERITI DO DEYGHERERL
BRIFNIEELEN, WoDNEHIEFEALWKEDERIEEE
YHEESNEHREZICZELTHLRL, GMPOERIZE
BRLTLWASABDEFICIIRERFFRARTELGEED
HoTIFELHEL,

KEY PERSONNEL

IERREE

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

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

23. FEEREFBIUTOEEZET . AEHMHAOR. BE
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(FRRMILTOEFNIELRSEL, KEEEICELTIE,
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THOLELHAS,

24.

24 FAELZL

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

25 BLERFIDRIT—MREIICUTOEHBEES

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

i BRENDBEEHRT D AICHATEYGEXEIH

WELESh, RESNDHIEERIET S

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

"%LW%I%L?é%ﬂ%éﬁwbit%hbwﬁ“
HEITERLET S

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

iil. IERTRIE. ThoREEEIMIESNLHEINIZER
Eéﬂf’%l ;Ua;{ﬁéh%% énf(:‘é;&%ﬁﬁmuj-é

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

iv. EbO)“BFﬁ FﬁnX&UnX{fh@{%# iio)ﬁﬁmb\gﬁ—é

v. to ensure that the appropriate validations are done;

v. BRI T =230 NEBSNTWSIEEREET S

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

vi. B DEFADAENBEET HB AR R U HE AR
ngﬁﬁéh DEIZHCTEMABIN TSI EEREE

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

26. REEEDMAORII—BUICUTOEREES

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

i BoDHMTICRHHREM ., @i, PREEG. /NILIE
MEUVEREROERIITEROHEET

ii. to evaluate batch records;

i. /Ny FELELERDFEZEITD

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

ii. @ COBBEGHBRNRRSNTNSILEREET S
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iv. to approve specifications, sampling instructions, test
methods and other Quality Control procedures;

iv. HIEE, T THRRE ABRAERVMOMAE

EEFIEENAREIT D

v. to approve and monitor any contract analysts;

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

V. ETOREIFICOVWTERBERUVE=ZSI—F1TD
vi. B DM, R R UREDRTEEDHEREEITD

vii. to ensure that the appropriate validations are done;

vii. BN T—2aV BNEBESNTOSIEZREET S

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

viii. BERFIDANBICHL ., BB LSNDIEARF R UG
?Q‘fingﬁﬁ‘éh WEICEHRLTGEMBFAZBIN TSI EE
i

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

thdmEEEMADEHICOLTIX., FOEIZEEHLN
T,

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

27 HEHMRVRAEEERMAORIE—BRBIZHBFOD,
BWEHRALTRTIOREICEETIEHERAID. T
NOFEEERICHED, LTHEEND

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

ﬁ(EﬂlIEE— 26, XELSN-FIEERVZDHMOXED

= the monitoring and control of the manufacturing
environment;

- HERBEODEZRVT RUVERE

= plant hygiene;

- HEFTORIEEE

= process validation;

- JOEAN)T—3Y

= training;

- FllER

= the approval and monitoring of suppliers of materials;

- EHBREREORBRUVE=SIY

= the approval and monitoring of suppliers of contract
manufacturers;

- BHRERBORBRVEZSIT

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

- EMERVHGOREZHOEERVE=SIVY

= the retention of records;

- REERDIRTF

= the monotoring of compliance with the requirements of
GMP

s GMPEH{~DEEHEDE=2)2YT

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

LIBARAFEES—T DO DIRE.

I EICEEL

order RAERUVUHYUTILIFEE
to monitor factors which may affect product quality .
TRAINING H][ESS
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2.8. The manufacturer should provide training for all the
personnel whose duties take them into production areas or
into control laboratories (including the technical,
maintenance and cleaning personnel), and for other
personnel whose activities could affect the quality of the
product.

28 BEEEEL BFICIVAEREX (XREEEAR
FIZIBALKITNIEESHENTRTOAE i, R
EEEVEREELZED) . RUFOTEHAEAREIC
EEITIARMEDHAHMMDABIZHLTIFEEFERELLT
NIEHESEL,

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

29. GMPOER R U EBRICEI T DERINFE LIS, #1358
ERABIRESICEYETONERBEICRUEYLIEE
ZTBHE, MGERFIELERL, TOEMEIEELMIC
SiSh AL, MTOTSLMREBEINTEY, EEH.
AEHFADEXIFZEETESHMAOREOLNT AN —HIZEL
YERBEINAH L, HIFRERERELRFRIZADEL,

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

210 5ERABELLGHXE, FIZ (LFFRBRITEE
P, S BREMRIIRFEZR T HIRERMABYEHOND
EE@‘G‘{’F%T%AEl:ld:##ﬂﬂﬁ%“lﬁ%?’é#fﬁbmfhIdi?&‘fo
AN

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

211, BB X FINEEZ T TOVEVWARIL, &RV SR
BEERIFIZIIHEALELRLNIENAEELL, BTN
WBAIZIX., BRER. BFICABEDOHEEE ., RUFE
DREKICOVTOERERELETFNIETESEL, ZL
T. WOFBRFBICEBLEITNIEAZSAL,

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

2.12. MBERADBM LRI ZDEBRUVRBRERET D
HEIZDWT, IR+ IZE LA T IE S AL,

PERSONAL HYGINE

ABDBHEERE

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

213 FHMGHAEEIOISLERIL, FIHERNDE
BH=—XIZEHLETHEALLZITAIEELEN, Thil
FAEDRRE. FEEEOERRERVEKRICEATSFIEE
BORINEELEN, ChOoDFIRIT, BFICKYEiE
NIFEEREFIZIEADT N TDAENERL, BEIC
EFLE T NGRS E0, BEEETOT S LITREREN
HEEL , IR ICASEIRBLA T NIERSR0N,

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

214 TRTHOANEBFERABATEEREEZZ TR TNIE
O, BLEEEDFEIELT, REICEEIT LHAHEM
DHHEERETHOIGEICREEE IS EIILE
BEICTDHIIGHERELZBLTCVVEFNIEESE, 4
BEINEZREDER., EHERVEADRBED AV BT
2. BBEEEBLEZTFNIEESEL,

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

215 BRRMERBERIHDABRNIGADOTRLREIC
RBRREZEIDABNRGBYVERZHSITHKEL
BWBDARNELNZITNIEESE,
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2.16. Every person entering the manufacturing areas should
wear protective garments appropriate to the operations to
be carried out.

216. RERBICIBADEEE R, RIET HEXRIEY]
BREREFALGTNIEGSELY,

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

217. kB AL R, XITEY. a0, BEA L X IXE
AMEELDREF., RERUVRERBAIZEWLTITE
LR EFNIERSHL, — AR, SEREMGIT AL, &
EREAXIEEGNELEEZ(TLHAEEEDOHHMMDX
BIZTHEIELBFNIERSELY,

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 EXEDFNBHINTLSE G, RUEEDR A
EAEEEENICEMT HILEETRITNIEGRDEN,

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

219 ERBICIEF RV REEFEFRIT HLOBERLETR
A=Y (AN

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

2.20. FIZ (FEEREFND IS EHETIL—TIZET HE
D BEBEIZDONTHEMIZERINSEIEIZ DLV TIHAnnex
12889,

CHAPTER 3 PREMISES AND EQUIPMENT

$E3E BYMRUER

PRINCIPLE

. \EI]

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 quality of products.

EYRUVEEL, RSN DEEICSSHLNEIICE
&, it BiE, ftASh, RFEESNGTNIER5R
W ENODEE R UERET &, BROVRVER/NMNIT S
FIIEBESNh, RXFEEBRIITFADBEERY, —
RRENIC, "EMBEANDVNELELZELER T 500D
f?)]ffi;’f'&;’%tﬁ?r"é‘IﬁE”éﬂﬁE&?’é:t"&%‘\Uﬁi('b‘m;f
YA A

PREMISES

By

General

EREIE

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

31. BYIL. REEZREIDFREBAGSEIHE. Kt
HMRUVHBDFRESISEITIRINR/NTHA LE
RYREARICHEEBELTOETNIFGESA,

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

32 FERUVRTFEEEENMBDREICWLIELHER
LIRSV CEZRET 80, EMITTERHFEES
NBHE, FMEXELSNE=FIRICHEVNERL., %48
BB EICITEELETNIEESEN,
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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 HEH, EE. EERUBKILEYITHY. F-Tho
TEEMXIIHEENICEERVRETOEER. XITE
BTSSR LTELEFRITSHINIE,

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

34. BYIERRIIMDBYMORAZERRICIHLET S
FIIZERET SN FEFBSNETNIEGELE,

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

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

35. BREAESN TULVENWAMNILE A EZEFFIET DR
ELNTUWVETNIEGLREN, BE, RERVREEER
BIEZEITHEELGVLD AR BRELTHEALTIEGELA
LY,

Production Area

SLERXE

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 accepted provided that specific
precautions are taken and the necessary validations are
made. The manufacture of technical poisons, such as
pesticides and herbicides, should not be allowed in
premises used for the manufacture of medicinal products.

36. RIBEIZLIEELEZMBED IR VER/IRIC
T5-0. ERMEHEDER (BIZIER=)5E) RITEY
FRIREF| (IR IXEFELTWAHMEYHEDLD) DKS5%H
BHRLTEELOMEICX. ERATE-BCHLADHAD
BENERATELRINIELRSHWN, HAEDINER]. H5D
BORILEY, HEAEDOMBEEME. HOIEOSEME
MEVIEEFESDLOIGEGOHE LR — DR TEE
LTIEEsiu, FlsEL T, AL FHEMNECON, T
LB\ T—ar B THhNTWBAIGEIZIE, Chi
DHEBIZDODNVTORI—ERIZHITEF o R— A FE (H
BMZEDF-MECEDERLERE) (FFSND, FRFIRD
BREFOISGIEXEYDOREIEXERLRDEEIZFERT
HEMTIEEFEINLL,

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

37. YL, ERDFN . RUBBEZFFELANILIZIEL
f=. WEMZIEF CEKZLE-REICT. #ENThhdk
SITEREIENTNBIEMNEFLLY,

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 EEB RV IREAREGAHE. EGIERGAH N

FENLDESDERZER/IMEL, RRFEZEREEL, X
HETEXNFIREEEDERRFEN. HAHVIIRO-ER

DYRYERIMRICT DL5. BEERVEMHERRLE, @
BRICERELZTNIEESE,

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

39 HERMEU—REEMH, PRISMAIT/N\ILIH
EARBICRZBINDERIL. EYRTORE (B, K&
UXRH) [FFEFT, VORI R UEBRES RN L, £=
WHFPEERFESE T FLEZNOVRMGTER. &
U ELGHRITEENMTASLD TR NIFESAL,
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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. B2 E . EBEAMYH B, MR R UMD H—E X#44
B, BRLIKWVEA DB ZERIET HLIIZEHRET R
VEEBETAHIE BRSFOBEMD A, TESRYELERE S
ML EIZFRRE TR T NIEESEL,

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

311 KB ITBEY LY A X T, SV THEDHEELA
HEBTH_E, FBEBIIRIRRLGNE YEIT, REGTISE
[CENLIXFRBEVHENRBLEZ LK, ZLTHL
Z&

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. BLEREIE, BRYKSE ARV EEEE DM A%
LEY) T, FAEBRIBICEOTHE YT ZER R R CRE
RO, REGSERITEERVABEED)EEAL. DR
ipfist: SN AN b g (IF LAY A AN

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

313 HERHOHEL, BEEXTOREDAHICFHKES
N, ROSNEHEETTOLRTNEGELEN,

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

3.14. BIRARETHHE BIAL. YTV T FHE,

BEARUMINEOERESD, SRR ADTER)ICIE, X

giﬁfglﬁl&ﬁbiﬁﬁéﬁb\ﬁibw:a:##%u&%%#‘éﬁﬁ
y% : o

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

315. EXROALO-HORMEERAXIXNERE
E#CED &SI H RURBLATRIERDEL,

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

3.16. BLERE, FICERICKIREEERERES DB
[T+ RASSTREITNITIESIELN,

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

3.17. TEEEF, ThoAREITHL, LWAEDIRIE
RIFSHVGRFHERENTEELTLRL,

Storage Areas

RERE

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

318 RERBFIILUTITRIELDEEHICETEMHR
VEREBERLRETED T HRILEITRITNIEESALN:
HERERUORESE, PEES. NILIESRURE
A HBEHEFLEL. BREAOHENASN-ER, T
BHRHESNEES . REX(FEIRSA-E S

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

319 REREIRFLREFMERIT LI RIT
BIHESNTULVETNIERD (S, EhoITFER TR
BL. FRSNLSREREERNICHRELETNIEELR
W FRGREZUENDEIIZE X BRI RE. BE)
ThoZitial. BEFEL. E=4— LA IEEsiiy,
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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. WEABEH OIS, BAHRUBRERENSRELY
HRIFESEN, BFANRBEAFRRMEOBSEE, &
ERHNEREISERTESLHA RUERENT
WEFRIEESED,

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. [REEKENR S SN RETOREICKYRIISH
BHIHEICIFE. o DREIZBAEIZRTL. Eno~DT
R (FFATENABICHBRLA T NIEGESE, H3E
HIFREELASN DL AT LEFAT SERIE. AFDLEM
ZRILT 2D THRINIEGESELN,

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 @E . HEEHBAOSBIN-TUT) T RN

BHnEESEN, TR RERE TINS5
BIE FERIEIRXBEEHILETAES5EHETERLAE
(THIXEBALN,

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

3.23. AEEHIE., EIRX LR BIN-EHITEZDRFR
ED=HOREINE-REFHLEZITNIEESE,

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

324 SEICEMTHORM IR GIIRE THRIXE
[TRELGFNIEEDELN,

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.

3.25. IRILI-BEMHIEELDBESHICERLEZL
Nd5. ChoBEMHDORETHERGREICHLTIIHE
il[0): 3-x27 % oY G g (N LAV AR

Quality Control Areas

mE EERE

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

326 A% . AEEEAREIHEREMASHBSATL
BHTE, CNIFFICEY. MEVRUBSAERLETEDE
BOEODHBRETERTHY. TNoDHBRERTELE
=L TENE T NILIESAN,

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

327 BEEHABEIL, T TITONAEEICET HKO%KET
SNTWAIE, BRRURXBERERITH-HD+77E
AR—ZAMNEZENTWNAIE, HUTILRUEEDT=O
DBEY) THIEDIRE ZAR—ZANELTIZAES ALY,

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

3.28. BUBGHARZEIRE). EXMIYE. BEENRKREIT D
EOIC OEBILDBSN-RENDLETHS,

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

3.29. £YFH XIS EEDH DY T IL D K755k
TYEERIAREICIFNGEGNDETHD,

Ancillary Areas

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

3.30. REZE T DRI ENBESN TUVEIFNIZIESIELN,

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

331 BRI, o UVICFENWRUMMUZRBIEBRZIZT
DERTE, FREBRICHUELGELAHDHE FALIE,
RENFREREEEEISBEC T TIXESELY,

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

3.32. RFEEHDEXRG I, 2EREMNSTESZITHES
NTWAZE BREVIENEERETRESNDEGE
IZIEEIZ. FNLIEZFORRICERADEEX ZOYA—H
TREINGITNIEESEL,

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

3.33. IME IR EESIN-AYO EI~ADTIER) RV
I?UE ZiEEAL. thOREMSTRICHEESN TS

EQUIPMENT

i@

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

3.34. BEREITZTOREID B MIZE
BERVRSFEEHINDIE,

B9 HEDIZERET. B

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

335 BERVRETEEREIHESZEIZHL., LMD
EIREHRIENE,

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

3.36. BLUERRIIBRZIC. FLERITERTEDLIICE
SN TUVETNIERLR0, ENIFFEMTXEESh-
ZI_ILE(?I:ﬁELV‘ﬁE;’%L,s ARTCHBELEKETOARESH

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

337. EERVBERBRBILFRREGSENEIIE
n.ERShDZE,

ES

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

3.38. FHlEIXL\NEDHERR
Shdlé,

[EEREBIET DLIITHKE

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

3.39. BLEREITAEBICHL, WHEBIERERLTIEE
SN, MG EEMT A LIRS ERFEDEAIZE S
DRBICFEL, ZNICE > THEIEENELIEEETR
TP N R IXIRFE A H > TIXERBELY,

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

3.40. BEY)LGEEA R UHBEDXKTRVRERFELREK
VEEEXRDO-OEARERETRINIEESEL,

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

341 AIE. FE. SRV EERRTEYGTEICEY
MESNERIRTRIERVHERSNSZE, D XSG
BRDBEYFEFENRFSNDE,
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3.42. Fixed pipework should be clearly labelled to indicate
the contents and, where applicable, the direction of flow.

3.42. BIEBE . NEYFE-ZLITABEIEHRNARE
T =ORELRRTNTHONDIE,

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

3.43. ZRB K, BAA KBV, BYGHRICEMLDKD
BE X, MEMERITHTET I3V IV RUTESN
EXRNREFHFR T EIXELSN-FIBIRLVEETT H &,

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

344. REDHAHXBIIATRELIH S RERVEERER M
SRESNSD. UEDBLELRIOHO-EARIRIR
N —Co

CHAPTER 4 DOCUMENTATION

F4E XEiE

’5\ ,Esll
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CHAPTER 5 PRODUCTION

X

¥ 5E AE

PRINCIPLE

. \Elj

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.

SLEERITRAEICRESN-FIEEETETLTITHAT
NIFESE, ENL IR ETREEREIORAETHET
55IZGMP ORBAIICESRL, F-FBETHREHFARY
IRFERRBICEBRLTOETAEE AL,

General

e

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

51, BLEXBEREEICEYRRSNFELEESNDI L,

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

52. ZANKRURE. T T  RE. SNILERR,
WHL. INTNE, ERVEEDISIHETOREARD
MEOWMYFEWLIE, XEELSh-FIEEXITEREIC
-TIThhn, REHIGEICIXRERINEZ 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. ETOARERICONT, BEESNI=FPAENE
BY THAHEERIT A-OBBLATNIEALEN, B
%_Ef%%@i%é(:li%#%bs FEAEDT—RERTIT S

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

54 RHEADEGRVENOREICEZEERITSH
REMEDHOINNELHMDELHAESN ., SRHESNF =M
BEEEMMICHRESNDE,

23/42



YA21840
取り消し線


5.5. Incoming materials and finished products should be
physically or administratively quarantined immediately after
receipt or processing, until they have been released for
use or distribution.

55. AMIEHMRUERERIEIZANIIIREDERIZ.
EFNoAHERIHONIIHAAIHE SN S E TIEHIEM
. RIFEEEREHLTHE,

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

56. PRAIMGBRU/NILIBBELTHEALLE A, A
NORRICHREFEHELTRYEORTNIEZSE,

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

57. IRNTORMEVERZEEFICLYEILSNT-E
LEET T, NvF ORI RVEEDRIEMNATRELD
FIITBRERET DL,

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

58 YNRIZBTHHR. RUBEDNZBEILHFERE
%ﬁ?é%éb‘ﬁb\:t’éﬁ'ﬁiﬁ'éf:&)ﬂ\%l:m CEMEY

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. BELARBITOVNTOEEX,. BRIXIIRXFED
JRODNEETHIIEEEZR T, R—DEETREIZX
[FEHELTERL TIIEZSEL,

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

510. BLEDERREICENT, HRRVEMHITHMEY
ROt EEMNRESNDIE,

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

511, 21 ELTWAEH R UBERITDOWNTEXRT H0F. E
BOFEERVILEER LT 4554 EE bbbl s,
;ﬂgIﬂ%l:‘.%‘iﬂixli@‘ﬂ’ﬂ‘i@%‘éwﬁiU?&L\l:éﬁtli

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

512. EFEDETOBREIZEVNT. 2TO. [JHME. /\NILY
B AVLNSIETELREERVEYHISEEHEIC, 1T
#ZTHEGIIEE. TOAHM(ZHTH5E) RV
INYTFFUN—FTTRRETON. HANIRDAET
BEINSIE, ZETHIEEICIE. CORTIIEEDEK
I DWW THER T HTE,

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

513. B . EEXIEMICERAINGSANILIL, BABE
T. BB CE-LENESELEERXTHSHIE SRILLED
SEAICMA, REEZRTRBE BIZIL., b, 5. 6
. FE, ) EFEATRIEELIELIEERTHS,

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

514, B FE1DORENSMAEIZET D=HICFHALSE
ERUVMOEBREILZ. ELWVAZETIEKRINATNSILE
RET 9 B1=-OFERTH L,

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

515. IEHEXITFIEBEHNSDLHIE D& ATEELRY
BRI E, EENREEIGEE. EYTBEICIEIREE
IE%BF'%“%SHEIL\ HEREETHIEN, EMICTERBET S

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

516. HEZEITIEY~NDT I ERIE.
[ZHIBRLZ R IEEDTELY,

HFRISN=EDH
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5.17. Normally, the production of non—medicinal products
should be avoided in areas and with the equipment
destined for the production of medicinal products.

517. B8 EELEAEZAORBRNIZEWNT,. F-EER
NERANEEZRAWVCEEERERETHILIEEITST
&,

PREVENTION OF CROSS ~CONTAMINATION IN
PRODUCTION

BEICHBITERXEEDMHLE

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

518. MIDEMRIFHERZICEIHIHREFREMITHRDIESR
FRIBSNZTNIEGESEN, COBREHREFLED) R
71F, BEF DR REEENSDFHIESH TULGLE

BROARER RATL—XEHEYDOMRLE . FE LDE
BY. RUMEXBDBEXRMNEST D, COURIDEKME
X, BFEYMERVERINSGBEMDEEICIVELD, HF
THRLVESLFERVELISREEOVE. £BEZEH
IHEYMFHRA HAHAEDFRILEY ., HilgE. RUMhOS
EEOMETHD, FRIAIRIVERNTHEHEFAONDHH
mEESH . SAETVLRARKESSNIERETH S,

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

519. R XFRIIHIZILLUT O LSBT AMTHI X
i FOFEBICKYBFIEINBIE

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

a) RASN-RETOEE(N=ZVYVE . ETIF,
ARHANRUVHHEDMDEYFERFN DL SGRAITK
HoNnDd) REFFroR—VEE (BREICEITH78) &
NISEIERLTITHONHE YT 5

b) providing appropriate air—locks and air extraction;

b) BEYLGITOVIRUHER DR

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

c) RUWEBX(IF+RINEISN-ZEZROBIRXITER
AIZKYBIERISNDFLIRIDHE/ME

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

d) BFZEORFHNEIRAVEFSERBAMITNESND
REFEATORERDER

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

e) AMTHEVNEEDRFHNRFED—MEMLGEELR
THADT. BIMEARIMDEFERVEFLFIRDERA

f) using “closed systems” of production;

f) “BAHSATL” ZRAVWV-EE

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

g REAROHERRVEE~NDRFRERTOMEA

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

520. RXBFREMHIETHFREVENLDEMEEE
Hon=FIRICHWNEHRMICHERTLHE
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VALIDATION

N)T—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. /N )T—3aVIIGMPZERIET LD THY. FRES
@;:EFIILE%(:&EL\%BE?%;:& HBRREUERIIERT S

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

5.22. HMDELENA XSG EZERATIRE. £
NN BEOEETEISEY S LR T D= DR
EROCL BESNERMEVEEZRAVDRHEN LR
(é%gféhé&uE@i&‘:ﬁ:’&'fﬁﬁﬂ‘](:%iﬁ?’é:tﬁﬁé

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 EBEXIFEHICHITEINHILGEIERFLEH, AAR
BRUO/ XITIEOBREICHELZRIZTAEEELAHD
HETEEADERGLEERICDONTIEN)TF—2a % Eh
LEIF (RS,

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

524, TERREUFIEXENOIFHADKEREERT HAE
NEMFLTWSIEEREEY B0, EHMIZV) T4
W (RIAHOIZRICENDRRE TES L) B/
T—avERITAHIE,

STARTING MATERIALS

TR

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

525. HEFEHDOBAL #iGHICHLEEDRUEE
BEFHERT DRIV INESITREEELREHTH D,

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

5.26. HEFHIIBEET HRBEICELBINTLDEARE
NI-HEENODH, F-FIRETHNITEEENCEE
[CEBASNSI L, REFICKYEIISN-HRFERIx
TORBEMIEE BRI DRSNS YKL,
INLVRTRVAERS, GoVICHERVFSHEHE
FlEZESH ., YEZEEFRHMOEERVEEDTNTOA
EgOL\'C HEEBROHIGECLISREIT A LFTER
THd,

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

5.27. ZEEICHL ., BRI R UOHFBDTEEHEIZ DL
T%Lifz.%w%%&Uﬁ#fr@%o)a&wtw—ﬁl:oL\fﬁﬁﬁ
SnbZé,

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

5.28. LLIEIDREMEENRLD/N\YFTHERIN TS
HBEIF. BSN\YFIEYUTIVT BB RUEHKFHIEC
MLABEERGSNDE,

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

529. RERXRBIZHAEEERIZBETISNILRTIND
CEGESEDNIEEZS), INILIIDLELELUTDOIERHR
=Y N
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* the designated name of the product and the internal
code
reference where applicable;

c HEmOBEESNE-EAMRUVZET IGEFHNOSE
a—F

* a batch number given at receipt;

- RANBIZRESNN\YFFN—

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

-qja@mi%é::(;n RAEMOREGIZ E. REED. K%
&k TEH)

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

- BYISEICE, AR RIEENEBZHE) TR
NLEELGDHA LA

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

REATE(CAVEL—RESNTNSEE ., LREDOET
DIEBHBNELT LEIRNILLIZRRENNGTERLY,

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

530. HERHMDERRDONBEYDE—HEZERIET H5iE
DGFIEEIEFENH DL, HOT IV FERENTN
IWOBRIIFHESNSILEEE 13ESH),

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. mEEEMMIIYHEREHIESNTEY. MDA
DYPFADOHERMDOANMERSNEE,

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.

5.32. HEEFIE. ELLWVRERREIEZTETIISNILERTR
SNF-BRICEEIHEXIIFESNDIEERIAT 51
fﬂ)éﬁ%ﬁg?t%@m:oﬂ)SC%&éhT:?JILEl:ﬁEL\H\L\

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

533 W HEN=FEHEI, TNDEEXEIBFEZEHT
WL THERRS N, T DR HR NI L,

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

5.34. BIN\YFD=OHIZHWLHEIN-REIT—RICRES
N.FE=FOIENBILIDESIISRNILR RTINS E,

PROCESSING OPERATIONS-INTERMEDIATE AND BULK
PRODUCTS

TRAEX PREKRERUNIILIEE

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

5.35. LWAVGEHTEMERLEIAT HATIC. ERRERUE
EILFFRT, FLREAEOERICRDEDGL, HERM, &
i, HEOERBYREXELENCEERIETHRTYT
AN LY (R P

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

g’fg_iﬂf'aﬁé‘%&lﬁ/ VLV GILEYGEHETTRES

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

537. ERIRITOVTNYT—LavERELETIIE
oW, (REDQ/\)T—3 "8 ),
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5.38. Any necessary in—process controls and environmental
controls should be carried out and recorded.

538. MWEBLHWWALGLHAIRREBRVREEELERINE
kSN BHé,

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

5.39. HIFINEMNDLMNEDERGER D, SBFRSNF
rHRESNDIE,

PACKAGING MATERIALS

2

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

540. —RBEMBERUVRTMHEDOEA. RYKFLEY
EHECIE, BRFERIIHTL2EDEEERIZHIEDFED
hhndls,

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, RIRMMBICHULEFRDITENILDONESIE, Ehb
(FEHFRTOT I EREHRT HEIG, BYIKRETH
HIRETTRESNDGCE, DYRSINILBE U OBERL A
FTORTHMHIE, ERZEET S=-HORDSNTHLON
FEBRPTRERVIRESNDC L, BEMBDILNEHL
(T EBRSNABDOHIZKY | RFShF-XELSh
=FIEEHENMTHONhEIE,

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

542, RIEMPRIE—RBEMEHI, BEEEZ EXIE/N\YF
g:‘:l; HEMNGSBEESXIIHBANTE SN TEEINET

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

543. K¥LI=. RIFIBREGHF-—REEMHRIIRT
MEIHESN, FIONDEEHEINDIL,

PACKAGING OPERATIONS

(2RI S

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

544, AINEMEEICHITEITATSLERTETIEESIT. X
XEZE BRXITEZEMHOYD)RIEHINT HI-6HD
BFRAlDFEEL LA E, MEBNLEIREEALZVEY ., 2
BHAERFAIELTEELLGNE,

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

5.45. BEMEEFIRDODAIC, FERE. BES1Y . HIRI
MEOMhOEEXEFSETHY. if—uﬁuﬁﬁﬁéhf—l,\f)\?;
AR BEHXIEIXEL, IhohEL,. BEDHEEICY
BLEINLGWEAFEFELTOWVENW I EERRIETERTYT
NEbNEZE, S4TSR BEYLEF D) AR
REWERITEINBZE,

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

5.46. BYFLHNTWBEFZDBIHRRP/N\YFFoN—H
B REEEEMXIEISAUIIBRINSE,

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

547. ERASNDGITNTOHERRVEEM T EEEM
[CEEESN-F, HE. A—MRUVBEERELO—HIC
OL\-—CEE:I'L\éh%)h&
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5.48. Containers for filling should be clean before filling.
Attention should be given to avoiding and removing any
contaminants such as glass fragments and metal particles.

548. RCARABRRERTARISEFTHE_E, HFR
FRUESBHFDIILVMNEDFEMELEEL, F=
BREYT IR LDNSIL,

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

549. @E . TR TCARUVHBIZSIESHENTIRNILERRINT
ZRLEMTEPMZIThHhNEIE, HELESTHWNMEE L. R
BIXIFEBS=SRNILRTIMNRBIYVEBHRNCEERIIT 5
PLFIEINERSNBZE,

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

550. AMEIZXIEBED—IRTITHNDHLAEHEHIRE
EBIZIE, a—FFoN\— BRHAR) LB ESEEAHE
o, FEESNDE, FERICKDERIZIETTEN
hhh—EDRRETHERIND L,

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

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

551. hVrINILZEAVNSBE RN (OVLES ., BHER
ZED)RIYRAHDAITSA o TITONDEE TFANTTE
Athbhndlé, O—)LBHIESNILITER DO EIEZBIT,
AYRSINILEYBEIFELL,

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

552. WHVEBDEFHO—KR)—4F —  SRN)LHDUE2—X(F
BIFET INA RBIELLIEBIL TLVSD I EERELT 516,
HENITHNDI L,

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

5.53. @EEME EDOHRXIEZEREYSNI-1EHRIZAET
BEXITHEICHULIBRETHDIZ L,

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

554, AERIZHEITHAELDAUTAUERIE, DL
LUT4MHETH L&

a) general appearance of the packages; a) BEDEHRITINE
b) whether the packages are complete; b) BEMNTETHLIMN

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

o) ELLWEGZEUEMMAERASNTNSH

d) whether any over—printing is correct;

d) LAVEDRIY AR ENRIEIELLA

e) correct functioning of line monitors.

e) AV E=RA—DBIETHERE

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

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

555. EEBLERICHESELEEGIE. BRLGRE., AR
BRUBIISN=ABICKBEENTONHEEDAT
FBICETENTES, COEFXIZOWTEHEMLTESFEMNR
EInbdl,

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

5.56. IRXBEHIZFEHoNT= NILYEBERVRTHM
DHELLVICHESN A=Y MIEDWNEHE KR
XIFFEEHLGRVVEVLRESN ., HERIBFIERIIC
(FEENREGFRBANSND L,

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

557. BRMEEMNT T RE. /\vFa—FONEIRIShERS
NGEMSWDAELBM LIRS BRERDFCERZEITOS
Eo A—FHIRIESN TOWVEVWRAMMEREICR T HE
(T XEBIESh=FIRIZHES &,

FINISHED PRODUCTS

= ]

Z":;@ﬂﬂ

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

558 RIEEBIIZTNODRBMHEAIEHEFTTEESE
ENFEIL-EHTIZTREREESNDIE,

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

559. HRHRDRETEDI-HDOHAAIEHIEDHIZ, &
RESNDRERARUVXERLERICOVTOEILEEE
(REEBIEERIN TS,

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

5.60. HATRAIDHIFER L, HIEE M (I ERAFREGIRED
EELLTHEXRENMEILILL-ZHTTRESNDIE,

REJECTED,RECOVERED AND RETURNED MATERIALS

FEH. Bk TRAmSN=RER

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

561. FERDEHRUVEGX, FDOXSIZHELGRTH
Thn, FHIRShE=REICAEICRESNDIE, TND
TR BICRSN DD, RITBEYLIBEICITBMNIXIE
BIRSNAZDDONT NN THDIZE, MOENDEEHMN G
?f&m\ ISz ABICKYRBESNFEEIERSINBT

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. AERGBOBBMIIZFNNIZOAITIE, TNIE
REEBOREICEEERIZIT, HREIEEL, TR
HETBDIVRIFTFMLI-RIC, RMESh, KESN=FIEIC
RWVERINDGEICOHFRINDS, BIMIOREIE
REFETHILE,
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5.63. The recovery of all or part of earlier batches, which
conform to the required quality by incorporation into a
batch of the same product at a defined stage of
manufacture should be authorised beforehand. This
recovery should be carried out in accordance with a
defined procedure after evaluation of the risks involved,
including any possible effect on shelf life. The recovery
should be recorded.

563. MEBELHABEBISESLTLALURID/N\YFDEEXIE
— &%, B—HRZD/NYTFDFREDEEERMEIEEAD
CEIZEBEUEZEFHOMCHEEINDZE, ZOEYR
EEF. EHHRISHT IV LLIEZEDTEEELEH
TEETBYRIZEFMLI-&IZ. BESN-FIBIZHEL
EESndI e, BIREEFRIRTHE,

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

564 BMISN-HRERGEAVIETERHESUCRER
fh@fiﬁﬂﬂ%ﬁ%ﬁo)ﬂ\g'l‘iéc%E%EE%BFEJ [FERLETNIE
YA AN

5.65. Products returned from the market and which have
left the control of the manufacturer should be destroyed
unless without doubt their quality is satisfactory; they may
be considered for re—sale, re—labelling or recovery with a
subsequent batch only after they have been critically
assessed by the Quality Control Department in accordance
with a written procedure. The nature of the product, any
special storage conditions it requires, its condition and
history, and the time elapsed since it was issued should all
be taken into account in this assessment. Where any doubt
arises over the quality of the product, it should not be
considered suitable for re—issue or re—use, although basic
chemical reprocessing to recover active ingredients may
be possible. Any action taken should be appropriately
recorded.

565 MEEENDEEFHNTLE-THEMLIRGESH
FERIE. ZNODRENER TEHIEICEB DRI
BOMEELSMEIBIET 226, ThnIEIXELSN-FIE
[CTHNVAREEEDMALSBLGHEL-RIZDA., ThbD
BIRGE. BONILRRXIIUBD /Ny FADYHN\—EE
ZEZELTRWL, COFMICIK., 4B LDOME. BEL
TOEGLRESE. TORERUVERE., BoUIZEAN
HETSH TUBDOEBREOTRTEEEBICANDIE,
HMEDORE IR LR ELZIGEIE. FHERDZERUR
THRERMGZIEEMEMITILARETHAIN . BHEAX
[TBFERAICETDEITEZLGNE, o=\ G518
BEbHEYIZEEERT 5,

CHAPTER 6 QUALITY CONTROL EOE REEE
PRINCIPLE [ Al

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

mEEEE, YTV BB ERUHR, GoUITRE
THEYHHBRAERMIN, RHIHZDOREMNER
TERHLHMENSETIXEMAERAD-OHERFRISH
T FHMARFERIIHIE DO HFFRAISNENE
ZRALY 5, M, XEERCHFEFFAFIEIZDOLTRY
5. mBEERIHREERICRESNT . BHRBOMEIC
BEHHARMEDHDHT N TOREICEEGLEITNIEESM
W, MEEEARENSMILTWSCEIIREEEDH
RIREXBICLEATHIEEZOND,

Production is considered fundamental to the satisfactory [(EE1ELSEE),
operation of Quality Control (see also Chapter 1).
GENERAL £itE1E

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

6.1. A EHADREAEELIZREEENMERETHILE,
LEZE P IS DEFIMSHEIILTEY .. BRIZERTES
1DUEDNEBRBREZALTOSEYIZEEBINEES
h.REBEEEITIEDERDTICHA L, BULER
E. TR TOREEEDFITHIIRMNDERIZKT
SNBEF R T H=DIZHLTIEAESELY,
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6.2. The principal duties of the head of Quality Control are
summarised in Chapter 2. The Quality Control Department
as a whole will also have other duties, such as to establish,
validate and implement all quality control procedures, keep
the reference samples of materials and products, ensure
the correct labelling of containers of materials and
products, ensure the monitoring of the stability of the
products, participate in the investigation of complaints
related to the quality of the product, etc. All these
operations should be carried out in accordance with
written procedures and, where necessary, recorded.

62 MEEENMORDEELGEHIFE2EICEEDL
nTsd, REEEBMARERELT. INTOREEER
FIaEREIL, N\ T—2a % EML, FIREETLET
NEEBHEN, X, BEHEVHSZOSERYUTILERE
IHE FEHRVEMBHRDBEERTERLET S &,
HRNREMERERILET S L. HamBICHESHE
EDREICEETHELE. EDMDEHELAT .
NoDITRTOERIE, XELSNE=FIRITHNOEREL.
DELGRIFEELETNIEESE,

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

6.3. RIECMADTHAIL, EiEEM. TETEABORE
R.AEBEZED)DXNERLHLE 21—, RIRERRHE
ANDBEERUVGHROERBEELZDBEEEZED. TRTD
BETIERFAETDHE,

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

64 MEEEHZRTBEULGHEICEIYLTIVITRUHA
BEOL-HOREREIZT IV EAMRTHIHIE,

GOOD QUALITY CONTROL LABORATORY PRACTICE

EEARE

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

6.5. BEEAREDRERKIL, EIRITHESN-RE
EEXEEIIHTEI2—RURVEHEDEHICESLE TN
Ay AN

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

6.6. HEREDAR. Y. RUEEL, BETEDELE
BRUORRICEYDEGRBETIAITEYTHAS L, BT
B ZNICLD0 ISR T HREAIC—BHLI5 BB DFHER
EQHERIBFEDERNHIHERHFEINDGN. (L
mEEERERICEHELZTNIEELR,

DOCUMENTATION

XE1t

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

6.7. RBREDXELIXTFAZIRLUERAIZHESZE, CD
XEILDEZHN T REBEICEATIEDTHY. UT
[TRIFMLIERICOVTOXEIZEOHNICHEEIEL
FIZENWTHIATTEETH S E

= specifications;

3R

*sampling procedures;

BT FIE

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

HARFIERVREHE (DT - —baOLEEBRZE/ —+
20)

= analytical reports and/or certificates;

D HREECVOLHBRBEE

~data from environmental monitoring, where required;

-REGBEFRREE=RIVIHNLDT—4
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=validation records of test methods, where applicable;

LT HEA G RRAED/ T —S 3R

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

é%%@*ﬁE&U%lﬁ@ﬁ?%ﬁtODTG)%IILE&U‘EE

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

6.8. /NYFELERICBET AN ELIMEETEDONET R
H. BEN\YFOEDHRR1ERRETHIE,

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

6.9. HHEDT—HBIZIE. DHHBROHER. INE, K
BEBICONWTIE, EERIXERDOFTHmZERIREICT S5
THRAHIEMNEREIND,

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

6.10. /Ny FERERD—EBTHAHREIMICMA T, HBRE/—
BOLEED IS BMDAICHILDT 21 REShES:
ROMNZFIHEIRETHH L,

SAMPLING

o)

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

6.11. T ILERIE. UTOREMN GRS, KBS
NXEEESh=FIBIZREWNTHhN B E:

=the method of sampling;

- YT TR

~the equipment to be used;

- ALohbEE

=the amount of the sample to be taken;

- EBEERYUTIILE

instructions for any required sub—division of the sample;

C WEBGRETOYUTILDINAFIZDONTDIER

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

- WS HUTILBRHFDEIMTRUPIKEE

~the identification of containers sampled:;

- HUTIILBRIESN =B 3R D#E A

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

- BICBERAXEESERHOYUTIDTICEL, EFTA
T ETORINGIEER

~the storage conditions;

- RESH

instructions for the cleaning and storage of sampling
quipment.

- YUV REDRERVREITOVTDIER

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

6.12. SEZR YT LI, TNOHREEEN=RERF=(Z
BEDNYFERRTHEDTHAHAE, TDMIZITIET
REARNLADHINBESBIZ L, TIEEDIRDFE=(EKH
WEEZA—FB=HDH T ILEFERLTERLY,
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6.13. Sample containers should bear a label indicating the
contents, with the batch number, the date of sampling and
the containers from which samples have

been drawn.

6.13. U TILEHRIZIT. Ny FFonN— HoT)o5H
RUH VT ILBEREN-RBEELICABTYIZONTO
IEEHRERRLI=ONILERRTT BT,

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

6.14. RIRHE B DE/NVFOLEREIN-SEZR YT
X, ’Eiﬂ]ﬁﬂﬂﬂ&ﬁﬁifﬁﬁ SNEFNIEESHE, &I
NI RERKRAERET., HEZEHT TREINGT
NIEESHND, BERE GRE. FARARUKUN) ST
LIE REENRBESINLAIOTHNIL, DECERLE LD
HE#Z2EMREINGZITNIEESEL, CORFHRM
[T. ZEENKYVEWNMEEIZIE. BXLTHERLY, B &R
nna)%%nn"j'/jo)b(i P EIEB OB BREER
FTADIZHREETRHITFNILESALY,

TESTING

AER

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

6.15. P AED/N\)T—a Ex R TN LS4
W RS RRICEHIN-E2TORBREZRAIN-FEIC
HEVWERLZITNIELRSA,

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. SAERFER LB KPELHFELED—ENEHE
BIBE ANDFETEMLEFEIL. BRICHERLLGT
nIEs%E0,

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

6.17. Ef SN -HERILFLERSN . TR RITDLEEDB
TOT—3%ELE

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

a) RMXIFHADET, RUZRLTH5E EFIF

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

t%/\‘ﬁ'-ﬂ-//\ RV, BURIGEIEEEEELOLEG

c) references to the relevant specifications and testing
procedures;

c) BET HMERUVABRFIR~NDSE

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

d BRFHRRVHEFESOCHBRBRRUFALN DS
ALBAEN BRI DEEETN~ADSE

e) dates of testing;

e) SAERH

f) initials of the persons who performed the testing;

D

HEREREEDAM=vIL

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

g) Ltﬂfc‘*iﬁA[ (is n_t%&z)‘n-l-%:[ ’)L"CU)TJEW%U)’(
=y

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

h) B XIEFEHEHIE(RITMDKREDRTE) [2DULVT
DREGRERREVIEESNE-EEEDOBFTAYDESR
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6.18. All the in—process controls, including those made in
the production area by production personnel, should be
performed according to methods approved by Quality
Control and the results recorded.

6.18. HERBANTHEZRICIYITHNEILDEEHYT
RTOIREEET, MEETERMICKYEARINEAE
[TREVEFRSh ., FERNEHFESINDIL,

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

6.19. ABREDHAR. RENNADHSARZERVAIE
B REGRRUEBOREICIIRHANGEEELNLDNSC
Eo TNLEFXELSNI-FIRIZHVERSNHI L,

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

6.20. REIBOERALAFESN-HABEREICIIZINS
DB RVAREDERLRERTT H L ARELHH
BERUOEMOAESDHRIFNGRESGEEIISNILE
[SRENBDZE, SHIZREAHADAIERIZDOWLTIE,. B
l&d)*%id)?éﬁ’@ﬁ&U%%ﬁ@ﬁﬁ7779—bfa‘=éhé:

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. RELIZE (T, HAEBRERICERASINDIVWALGIME
BIZIEL BERVEFEER)ICODVTEENLDZANAE
BH#RLIZRENDIE FRARMREISOVWTOIETREZE
SFYAHCE HHGRICTITHAEME DREZHBRR U/ XL
fthDFRERE . RANFRIIFEAFIRETILELH D,

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

6.22. B . BRXIIERBOAERICHWNSEYIX, EYT
HAGEICITERRICREEZZTHIE, FTEIRARICET
BEFRITHALOICHMIFTINEIEIND &, EIARER
ii% itf; TNLDFEREREZ T EYILREENRES

ON-GOING STABILITY PROGEAM

REMEHRTOTS L

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

6.23. RSN TS/ —U RO REN B ET S0 vH
BEREEDODEBEPBHIZ X, RYLNILRIEBEETOT7
AIIZHEITZZEL) LRHATRETH B E MG TR
ZAI:@EL\ MRRICEEROREEITE=4—NBC

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 REMERIOISLOBMIT. "HEZEADHARIC
DIYEZS—9 B¢, RUREBARRINRESH
TTHRERICBETEY, FBEVRITHIENARFT
EDNERETHLETH S,
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6.25. This mainly applies to the medicinal product in the
package in which it is sold,but consideration should also be
given to the inclusion in the programme of bulk

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

6.25. ChiFEICTHRAERETOEERITHLTEAS
NEH, NIVHREEZDOTOTSLIZEDHBHZEIZDNT
LEETHIE BIAIENIILIEED BESNDRIRT/
XIEHEZN O AEIGFAANBESN LA RABRE
SNBGEE. DEEROHUBDREEICH T HEENAL
DITEEGE T TSI ., FRHINEIL, SHIT K
HEChr-YRESN, ERENSIPERRICLEETL
SC¢, CREBHBRAOCERIREDESAD) BARF
BOHRGOREMRFFHAFEEPBPICERESN, £
DG EERICE=ZS4—9 2BEFLL, LHAL. AT
?i’z-ér(:li~ BEARAEOHKDETEMINE=S4—F5C

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

6.26. REMERITOVSLIIXEZE/LESNETOr /L
2. FAEDEMHBFIEICHVEEHSI ., FERITHREEZLL
TEXBLDETHIE, REMRERTOISLTHERASN
DS (LY DbITREMF Yo /N—) IEEIZEDLAEEIE N
iﬁl:Annex 1512 VNVEREZEERL. RURSTEET S

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

6.27. ERMEREMEITOSSLIZOLNWTOTArIILIEE
FAHROREEREAIZETRY., BREFXSNELNSLUTO
INDA—REELTE

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

- AEHY., RUZLTIEEICIEERLELIN\YFH A XY
YDy TFH

* relevant physical,chemical, microbiological and biological
test methods

- EEY MR, LFH. MENFHRUVEMFIE
AERTT A

= acceptance criteria

E

* reference to test methods

- BEBRAEA~NDSH

» description of the container closure system(s)

- RHREVATLOE®R

* testing intervals (time points)

- SRBRREFR (24 LARA)

» description of the conditions of storage (standardised
ICH

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

_;g%ﬁ%mzou\'cwéailli(@&@ﬁﬁtlzﬁé?’b =
BRI 3 BIEE L SN ICHE M AL D B &)

= other applicable parameters specific to the medicinal
product.

- ERGICHISERSNG/NFA—4

6.28. The protocol for the on—going stability programme
can be different from that of the initial long—term stability
study as submitted in the marketing authorisation dossier
provided that this is justified and documented in the
protocol (for example the frequency of testing, or when
updating to ICH recommendations).

6.28. REMEMRTOSSLIZTSTAr LK. LLF
NMNEZH{EhTOraLIZXEIEESNTWVSLED, BRFEA
FHREZETCTRESA-LYVORPZTEERETIZHNT S
JORaLERESTHIWNBIZITERERSEE . XIKXICHE)
BEBA~FHTIIEE),
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6.29. The number of batches and frequency of testing
should provide a sufficient amount of data to allow for
trend analysis. Unless otherwise justified, at least one
batch per year of product manufactured in every strength
and every primary packaging type, if relevant, should be
included in the stability programme (unless none are
produced during that year). For products where on—going
stability monitoring would normally require testing using
animals and no appropriate alternative, validated
techniques are available, the frequency of testing may take
account of a risk—benefit approach. The principle of
bracketing and matrixing designs may be applied if
scientifically justified in the protocol.

6.29. N\ FHRUVABBEE IMER DT ERIREET 5+

BT —EBERMTHLDTHAH L, AR IE ZLShil
RY. BFRESNAIHRBICOE, ZHITHHERIEB A

EU, F—RABEDZATEBICDIELEL1 N\ TFHRE M
TOTSLIZEOHONSCEGEEFICAILEESNGLNE
BERQ . BE. BYERAVSHRBRARFMHNEEMLE=S
DOJITETHY . REFOBEVNLGRBOAALNGS
(&, HEBREEEICURI-RRTIMDBEZE LN TE, T

STTAVTERVIMNIF LT THAODQRAIZ, TOk
QLR THEMGELSEAHLERICITERALTEL,

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

6.30. HAKRATTIX. BMNDON\vFEREMERTOYS
SLIZEORFNIELSEN, FIZIE, REMERIT. T
BRIIBEICHTIVDNEEIERGEEERIIVLAEGLE
KEBEBFDHBTERIAINDIE, WHELENIE, B0
IXIFZERDEELLERTOTSLIZEDSIEIZDL
TEETHE,

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

6.31. REMEHRABRDOBERIITEZEZEERY, <A —

YSARRN=Y0 RRIATEDSLSICLGITNIEESA

LY, REMEERARS . LV E MR IIEREROEE

ISRTUSN DY A TERESNDISS(CIE, BREMOXE

EENFE=MYROENH D&, RRFHTEERTDER

g:gﬁﬁ%ﬁFfl:&éi‘ﬁﬁ@f:&ﬁ%iﬁiﬁﬁﬁ(:fﬂﬁﬁEIﬁ‘E s
Z&,

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. BN RIFERGIEEEDERILRAELLZ T
(TSI, LWIVEDFER SN RBNA DR, RIFEX
BAESERLEET SMEETICHRET H_E, TBITHR
BLTWASN\YFISHLTEIYFHEEIC DN TIER
GMPH A RESEIZHEL, F-BHET HFTEETICHEAL
TERI B,

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. TRV SLICET AL ELPEMERLED. &£
BENF=ET—2DFEEOIXELENREENSHIE, O
DEEHIIEHPHIREDOHRTHAH &,

CHAPTER 7 CONTRACT MANUFACTURE AND F7E RRAEERUVST
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.

FRVUERUVUDHIE. A +HREREDE B ITIEELL
HIRAERET SO, BEICEERESN, BEIN., T
EEINGZITNIEELHN, RREFRUZAERMIC. &Y
EEDOERBEHEICHEIL T OIXEILSINI-ZHEL LT
NIEESEL, ZRHEIZX, A—YFAXRNN=Y D E G
DEINYFIZDVWTHRFED-ODHEAIBRHEEFITIA
22 EBEZRITTAAEICOVTHEICE RIS TLVE
(THIXTEBALN,

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
to affect the respective liability of contract acceptors and
contract givers to consumers.

pE

CNEFRFARBRUEEHFATDRFIZBELT, A/3—
E ORFELURICHTIHEEFEOERICOVVTIYK
5, LML BHL, ZFABERUVEIENEEEICHLTE
FTHEREIZ. EQOISLBHBTELEETHLFERLTILVE
LY

GENERAL

ESE ]

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

71, BT TRYRDONI-EER T/ RIF ST, KU
EY HRMMIRYROERET SNEICLHRNENET
NIFLSEL,

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

7.2. BT WMNEIFOMDEYRO~NDEEFE, HitH
ERUAHTIZNTH2ETHDERYRDIZDONTIE, H%E
I DONWTORERFERZBEEIC—BLTLVEITAIEE
SELY,

THE CONTRACT GIVER

REREE

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.

13. FTXEBX. ZEXENRDOONZEEZEBYIERT S
BENDEHEEITIEELHY . F-2EHICKYGMPDR
Bl RUKRHARTRENTWAGMPHARSAU AN, E5F
SNBEIZHLTEEZES,

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

74, REE(E, REAZDRUMBDEMEGH(ZHEL, F5E
EEZBEEICERT A-OITRELGLTORBEZAE
SR T DL REEE L. FARMBIIIEXRICEET D
MENZEEDEY. KE. AR, DR TthnR
mICEREL-OT RIS DLT, REENTELICERE
LTWBIEERIELG T NIFEDAN,

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

75. RRABL, REAENORABICEESN-2TOH

ESNEHGERVERDENLDRIZISES T HTE, X
FEEN A=Y FA XNV UKV ERDEFRISNT
WBHTEEREET B,
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THE CONTRACT ACCEPTOR

t&

=

oul

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

76. ZEREI. ERELI LR ISIN-EFHETHICER
T 5= DFENHAEE RN, MBRUORER, B5UNIZHRE
BABZELTUWEITAIEESEL, 2HICKPEE TSR
EEHTREETHIUEEEIZL>TODAEREIND,

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

77. ZRERX.BHoN-2TOHKXIIFEHAEND
DFED BMIZH T HEYIEZRET D&,

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

78 ZERAFIL. FESNEBZOLHELEHE. YR
DIZTDONWTHEABDERIDFTEM I VORRBELICITE=
FHIZRFELTILGSLEN, FEERVLMNELIE=FLED
FITITHNRYRDE., BERUSHIFERN., DD
AERUVUZAEBERRICFIATRETHSEEFRIILE
(THIEESE,

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

79. RFEFIF. FRBDOLHICHEGTVLAMERRT
SEMDMEBEICELEERIFTIAREDHHITHET
TIEEBHLY,

THE CONTRACT

RE

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

710, MEOWERUEREES HERERUBIESE
ZhELOEEERET SRMELTEOMTRESA
BoL, ZEBORMIOBE L. WHEH . 547 RFGMP
ISEUAHBEET SBEEICLYRESNDCE, Wit
RUSHTIZONTOT RTORYROERFRRI—H
L. E-BAEELSART DL,

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 BEHER, FAVFHRFERDBEMHTR->THRES
NEDENHERETHA _LE, RED=HD/NyFDH
FASHEETIA—YIA AR NR—Y N REET 55
ERET DL

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, RHEE. BEHOBA. BRORBRRUOAHHE,
IREEFAOLUERVEEEROEMCEEEAS
&, ALRITHU TS RUSMTOBBEESEEAR
CRETHCL, BRAROBE. ZHEEZAE/ S
REORNI-CH I LERRT <ENTHERAT 5
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7.13. Manufacturing, analytical and distribution records, and
reference samples should be kept by, or be available to,
the Contract Giver. Any records relevant to assessing the
quality of a product in the event of complaints or a
suspected defect must be accessible and specified in the
defect/recall procedures of the Contract Giver.

713, &g SR UVEERER. BoIZSERYUTIL
EIRFFIZIVRESNDID, RISEZENFIHAEETH
B2L, BEERIERMEMEFEHOHNDIGEIZE R D M EZ T
THETRELRWNMEDEHRYL. 7O EAARETE =R
ZDOXRMa/EURFIEEZICIRE SN TULEFNIEESALY,

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

714, REFE, FRENRZNZREDORRICIIEADIL
ZHBRIHLDOTRIFNIELELEL,

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

715, RRAFBROSE. XABLIHELROEERNRLE
BAHTEICODNWTEBEALTORITNIEESEL,

CHAPTER 8 COMPLAINTS AND PRODUCT RECALL

$8E HERUSEMMEU

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.

RMEADFIREENHALIHRAICOVTOLETOEHFFER LD
TBERIL XE SN EFIRIZREVD, FRREBELZ TN
(TSN ETORBDEREICHER . BEGIZEIZIE,
RN H D EDFERSN-DHDINIZDAREED H D
HEE. TEMOE PN, MOMRMIZEURT HKII
VAT LIFERESNDIE,

COMPLAINTS

R

PRINCIPLE

. \EIJ

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.

81. ZEDHYFENWRUESIRENKDREIZETZE
TEHIE—RBRURSBABOHEETIAENERIND
& ALZDEFEENA—YSA XK=V THING
B A —YVYSAXRNR—=Y(FLETOEE. AEXIXEUR
[2DWTHILESNEITNIEE SN,

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 R RIADAREMEICOVTHOEFENELIZIHFE. [
REERTOILENREZED, MNHINEHEC DN TEE
LEXELEn=FIEAFET 5,

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. MEARMIZET AN GEEHERFE. ETHMEZRLE:
FEAREE(ICEBZFIN, F-HEMICHABEINSGZE EE.
mEERICERFEITHIENZTDOLSLEBDOMRETIZEE
BELAFNIEESEL,

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

8.4. HB/N\VFTERARMHAFEREINIIIESFEHONDEE.
DNV FICHERHINERET D5, LD/ Ny FDH
BEODHEHEICONWTEET AL, 152, HaaRMa/\vF

DENEYEESTAREEDH A/ Ny FILFAELLIT

NnIEE5R,
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8.5. All the decisions and measures taken as a result of a
complaint should be recorded and referenced to the
corresponding batch records.

85 BEREDHERELTERIN-ITRTORERUX KL
ELEkSN, Fro T B\ FERERICEERMTHIE,

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. HIFSLHEEHMICHEL, TEWMENLET. §
HEOEURIZEMNYE %)#-*f;tj?.b\(iﬁ%'lid)F'EJEE’&Tﬂ*‘
L/—C(I\f&(l\b\ﬁgﬂlb\j—%) t

8.7. Special attention should be given to establishing

whether a complaint was caused because of counterfeiting.

8.7. BEMNMAEICKYELTUWVELNEES H71-68. F5l
TEBZEIIE,

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 HEXREHEN. HEDRKRDAAREME, HAEDHIE. 4
EORMIIIHERBICHEMDERGRE LOMEEZ
(T MEEZEZEATWDIGRICIIFTELZBICHoEEIE,

RECALLS

[E]4%

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. EINMDFITRUVARICEFEZETHELXEML. HE
INOETHREZEYGBRAETIYIRSEO. BOEA
BMOEEIZKYHEESNEIE, CO EEBITEEITRE
RUOR— T4 0T NI L TWNATE, BLIDE
MEF—YSAARIR—IUTHEWNMEEIX. A—YS514 XK
IN—YVIEETORIRERICOVTHSSNAITIIERS
Uy,

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

8.10. E THOEUMEEZ R TTERET 54, EHMIC
o, FELEGHRICEHFIN TS, XELSh
F=FIEAHEIILTLNDIE,

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

EURVE R TR O, WD TLRIIATIRETH D&,

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. MM EEINI-AIREMEDHLITATOEDTA
TORELYRIX. HRIZRHENHIM., XITZDERNN
H5= ., BROEYRMNETESNIZIGEEIZIE, EPHAIZAD
banbdlé,

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

8.13. ELiE ST ER(FEINBEZF I RPN IFIHRIEETHY.
FHEHAEGRRVEERRYUTILESD., HFEEERD

EEHAL-BEREICET 5+ 273 ER (ErT. sLERRBA
RUEBNDESEZELZVLI7YIRES . BBE/N\YFRUY

ﬁi)%ﬁtht

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

8. 14. EURENI-ERIZFBAIL. TNODRENEICEET
HREZHFOMEIE. TE2LERBIZHBLTRESINDZ L,
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8.15. The progress of the recall process should be
recorded and a final report issued, including a
reconciliation between the delivered and recovered
quantities of the products.

8.15. EILARRDERIL. HAEDEEELRIINEDHED
INEZBEFEHTRIEFSN., F-REDHEELERSHh
B¢,

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

8.16. EIUNDFITT DEMMEIIELMICEHEINDZE,

CHAPTER 9 SELF INSPECTION FOE BOORE&E
PRINCIPLE [ Al

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

BERRE, GMPRAIOEEETESKREEZE=2—L.
FEREGREREZRETAEHICETENDILE,

9.1. Personnel matters, premises, equipment,
documentation, production, quality control, distribution of
the medicinal products, arrangements for dealing with
complaints and recalls, and self inspection, should be
examined at intervals following a pre—arranged programme
in order to verify their conformity with the principles of
Quality Assurance.

9.1. A\MZEIR, 2Y). ik, XK. WE. mEEE E

ERMOEZE, FERVENROFEY . RUBES AR,

ENONMBERIEDFREAICSEELTLSIMRIES BT,

;d:i%b\Li&bE&bB*Lf:jD7‘5A(:1ﬁ£o7‘:F‘aﬁllﬁl:’C,‘f—"'\*ﬁé
%):to

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.

9.2 BCRRIFMIIL . F-FHMEAEICT, HATHEE
SN BEN-HERDHLEICKYERESND L SN E
FIRICKDMILE-ERELFEF-ARTHD,

9.3. All self inspections should be recorded. Reports should
contain all the observations made during the inspections
and, where applicable, proposals for corrective measures.
Statements on the actions subsequently taken should also
be recorded.

93. T RTHBECRBEIIRFINIZE HEZ(CITED
REBERICITONE-IRTOEREERY., Z4T 556
21X, BREREICOVWTHDIREZEL L, T, TNl
EICEONT-HBEICHAT At FE-EHRINDE,
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B#(1) PIC/S GMP HAKSAY si—k1

B

R

CHAPTER 4 DOCUMENTATION

PRINGIPLE

F4E &L

&

Good documentation constitutes an essential part of
the quality assurance system and is key to operating
in compliance with GMP requirements. The various
types of documents and media used should be fully
defined in the manufacturer's Quality Management
System. Documentation may exist in a variety of.
forms, including paper—based, electronic or
photographic media. The main objective of the
system of documentation utilised must be to
establish, control, menitor and record all activities
which directly or indirectly impact on all aspects of
the quality of medicinal products. The Quality
Management System should include sufficient
instructional detail to facilitate a common
understanding of the requirements, in addition to
providing for sufficient recording of the various
processes and evaluation of any observations, so
that ongoing application of the requirements may be
demonstrated.

BYGXELZ. RERIAVCATLOFRTRGEE
REBELTHEY. GMPERFHEIZES T 1200
ETHH BEAOHRENEFRVEGHY, SEEE
DEEEREBELUATLAATREIZRET HI L,
XET, A, BEFRE. EERGAESUEA
DHETHEET S, XBVATLEERATSEGE
B, EESQOSEOTRTOREICEIE. B
MiEMIcEBZ SRS FEFEEFHEIUL. BE
L.E=4—L.BHBTEETHD, REEEEE
LRTALF, ERFEMEREINTNAIEEFTTC
ERTERLICRADEEBELETORBIEE
[CDOWTORBERESICHRBTHLIZMAT.E
REBIZOLWTHBOEBRA#X35-HDFERIC
HATBEEST L,

There are two primary types of documentation used
to manage and record GMP compliance: instructions
(directions, requirements} and records/reports.
Appropriate good documentation practice should be
applied with respect to the type of document.

GMPANBEESHEZTEBLIERIHDIZHLAXE
{BiZtZ2 DD EENLEBELNRH S, ERFET. EXR
BE) B BETHL B XEEBEE
OESEICHAGLCERSE S &,

Suitable controls should be implemented to ensure
the accuracy, integrity, availability and legibility of
documents. Instruction documents should be free
from errors and available in writing, The term
‘written’ means recorded, or documented on media
from which data may be rendered in a human
readable form.

XEQERYE. B2, HEE. BRASERIIT D
SOBULEBERIES S, BEASIE. XEPIC
RUNG  EETIRH T CEATESHLE TREAT
(written) JEWVIFEBIL., ADBRDERITLE =T —
SRR ICXE LS, L EEBEHFSNICE |
EEHT D,

REQUIRED GMP DOCUMENTATION (BY TYPE)

ERZh AGMPXLE (FREER)

Site Master File: A document describing the GMP
related activities of the manufacturer.

HARTRBE—J 74 BERROGMPIZEELT-E
®EEFERRL-XE,

Instructions (directions, or requirements) type:

BEEEGERRIMNIERER) ORE

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.

HigE FETRICBLTEASKhE. BLVESS
HARPXBHEI[SBES LA TNIELSENER

EHOFMEDELELD, R ERECHERELT
@*ﬁﬁ&’é%f:@"o

Manufacturing Formulae, Processing, Packaging and
Testing Instructions: Provide detail all the starting
materials, equipment and computerised systems (if
any} to be used and specify all processing,
packaging, sampling and testing instructions. In—
process controls and process analytical
technologies to be employed should be specified
where relevant, together with acceptance criteria.

FENEF. BE. Af. . HBOEEE. T ATOH
ERH. HE. RUGLINIE) I E1—2EP R
TLOBBEZTRL. TATOMNINE, @if BiF
B BBROBREREL-IO, ZFRASK-IE
REIREPATIE. BEICIHL T, ¥IRBE 41200
BT AE,

Procedures; (Otherwise known as Standard
Operating Procedures, or SOPs), give durectlons for
performing certain operations.

EEE (91%. RERFEIRE. SOPELCLED
ATVB) BEDEEETIEHOETETES
D,
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Protocols: Give instructions for performing and
recording certain discreet operations.

ERAEE BEDIEFET HERERT. TR |
TR-HDBRESALHLM,

Technical Agreements: Are agreed between contract
givers and acceptors for outsourced activities.

RN ZRAELFAESORTEELLABER
DEH.

Record/Report type:

THE HE

Records: Provide evidence of various actions taken
to demonstrate compliance with instructions, e.g.
activities, events, investigations, and in the case of
manufactured batches a history of each batch of
product, including its distribution. Records include
the raw data which is used to generate other
records. For electronic records regulated users
should define which data are to be used as raw data.
At least, all data on which quality decisions are
based should be defined as raw data.

R EER~OEGHZ T ZDICELNT:
HEAORE. FIZIE. (FE. RELSR. HAED
BEE. RUBEESh I AYTFDBEIE . EEEEDH
EGONVFIEOBBEOIMERHIT LD,
RREFHTH-OICALLN-ET—3%28L,
BFRFIELTIEESN-FABLEDT—4
ZET—HRELTRAVANMIDVWTHRET HE A
&b, MEHAEORELLTRAVDITATOT—
RIETRELTREST H2E,

Certificates of Analysis: Provide a summary of
testing results on samples of products or materials’
together with the evaluation for compliance to a
stated specification.

HEREE HESNT-REE~OESETMmEE!
SENIEETOY LT ILICET ERBREROE
EHREHTILD,

1 Alternatively the certification may be based, in—
whole or in—part, on the assessment of real time
data (summaries and exception reports) from batch
related process analytical technology (PAT),
parameters or metrics as per the approved
marketing authorisation dossier.

1 BRBEREEICRDOAEELT, NuFICEET
APATDT WA AT —S Dl (R iR
&), RREICRHSN/N\FA—2CAERED
Hifiz. 2E|BRELNEESBIZANTHELTRE
Ly,

Reports: Document the conduct of particular
exercises, projects or investigations, together with
results, conclusions and recommendations. -

HEE FEORE. 700/ RVVGREER
LI EFER. Em. BrEZEF-TRRIT DD
@,

GENERATION AND CONTROL OF
DOCUMENTATION

XEOEMREEE

4.1 All types of document should be defined and
adhered to. The requirements apply equally to all
forms of document media types. Complex systems
need to be understood, well documented, validated,
and adequate controls should be in place. Many
documents (instructions and/or records) may exist
in hybrid forms, i.e. some elements as electronic and
others as paper based. Relationships and control
measures for master documents, official copies,
data handling and records need to be stated for
both hykrid and homogenous systems. Appropriate
controls for electronic documents such as
templates, forms, and master documents should be
implemented, Appropriate controls should be in
place to ensure the integrity of the-record
throughout the retention period.

41 2REOXBZRELETI L. EREH
TR TOREOEEZLIXEORI IR
BRAT . ERLGVATLAITEMTESLSIZL.#E
PIzXELL. AV TF—FENBERBETHY.
BYILGEBRAZA TSI E, B{OXE(EEE.
i3 3. HEMAHTEFH. OSBRI IEHEA—R
D&5%4., BETHRETEET LS. RE. EXLE
. T2OREL. CHFORFRIEEN X,
BETABEOUATALE—DBEOEHO
AT ALATCRADINELNHD. TVFIL—. ER. R
ADIILEFXEOBYLEBEZREST DL, |
BETRELHBICh->T. RBOES LRI
TALIBYREBEERET DL,

4.2 Documents should be designed, prepared,
reviewed, and distributed with care. They should
comply with the relevant parts of Product
Specification Files, Manufacturing and Marketing
Authorisation dossiers, as appropriate. The
reproduction of working documents from master
documents should not allow any error to be
introduced through the reproduction process.

42 X &%, EEIZEHL. fFRRL. BEL. BBHT
HE HEICIELT, XEIL, B AtiHE, shEir
aEl. RFUSSEFERBREOMESSITEET S
e RENMNDEEXEOEIICONTIE., B
BETORYEERTLIEBOLEVLEOTHLZE,
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4.3 Documents containing instructions should be
approved, signed and dated by appropriate and
authorised persons. Documents should have
unambiguous contents and be uniguely identifiable.
The effective date should be defined.

43 AN SENTLWHEH T, BEORELZRT
-EHEEENVEZEL. BEAL. BEEDOHEIE. BE
IZRARELRAR B THEL TR THLIC L. D
HEZEDHDZS,

4.4 Documents containing instructions should be laid
out in an orderly fashion and be easy te check. The
style and ianguage of documents should fit with their
intended use. Standard Operating Procedures, Work
Instructions and Methods should be written in an
imperative mandatory style,

44 BEASENLTHSRAIT. BYICREANIL. FE
BELYT T HIE XRDOHEAEREBIIFHEN
I2&bhE5IE, ZEREFIER. FRIERF N
Ao, HSERTECE,

4.5 Documents within the Quality Management
System should be regularly reviewed and kept up~—
to-date. When a document has been revised,
systems should be operated to prevent inadvertent
use of superseded documents.

45 RBEEEBLATLNOXER. CHNI-H
EL. BHOREICLTHL{CE, XEERITT 5L
é'lg JI%;;IEI ct%aiﬁhﬁd){ﬁﬁﬁ’élﬂiC}zTA’é:@
m -E- |_

4.8 Documents should not be hand—written;
although, where documents require the entry of
data, sufficient space should be provided for such
entries.

46 NELZFFESFLTIEHLELLENDS, T—4DEA
HRELRXECHNIE. BAOT-ODOTESLEE
EHDHE

GOOD DOCUMENTATION PRACTICES

XREE

4.7 Handwritten entries should be made in clear,
legible, indelible way.

47 EEEOIAIFAREIC, HFRTTRER., SHETE
BLWAETITICE,

4.8 Records should be made or completed at the
time each action is taken and in such a way that all
significant activities concerning the manufacture of
medicinal products are traceable.

48 RER(E, BERZIT-RELVNIET LK
1=, E%nm@ﬂﬁl-ﬁ?‘éiihf?%ﬁﬁ%‘l“&
RHETERT S L,

4.9 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.

49 XERICERATEREXDOLSLEETEH, BALAR
#FANAE. ERIEROBHROFIMNCTEETHD
L MHETHhIE. ZEOBAZEFTIL,

RETENTION OF DOCUMENTS

XEOEE

4.10 it should be clearly defined which record is
related to each manufacturing activity and where
this record is located. Secure controls must be in
place to ensure the integrity of the record
throughout the retention peried and validated where
appropriate. .

410 EORBRAEFNENOEEERICEHET S
M. F . ThofECICRESN AN E SR THEE
ITRETH L RFPRZEZALTRERDEEEE
Rl T H-HIHERLEEEZTL. LEQFEEIAN
IJ%‘_I‘?‘ézan

4.11 Specific requirements apply to batch
documentation which must be kept for one vear
after expiry of the batch to which it relates or at
least five years after certification of the batch by
the Authorised Person, whichever is the longer. For
investigational medicinal products, the batch
documentation must be kept for at least five years
after the completion or formal discontinuation of the
last clinical trial in which the batch was used. Other
requirements for retention of documentation may be
described in legislation in relation to specific types
of product (e.g. Advanced Therapy Medicinal
Products) and specify that longer retention periods
be applied to certain documents.

Al RyFOFHHEER,IFEHWNIHEHTE
FHIkDAvFOHEFHERVEELERONT
hHEVLER. BELATRIERSAL LSRR
OERBENSN\VFOXBIERASND, ABRET
(%, 1w FOXEE. AvFLRERSK-REROER
ERHEBORTHRWNMIDEROBLEELERIER
TEHENEORFICHTHMOERSRIL. &
EDHSDOIELE (| X (X Advanced Therapy
Medicinal Products) (ZB:BLI-E S TREh. 5
EHICEALTERIYEVLWVRERRBASRAShDCE
HREZNTIND,
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4.12 For other types of documentation, the
retention period will depend on the business activity
which the documentation supports. Critical
documentation, including raw data (for example
relating to validation or stability), which supports
information in the Marketing Authorisation should be
retained whilst the authorisation remains in force. It
may be considered acceptable to retire certain
documentation (e.g. raw data supporting validation
reports or stability reports) where the data has been
superseded by a full set of new data. Justification
for this should be documented and should take into
account the requirements for retention of batch
documentation; for example, in the case of process
validation data, the accompanying raw data should
be retained for a period at least as long as the
records for all batches whose release has been
supported on the basis of that validation exercise.

412 TOMOBREOXETE. REHRIE. 20
NEICEALIBEETBRETHD, BMERFRE
EhORBERNIS. T3S EELNE
(PIAIE, AT —2avBMIRERICET3) (L,
RENEHLEBEGRET SIE, TE0HLL
T—E—RICBHEN-BEII, TEEOXEBHZ
(X, 2 F—av LR~ TR EEREBEL R—
FERMTTWAET 2 EREXEMIONTIE
MHTED, COESLERE, XR|EL, 7S FOX
EORFICHATAERFEEZZRICANDLIE, i
ZE. RT3 O TF—2DERIE. £
N FOHTHEELRBEA/A)T—a vz
DLNTWLARBRY, ) F—L 3V A O ET—4%
ﬁ#?%zte ’

The following section gives some .examples of
required documents. The quality management
system should describe all documents required to
ensure product quality and patient safety.

ERSNTOHEXEBORZERD+I a0 THEITH,
mHEEEECATATIEASORELAEOR

EHERIETH-DITERShHE2XEZRRTS
8

SPECIFICATIONS

IRIEE

413 There should be appropriately authorised and
dated specifications for starting and packaging
materialg, and finished products.

413 HERH. aEHE. BURRBERIZDONT
BYNZERBEN., BEDO A RIEEHNHDHE,

Specifications for starting and packaging materials

HERBEDEMHEORES

4.14 Specifications for starting and primary or
printed packaging materials should include or
provide reference to, if applicable:

414 HERK ., —RAEHH, ZWLERTHEO
BEERRUTESL L T, RET LB
SEEEANDIE,

a) A description of the materials, including:

a) LTZ2CRA B O,

— The and the internal code reference;

-EESN-EHRUARSEI—F

- The reference, if any, to a pharmacopoeial
monograph; '

-REFIZRBE N T LIRS IEEREFDSR
%

- The approved suppliers and, if reasonable, the
original producer of the material;

FEEN-RRES. RUBE LS RHHOD

&

— A specimen of printed materials;

-REMHORYRER

b) Directions for sampling and testing;

b) IREFEMERBDIETR,

¢) Qualitative and quantitative requirements with

o) BEZH--ERNEREE. RUTEMNE

acceptance limits; RERF
d) Storage conditions and precautions; d REFGHLAELOIERA,
&) The maximum period of storage before re— e) BERENORXERERM.

examination.

Specifications for intermediate and bulk products

PRISESERFALIESORBE

4.15 Specifications for intermediate and bulk
products should be available for critical steps or if
these are purchased or dispatched. The
specifications should be similar to specifications for
starting materials or for finished products, as

415 PEBRENNIBRKOBIFEN . EETIE
WINhO*ER. VIR TIWABICRHRATELILSIC
o TLVETRIERESEL, SN THRE ., HigE
ggﬂflﬁﬂ BLVIRRERORERICRET

Specifications for finished products

REHLOBER

4.16 Specifications for finished products should
include or provide reference to:

416 RERBSOBBEBITHROBEBBEZSL AEL
T8BT5E.
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a) The designated name of the product and the code
reference where applicable:

a) EEESIh-AMRUBLTHBSIEISHEI—F,

|b) The formula;

b)ARF,

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

c)FIf L AEDFHMIECE,

d) Directions for sampling and testing;

dEFERDEEBRORET,

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

o) MIBEZH-EHMNERTER, RUEENE
REIH,

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

) RERME. LE2THHEE. BRHGREKEVLED
Eiglﬁo

) The shelf-life.

g A XM

MANUFACTURING FORMULA AND PROCESSING
INSTRUCTIONS

HELARUVIEERE

Approved, written Manufacturing Formula and
Processing Instructions should exist for each
product and batch size to be manufactured.

RTEh. XELL-BENA. RUTEENES
Mo~k BUNYFHALXZEIZERT DL,

4.17 The Manufacturing Formula should include:

417 ELENAITRESTI L,

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

2) HaA. BROoRERCREL-MESsRI—
FD

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

b) #l. BROSERUNVFHIXDEE,

c) A list of all starting materials to be used, with the
amount of each, described: mention should be made
of any substance that may disappear in the course
of processing;

o) HATHTATOEERBRUELEADOLA
ﬁ@g%hf‘éiﬁ@iﬂﬁ'ﬁiﬁﬁ?é%%:'JL“C’b
ERThHL

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

d) FEHAZH--FERRNE, RUBRETS
& . EETLIPEREDE.

418 The Processing Instructions should include:

418 TEEERZITiE2sT &,

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

a) BiEBFEAL oA ELEE,

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

b) EELUEEDREDERAE. HWIIERFE
NBREFIALE. FiR, BT RIECRH).

¢} 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:

o) EERUEREE, G, UHOEE. ChhoRIE
L&HELTLAIRTEERSNTLELRERL
FRHABABRESR TSI L, RUEBAHIRS
NERIZHALTWAI LD,

d) Detailed stepwise processing instructions [e.g.
checks on materials, pre—treatments, sequence for
adding matenals, critical process parameters (time,
temp etc)];

d) EEHN7Z PR ST TR TR R (BIAIE, RAE. &l
M, gféﬂi%bﬂﬂﬁﬁi EETRONRTA—5 (B
. mEF)).

e) The instructions for any in—process controls with
their limits;

o) MiBHEEF-I-IRAEENERE.

f) Where necessary, the requirements for bulk
storage of the products; including the container,
lakeling and special storage conditions where
applicable;

) HETHNLE. BB, T, RUBSTHBEE
ggﬁﬁﬁ%#&ﬁ&)f:/Ubbﬁn"nd){%"é‘d)ﬁi

g) Any special precautions to be observed.

9 BERETAERILIBFR,

Packaging Instructions

aEERE
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4.19 Approved Packaging Instructions for each
product, pack size and type should exist. These
should include, or have a reference to, the following:

419 BA2NHE. BERE. AEBEI LITRIS
h-BERREFAETHL, AEEREBICIE.
TEREFRZANDD. RNESBEELHE L,

a) Name of the product; including the batch number
of bulk and finished product;

a) NILIBRONYTFES, BRESGD/ WFES
ESH-BRA,

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

b) 257 HBE. FIF. RUSEDI,

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

o) ZRIMADOPORRZAOH. EERLIFIETR
LT:‘E%'U”(Z’O

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

d) BEGZERMHOME. TZ. EERUSE
EMHORBICEEL-O—FOSRESESUSE
23R,

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

e) ZH T H5E. BELL-RTMBORFIRIEE
B&. RUNVFEEOSRBREUVERDEDLME
EECICRBIINARTLTLHEMRRE,

f) Checks that the equipment and work station are
clear of previous products, documents or materials
not required for the planned packaging operations
(line clearance), and that equipment is clean and
suitable for use;

1) FE. RUMEEED. LAIORG. stEShi=3
BEERTRLEESATUWENES, HVEEMH
BEEShTVWAI L, RUREMNBERSNERIC

BHLTWADIDFER (SALIVTILR) .

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

g (FXRERB T HRIDTA 7T A HERIC
THH0. EBRUVEEDATLHREZEST. B
MIRERALTIEFE,

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

h) %iﬁ#ﬁﬂ]i’ﬁ%&ﬁﬁ%ﬁ’éﬁt\ BERIED
Es L O .

i} Details of in—process controls with instructions
for sampling and acceptance limits.

) RAERROBREEREEESCTENEERDS

4]

Batch Processing Record

HREH

4.20 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,
and should contain the following information:

420 BERRIEESND/ VT C LI R T B |
& BHOARBRISN-RENS L HEEEEOEE
TR3EF LTOBBEAL L,

a) The name and batch number of the product;

a) HGDAMEWTFES,

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

'E,% %iﬁwﬁﬁiﬁ‘ EELFRIBRERUETEADE
I,

L

¢) ldentification (initials) of the operator(s) who
performed each significant step of the process and,
where appropriate, the name of any person who
checked these operations:

) HETHEADEEETELAFREL-EXEDE
MA=e ) RUBETHIIE, Chod X
ERELI-AMOEE],

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

d) BERICAEL-EHERHAOELERIZNAYTE
B.RAREBREE (V\WFEE. RUBERLERH
XiGEMLTHEREL-RHEZSL).

e} Any relevant processing operation or event and
major equipment used;

e) BLET HRUEEFRBNITHER. RUERALEE
BEE,
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) A record of the in—process controls and the
initials of the person(s) carrying them out, and the
results obtained,

H IBASEEFNERIELI-FESDI= vl
ORBE. RUBRLh-ER,

2 The product vield obtained at different and
pertinent stages of manufacture;

2 HENFhEThBUNTERBTORMANE.

h} Notes on special problems including details, with
- |signed authorisation for any deviation from the
Manufacturing Formula and Processing Instructions;

h SLEAF RV IERERENDNNEHERIC
WLT, RRBOFALEMGRBES ALENEZM
ERIZBT HEEH.

i) Approval by the person responsible for the
processing operations.

D BEFEODFEEEICSDIKEE,

Note: Where a validated process is continuously
monitored and controlled, then automatically
generated reports may be limited to compliance
summaries and exception / out—of—specification
(00S) data reports.

o) F—rEh-ITEE#ENIZEZR)TL,
SR TLVDEBEIC. BRIMICERSN-BEEIL
BHEOBMEBERUER %N (00S) F—48&1Z
[R-THEATES.

Batch Packaging Record

INyFaEkinig

4.21 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.

421 1Sy FaERBEE\vF BWMINEEINh-
ST NRFTEIHULBRET DL, AR EREOR
WFEHEIRITETIE,

The batch packaging record should contain the
fallowing information:

ROFEERRITROREESTCL,

a) The name and batch number of the product:

a) BROEHENVFES,

¢) The date(s) and times of the packaging

o) AEMEEDEAB LR,

d) Identification (initials) of the operator(s) who
performed each significant step of the process and,
where appropriate, the name of any person who
checked these operations;

dHETEROERLIEBETL - -EETDE
Bl (A=2rp)l)  HBRBE I NODERETESR
LI-A¥D A,

~ |e) Records of checks for identity and conformity
with the packaging instructions, including the results
of in—process controls;

o) IRAEHEOEREZEH-OEBEELOR—
ERUVESIEOERDIR

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

f) 5E é:{iﬂilbf_ﬂﬁ?ff./a)%"ﬁ‘f*ﬁ’éﬁms E S
BLI-AE={Ex=DOHE,

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

f) ATRERPRY . /v F DS . ESHRB. RUE
gga) HMRORBFESHT, BRLERFHEOTY
oo

g) Notes on any .special problems or unusual events
including details, with signed authorisation for any
deviation from the Packaging Instructions;

o) BEBEEN,SONIEHERICHLTEERD

|BEEL. HALRERVLEE TIILVERICE

¥ AHH@LRRE AN,

j) The quantities and reference number or
identification of all printed packaging materials and
bulk product issued, used, destroyed or returned to
stock and the guantities of obtained product, in
order to for an adequate reconciliation. Where there
are there are robust electronic controls in place
during packaging there may be justification for not
including this information;

i) BRI T B EAT OIS, TATORTHMHE
ELOBROHE, EA. REXLVEERESA~
EBHEN-BESRESHVIHAES. RUREL
hi-ER0E. QEEFOMBELEFERLH

%)fg . COfRBESENRLGEDLESEEZhES

ELHD

i Approval by the person responsible for the D AEEEOEFEICLDHEREE,
packaging operations.

PROCEDURES AND RECORDS FIEE ST

Receipt 2 A
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422 There should be written procedures and
records for the receipt of each delivery of sach
starting material, {including bulk, intermediate or
finished goods), primary, secondary and printed
packaging materials.

422 FHEFHEULOEEA] PEEE. REE SR
ZED) . —RAEMH. ZREEHE. RUEKTR
HHO, BESEDZBICET IXELSh-FIE
LREBRAHLHL,

4.23 The records of the receipts should include;

423 ZADRRITEHEITL,

a) The name of the material on the delivery note
and the containers:

a) BEEREFBICHIMNTLLSRHM B DB

b) The “in~house” name and/or code of material (if
different from a);

b) (RGBS T RHBOTIHRNIBH. RO
RiiRe

¢) Date of receipt;

c) ZAH

d) Supplier’ s name and manufacturer’ s name:

d KB ORAMEREREDOEW

e) Manufacturer’ s batch or reference number;

o) BEFED/ \WFESRWISHRES

f) Total quantity and number of containers received:

) RAN-BHROBELR

g) The batch number assigned after receipt:

o BARICHYTONE-N\VTFES

h) Any relevant comment.

h) BEhET Ha A+

4.24 There should be written procedures for the
internal labeling, quarantine and storage of starting

4.24 ftART ., HERB OB EFE. SEMH.

|BRUSRISELT, O RHHOFIREEZXEL

materials, packaging materials and other materials, |4 A&,
as appropriate.
Sampling RIEERER

4.25 There should be written procedures for
sampling, which include the methads and equipment
to be used, the amounts to be taken and any
precautions to be cbserved to avoid contamination
of the material or any deterioration in its quality.

425 BABRRICAWLN AR RLEE. BT 58
BUBRHMEOER, LIS EOE{LE#IT5]-
HOEEBFREFEL. FIBEXELLT DL,

Testing

BB

426 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.

426 EEO TN ETNEBETORMEEMRERR
TH100. FiaLERAT SEEZRELI-FIRE
ZRASCEL. RELI-HEBZRET AL,

Other

T Dt

427 Written release and rejection procedures
should be available for materials and products, and
in particular for the certification for sale of the
finished product by the Authorised Person(s). All
records should be available to the Authorised
Person. A system should be in place to indicate
special observations and any changes to critical
data.

427 BHBEFERHEICOVTXELLESh-FIR
FERBHEEKUFIATELHI L, IS, BESh
EEEFICLLIREHUKDOTIHE~OHELEIZH
RATEH_ L TATORRIL, BESh-EAE
BHATESCL, BRGT—HICHLTHAIEE
ESTEE. EBELGT—SDBESHASEIIC
BOTWBLATLTHAZE,

4.28 Records should be maintained for the
distribution of each batch of a product in order to
facilitate recall of any batch, if necessary.

428 HEIZIHEL T, /Ay FOEIERZEIZT 518
D BROENAIFOFEOEHEFRELTHLZ
&, _

4.29 There should be written policies, procedures,
protocols, reports and the associated records of
actions taken or conclusions reached, where
appropriate, for the following examples:

429 LEGHEICE, FEOMOWT, At F
I8, BFEETE. &, To/HEIET SR,
B\ HEREXRLETHTE,

- Validation and qualification of processes,
equipment and systermns;

- TE.EBRUSATLONYTFT—1a2 0 S8R E
HME

- Equipment assembly and calibration; -EEOHITRUELE
— Technology transfer; BB Es
- Maintenance, cleaning and ; sanitation; -B5F. AR, &

8/9




" |- Personnel matters including signature lists,

-E£AL GMP-RIMMREOHE . BR-RE£.

training in GMP and technical matters, clothing and |BBODROKRIIFE LKA ORI
hygine and verification of the effectiveness of

training;

- Environmental monitoring -BRE=A)T

— Pest control: R R R5E

— Complaints; &g

- Recalls; —[a14%

- Returns; —R &

— Change control; -FRER

- Investigations into deviations and non- -2, RUFREEOHE
conformances; _

~ Internal quality/GMP compliance audits; -HBREELT. - GMPO B R

— Summaries of records where appropriate {e.g.
|product quality review);

-HEITGLTREOHRE (FIAIX. R mEHE)

- Supplier audits.

~-figRBEDOEE

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

430 BEREE RBREBOFEHBAICOWLVTIEHA
BOEFIEEFIREShTNAIE,

4.31 Logbooks should be kept for majer or critical
analytical testing, production equipment, and areas
where product has been processed. They should be
used to record in chronological order, as
appropriate, any use of the area, equipment/method,
calibrations, maintenance, cleaning or repair
operations, including the dates and identity of
people who carried these operations out.

431 FE RO EELOWHE, BELKE. B S
HESShTWAREBOFERIERERETSE,
FThLiIBRN, B, EE A FE.BE. &5,
AR, BREELERTILODIERTSL B
BIZELT. Bft. RUChOOBREEFTIAOE
NEEHD,

4.32 An inventory of documents within the Quality
Management System should be maintained.

432 BBIARDANATLAIZIEENDZED—
EREMFTHIL,
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