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CHAPTER 1 QUALITY MANAGEMENT

F1E REIARIDAVE

PRINCIPLE

I8l

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).

E =] = iz 0 3 & =
REHICEBL. F-Rel. RARUBHOMBETES
FYRZICEH T TEMNEOSSICHBE LR T RIERSELY,
SEEEOERIIRELBHOBETHY. TLTHA
DELORGDMFRUVETORE. SHGRTRUEZ
EEOBMEENELELT D, REBEERRICERT
5%, OMPRUSHEBLRHIRITHRIAMERYA
ATEFEMIZEHSh, BEICEBShTORE R
AT LADBFELGTRIERELEN, FhidF o BES
NEOEPENE=A—ShEITRIEESE, BRI
DAFLDETHORMNOVWTHLEROZITEADOS
HA8. BN OEALERY, EBRURMSERIAT
WIS, EREOREERVF—YF4X
RoS—vriziRBmpisE BBz " H5,

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.

SEIRE. OMP. REBERUSEIRITRTALD
EXIETMIMEISEEL TV D, ThEORR, 45
Ul:[ﬁf:ﬁ%ﬂ)ﬁiﬁ&lﬁ%EE‘E(:%?‘%)EE'&E’JL\'C
ZoTikRS,

QUALITY ASSURANCE

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.

11 REARLIENNX SREN-NROREISRET
B A TCHOEREENNA—FBEHEI T THD, B
MO RRICRELRGEEZRMIHEERIAT S
B TELN AL SN F LT ORXMTH S, Th
. RERIEEGMPR U A F OE AT TH 51t
OERLEYRAER TS,

The system of Quality Assurance appropriate for the
manufacture of medicinal products should ensure that:

E WE-HUENLERERIES AT LEETER
Y HE

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

i ERBIECMPOBERES BIS AN FETRESAM
EENBIE

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

CHEShGMPAERENS |

. ffi&lﬁ"*ﬂ(’ﬁ%@ﬂﬁﬁ

iii. managerial responsibilities are clearly specified;

il. FEBOEBIHRIRESNDIE
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iv. arrangements are made for the manufacture, supply and
use of the correct starting and packaging materials;

iv. BEGHERHMEVEHOBE, HARUTERICHY
BFEETAMBRTNGIL

v. all necessary controls on intermediate products, and any
other in-process controls and validations are carried out;

V. PR OV AEETEEERNIF—Iav(z
L. 2 TOLELEHEARMIN TNDIE

vi. the finished product is correctly processed and
checked, according to the defined procedures;

vi.. ﬁ%innl&ﬁﬁéhf'%ﬂlﬁ%k%b\ CEEICIIEH |
HERsh

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;

vii. BEE/NF ARG R R R U B R O |
EREETHBOVANTSRALRENBIESh BES
Wil EEF—YTA IR R~V HMRRET BHIIC. BEES
FRFER (I fgEhinis

vili. 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;

vii. ERESSZOANPH P, REERETELLOE |
&, WEkdh, TORLMYEHh A LETEBRY RS
TRRSBEETHEETEE

ix. there is a procedure for self-inspection and/or quality
audit, which regularly appraises the effectiveness and
applicability of the quality assurance system.

ix. B IRAE X T L OREME R U F AT sEfE % B HAIC
T SEERBRE Y/ REGHEEDOFIEAHZI L

GOOD MANUFAGTURING PRACTICE FOR MEDICINAL
PRODUCTS(GMP)

EFHGMP

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.

1.2 GMPIE, EEEPENL OIS, RTKAS
WERRBICEL - REEEICHELT, EL’C&J&é
NEEINTNAIEERIATIRERIAD—ETHD,

Good Manufacturing Practice is concerned with both
production and quality control. The basic requirements of
GMP are that:

CMPFEERVEHEEOmMAICERLTIDS, GMPD |
HEABHEUTOBEYTHD

i. all manufacturing processes are clearly defined,
systematically reviewed in the light of experience and
shown to be capable of consistently manufacturing
medicinal products of the required quality and complying
with their specifications;

L ETOMETE FES, $EE LTHR
HIIZREL. if’;ﬁy)bhénngﬁu%hb BigicEs
PHEERE-BLTHETHTHILMNRShDHIL,

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

i. HETHROSENEETE, &UI&IJ‘W‘%EK&
FEIZODVWT/NYF—2avEERTHIL

iii. all necessary facilities for GMP are provided including:

ii. A TEET . GMPIZHEL L2 TORERARESH T
AT

a. appropriately qualified and trained personnel;

a BYISEREARZEShIIGShAR

b. adequate premises and space;

b B ERM R URR—R
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¢. suitable equipment and services;

o AEOLWNEBE RO EER

d. correct materials, containers and labels;

dREGHH. BRRURT

e. approved procedures and instructions;

o RESNEFIRERUEEE

ii. samples of starting materials, packaging materials,
intermediate products, bulk products and finished products
are taken by personnel and by methods approved by
Quality Control;

i HERE, 8. PERE, /S OLHERUEREZO)
TSR EEBICEYRBEh = ABRUA ALY
BEEh3IE

f. suitable storage and transport

BT RE R U

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

v. operators are trained to carry out procedures correctly;

iii. test methods are validated;

iii. METEICDOWTIHA)TF—abdEHELA T RIS
DLy

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;

V. BERRTOYL TS RERUSRTIRAEE
ST o tZRTREREFEE. R/ RGEAE
BICKYRBLEITNISALEN, WHEDRRLTRIC
RELAETHE

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;

vi. HESNF !E&U?E.T*&)bh'ﬂ:‘%'?"\f@l
EARRCTOh, UROBERUVRELSYFEYTSH
BHEERTREBAME DI, FEESULLRHESICL
%@?26;&5 WAEDERGRBE LR EISEHINGA

vii. records of manufacture including distribution which
enable the complete history of a batch to be traced, are
retained in a comprehensible and accessible form;

vii BEEFEHTRL VT BEOBHE M BT HEE
DORBIEONYPTT IR TEELHE CTREShAIE

viii. the distribution (wholesaling) of the products minimises
any risk to their quality;

L3 2LOTHHIE

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. BYRAEEEL, R RBICRESN N B8
BIERICES L RBEAIE, BRENWDMELRFL.
FRBEYEERICHASNEELRRSNBIL;

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

vi. CEREBRAEREICHEDV TR S, ERMH.
HETN {\Ib’?%{uu&U%‘&“%uu@ﬂSﬁlifﬁ%@ B
LERICFHliEh D8, WA OFNIE, EETs8En
CHRBHOBERGEHE, TCITHESNFIEE,S
DRBEOFEEEL

viil. S OB (F15eY) [ERE~OVALBIRTERMN

vii. no batch of product is released for sale or supply prior
to certification by an authorised person that it is in
accordance with the requirements of the relevant
authorisations;

vii. EDWNTND/N\VFH, A—YTA A=V e
B HEBEMHCEBL TSI LERET DRI, BR5E
IS HAR D= HFTL TIRELEN

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

ix. BEOVAED N \F THIRFERWN EREA S ERT
BUAFLNBBE

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

x BESNEHEKCOVTOERIERAESh . REXRM
OFRENRAIN, FRBRKIZOWTEHGLEH

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

viil. MBS EITBMMLHRE RS HHRERN K
VREO+HESEY T UHRRESh ., E-HIS I
RELGEZECRESNTOENRY BEILTORKELE
[CTREShAIL

PRODUCT QUALITY REVIEW

measures taken in respect. of the defective products and |FCDh . BREHILETHE
to prevent re—occurrence.
QUALIY CONTROL REEE

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.

13 MESHE, GMPO—RELT,. ST YT RER
USRI b D, X, HELEET HRBARIRICE
EEh. RENFKESD CTHIEFIMSNDHET, R EIE
MO BICHESKY, XESKERE, S0 BICHRFLE
WSEE RT3, M, XERUHEFIEZ MDD,

The basic requirements of Quality Control are that:

SETEOEASHELTOREY

1.4 Regular periedic 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 BHERMRLENHT. ETOFAEEROEHY
XIFHEOBE SERE G, BFEOTEO—EHX, H5
FEHEUCRRREOTH I IRITRBOBUMEER
T HEMT. WAMVESERASIEALEEL, Ba
BRUTREOWEITOWTEET S BIZEELAT I
DIEN TOSSLREL, FIEOREHEREZELE
g;gk(f%u?’&'ﬁ&)'tﬁﬁﬁﬁi—@¥?ﬁbi(:EE

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;

L HREE, 84, PEER. LOER BRES. R
CHEITKYCGMPEBIO O DBERGDE=4I2TD
=0 YT T BERURBRO:O OB
. MG ABRURBEINEFIRENFETHIL

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

Bl \@Eﬁ%éhéﬂﬁ BEHRERRASOLOES
&’) HFEEE . M0

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

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

i, LSRRI EE Tho2/ \vFORE
RUEhbORE

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

V. TRTOEXRGEBXIIFBE. ThoIHEYT S
AE, RUBRLLTEBINZELE, THEENE
DOV TORE

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

V. IRXEAHAECH LR L2 TOLERORE

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

E%&éhf:?ﬁxﬁ( z’zﬁiﬁﬁ ﬁa HEOBE

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.

w%hﬁk%Li&bW%h%hwﬁ?}%E%ﬁiL'CL\Z:B‘ZTEE’J
FERYROABEEER THSESh TR RIEES N,
NUFOERURIHEERST—YTA X~V
1, BRFERRRERLLIC, RERELNFHR(EES
N REETHHSEERIALGTRITEBEL,

QUALITY RISK MANAGEMENT

EX- QP UEE TN

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

Vi, REMEZSLTTOYSLOEERVOAEDETF
FELAWVMERISDOWTOEE

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

15 MEYRIIARDAUMNE ERRBORBEICHTEIIR
JOFHE., EE. 222 =/ —av RULEa—I2Hd S
R TOERTHD, MEURITR T AL
HEELCTHERRBENICHITSISENTES,

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

vii. FEIZEETHETORR, EHRVEIRERIZE
DEBERESNFEERERAEIOVTORE

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

X, TEXFERCH L CERLEN-EEREORY
HIZOVTORE

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

x. iRk RFEA
(=S mﬁ&&w&%ﬁl*outmﬂﬁﬁ

1.6 The guality risk management system should ensure
that:

16 BREYRITRSAVNRT AEUTERET 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 SURY O FHE RPN
#OE REMICBERFIRBEININETHD,

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

SBEIRIRF IR CATEE A HNFREDER
B XELOBREIZYIAIDOBEISHIET 5.

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

si. BT 2R B R U L—T 4T — OB HEA
BPIRILER. K. BEHRE

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

TOEAOEPOHE JRATTRS A OB BT
Annex 20548 BOTL,

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

i BTEICEREL-ZHCETIMYROHPEHFSNT
WA EERRICZT H-HNDEE

The manufacturer and marketing authorisation holder
should evaluate the resuits 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.

SLERFRUVRGEARGEE X, CORTOREEETE
L. E-RERE. PIHEESHIVFALHAOE/UT—
LasERTT AENMBLTEHET L. TOLIUR
ERECETIBERENEIRBTH L, ARSNIR
EAE. PHEEENGHEBICERRAATET IS
T ChoDEEBISHLTRRLTEBLEE S 2FIEA
FEL. ChoOFIEORNEILE D RRBICRIIS 50
Lo BEDOREOR, HEHTRILASH DB AL, BIAL
B R A BB fDJ:al ﬂnn’;"fjﬁkﬁ
W—FLTELY,
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CHAPTER 2 PERSONNEL

B2E AE

PRINCIPLE

=8

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.

BREGREMRIL AT LORIRUHBEE XUICE
EREELEETH LSBT, AORETHREIC ﬁk
FLTLS, 205, BEEENRO>TV SR TOERE
EETHBISTATHOBRTAREFLRTNIEELY
W, BEADEBRTAThONLYBREICER A, X
RHINTWEHHEESEL, £ETOARREETS
GMPORAIEZEHL, HAEETHEOEHESHBEITHR>
T:fﬂlﬁ%?. HARRUZOHLMFEICRHELLI IR
BN,

GENERAL

2AYRIE

2.1. The manufacturer should have an adequate number of
personnel with the necessary qualifications and practical
experience. The responsibilities placed on any one
individual should not be so extensive as to present any risk

to quality.

2.1, WL EF T HEEERERERN S, EBRERES
THBINLGHDOABEEHTHL, LAEE—BEAICEY
oh B HL, REICHTHIRIELELLHSEIBERT
HYTETIEALEL,
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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 BEEFITHBREA IO NEESL0, BEER
FTHILBICHHEL, BB ARICRBINBEOR
#EAL, BOORBEERTTHLODBYERERL
TFRIEESRL, OO BB TS KEDBEEEEE
THETINRBEICEELTHRL, GMPOBEAIZEA
FLTWBABOEHICIEIREX LBRBETTEELAERN
HoTIFBAEL,

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

v BEE, YT R, BRAEAR VIO SE
EEFIERORDETS

v. to approve and monitor any contract analysts;

v. ETOFRHSWIOVTRERVE=4—%1TD

KEY PERSONNEL

EEEEE

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 TEFAFELUTOEEZEC, WERNMOK., £H8
BEBAOE, X, PEELThLO—~HOEHNHE A
FHEOHEFAEDLLENMEEL, BEEMNDOICIESR
INBTHL, BE. TEBRLEIEHOABNENICH
forhIEEsEN, BEHMRUVRAREREMOR
(&% A FILL TOET ISR, KEBGISBOTIE,
25, 26 R 7IZIBIT B O DBEEICDLTIEER
TELELHDI.

24 —

2.4 BEHL

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

vi. B5 ORI, ER R FRHEORFEEOERETS

Vii. to ensure that the appropriate validations are done;

vi. BOGNJF—Sau A ERER TOALEE R 5

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

vii. BBMOABICH L. BELSNZHARRUHEGN
sggg%mn BEICSLCEBMALIATNRIESE

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

TLV%,

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

25 WESFORE—BROICUTORBERS

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

L BERENDREERET 5 AICER BB E R
WSS, BEINBILERETS

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

i. BEERICEE T SIEREEREL. FThoOME
BRITERIET D

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

i, BB, ThohREEERBMISELN DRI
EENEIZLYFHEShBEGSNTWSILERERT S

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

iv. BSOBM. BERRURHORTEEORRETS

v. to ensure that the appropriate validations are done;

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 REBMRCEEEESMORE—RNITHFOD,
BOEBALCETT2RHIEET IEBERTH. £
N EEEFRIED. LTFREELD

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

-ﬁ(&féIEE%&x XBIEESNE-FIRERUTZDEOIED

« the monitoring and control of the manufacturing
environment;

- plant hygiene;

CHEROMETE

= process validation;

CIREAN)F=3

v. BEEAT—Lav ARBSNTWSILERAT S

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

vi. BESORFOABIBELT ST AR R UG
_f;f%bﬁéfh‘ BEIZELTEMBEENTOSIELREE

« training;

- Bl

« the approval and monitoring of suppliers of materials;

CREEREEORERCE=RIDT

= the approval and monitoring of suppliers of contract
manufacturers;

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

- FHEVHRORESHORERUEZSULYT

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

26 REEERMORIE—ROICLITORBERS

- the retention of records;

- BROKE

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

L BoOHBICRDHHEER, A, hREEE. IR
SRUBRUGOEEITTEROHEETS

ii. to evaluate batch records;

il. N FHERROFmET

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

ii. ETOREGRABHNERINCVSIEERIT 5

« the monotoring of compliance with the requirements of

GMP

- GMPEHA~DEEHEDE=ZYLY

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

AERUY T ILER

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

28 MEEFIL, BHICLYRERE R IRE EEHAR
BISTBALBEITAIERSENT RTO A B (i, 75
FERVERERLZEY). RUTOTHARBSHIC
HETIAREOH A0 AR ISH L TIIEERELLT
NILEBIELN,

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

2.9. GMPOER R UERICE T HE RIS 5718
ERAARRESICEY A TOM B IS LBEYLIIEE
FITHTE, MEIIHEEEL, ZORMIEIT TGS
FHliEh (&, P TOTSLRERShTEY, BE.
HWERMAORXITREEBHMOROVThh—HIzk
YRBENBI &, IIRERITRELRITAIEESE0N,

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 ERARELLDRE, PIXILHRFRERITEE

T, HiE. BRUREBERETTHRMAIYIEDIS
R TR T DA RICEIBANEERBLE TN ELS

[FAAN

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

2.16. Every person entering the manufacturing areas should
wear protective garments appropriate to the operations to
be carried out.

216 WERGICTHALFIELE, BT AEXITEY
RRHRES AL TRIERDEN,

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.

AMEZLKOREF. WERUVRERBAIZELTIEE
AL IS0, — R8I, JERAERDT A, B
EREARERHSBHEEZITLTHEROHIMBOR
BISTREELRITAIEEBEL,

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 EEFOFNFHINTVSHE . RUKEOH R
T ST BRI T A LRI ISR,

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

[E27=1 AN

211 FEBREIFEEZHTOED AR, BER TS
HEBRIBICTS ASBHNCEMNRELL, #iFbhi
WSS, BHIHR. BICABOREER, RUME
OFRBRISOVDTORERERBLATHILEDRL, ZL
T, EOEHBICEB LR IR,

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. I EMARF O LS55, BHREITIL—T BT HH
FOBEZDOVNTHAICERINDEIRIZ DLV TIZAnnex

[t

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

212 BEBEOHELT VIS ZOERRUERERET S
FERITOWT, MRS ICH T F LU hidgsin,

CHAPTER 3 PREMISES AND EQUIPMENT

PRINCIPLE

4]

PERSONAL HYGINE

ABOHEEE

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.

#H=—XIz@h e TERLETAIERD AN, Thbi
FABORE, HFEEEOEBRUEKICEATIFIEE
EHRTNIELELEN, ThsOFIRR, BRI YELE
RITEBEEEICTHADTRTOABNEREL, BFIC
WELEFRIEESE0, BIEEEIOY S LGRS
HEEL ., IERFICRCGHRBLA TR IS0,

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.

BYMBEUTEERE, ERSHAEEICSSHLLESIE
&, ®at, BE, fATh, RFERSNETA LY
W, TNHOEERUREHE. BIROURIERNT S
&SCEEEh, IRFHR BERIUUIFLADERRV., —
B, HESE~OVNIZEHZBLERDHIHD
f?ﬁgﬁt%ﬁtﬁ?’é‘ﬂ*&ﬁﬁ&&?‘é:kéf@@btlfhli
£V AN

PREMISES

Y]

General

e

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.

AL, HEEEOHELLT, KEISHETDARES
OHBRERETHIBEITHEXEICHLEILE
FERICTHEIUIBHEER L TLEHRIEELEN, 4]
EOEFBREOR., EBRUCEADOREDSHETRY
2 REEERELETARESLEL,

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.

RRRERERT D ABNTHEGRYERRREIHEL
BNBDERPESNZITHITEEEN,

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.

HRUVUBOFLEESESECTYRINRNTHD LR
RYBEPICEBELCOETRIZELAL,

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 HERVRFEEEESUROKHEICVIIDER
HRSGVCEERIT 545, BYITERGERFEES
NBHTE, B L Sh=FIRICHEVERL. BHY

BERTITHBLETNBELEL,
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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 MU RE.EERVCERRILEYTHY, Fths
FEEM LRSI AE R VRS hOERSR. X3
BOERSEDICHLTEREERESRNIL,

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

34 BMEERXIFOBBORAEZERRICHLTS
F3FE SN ELEHThETAIEESEN,

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 TR TOENARILE AL EEFIETHEAR
EbnTWRHhIEESED, B RERUVSEEER
BIEZOTERLUEDABNERELTEALTEI RS
(AN

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. 8, MUY ITE AR R B0 —ER G
EFE BRUKOEAOBAERRT DL R
UERETH L BTOBEMOE. TEHRYELER S
MOEBEFEETRITNIEARSAN,

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.

3N BKEIEBYRY A XC. ELFSY TR EDEELA
HEBTHE, BRHE TR/ T YT, DETSS
CENLIBFRECHEBN LA £, BLTHC

—Co

T T

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.

 RERISHEELGEFHRFOIRIERNRIC
T B0, BRFEOREH BIZIERZUULE) XIEED
ZBE (I IEEFELTOSMEDBEDOL0) D L3
BREEEKOBEIE. EATEZECHIAOROD
BRIRMERTELIT SN, HHEDHER. HD
BORIVEY, HHEOMPBELYE. HEEOEFEE
MREUVEEZERKOLSITESOUEITR—OBRTEE
LTIEARDAEL, st LT A FIREA MO, &
T2 BT ) TF—2avMThh TOAEEITE, Thb
DT DNTOE—FBERICH T DI v R~ (3
HEA=RESEOERERE) TSN b, RHEARY
BREHOISUIESYOUEXEESOMS(TFERYT
ARPTIEFSNGN,

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.

312 BRigld, YRR F R UHEE
LY, £ BRBICE > TELEYIR R iR CRE
RU. BEGESLRERUSBESO)EFEAL. HE
EHZIEE LT RIE S0,

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

313 HERHOTE L., BEIZOREDAICES
h, BEEnREETTHETNIERLHEN,

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

314 BEARETIRS BIALE, FLTILT BE,
BERUMINEOEED, 8120 S OB I, X
Riﬁﬁglﬁf&!«}?ﬁ%ﬁb\b?’b\éﬁI:?%MTJ:PKfiﬁéﬁh{
BohBIL,

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 EESORECEOOEYITRERX TR
AR TELLSICHH RURBLEFNEELEL,

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. BME., FEORN. RULEEFFELALIZEE
= HIBRIEIER TEGELBIBITT, BEAfThh bk
SIZBREER TNATEMZELL,

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 {FRBRUIEREEEHE. BUoEHE
FEhDOMS DRERAER/MEL. IXHFRERBL, X
METENEHEETEORERN. HALIR--EA

DYATEZNRIZT DL KBERCRERMHEERE.H
ERgIEBLETAILEE,

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.

SOABBICREShISAL. BUNBORE B KR
UXH) [ TFAT, DUBTARUBIRESBAC, £
WHFPEERESET ELBHDNDUDRNTER. R
CHBHSEITEENMTR DO TRITIIERELEN,

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

316, WERKE, BICHRICLIEETEEEES S5/
&SRS TR,

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

317, TREEEIE, ThoEETHL LhESURTE
RESHNMESREERBATERLTLEL,

Storage Areas

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

318 RERBELITIR @A OEEICETRFER

VEGEBRERETE ST NRESTHRINEESAL:

HERNRUAEMN, hERE, VIR RURR

BG. HEFHESLHE, HFTOHENSIRE, T
EEHEESNEEEA GEEX EERESN B

39 HEEHRU—RQEMH, PRMSXT/ LOE

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, RERBIE BRIFLREERFERIT 545G
BEESMTOETA RSN, T, Thb ERTH
gL RSN REREBNICHIFLET MDY
L BAGRERENBEGSR BRI, RE. RE)
ThoEHEL. BEL, B=4—- LR hEasii.
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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.

FRIERSEN, BIFANRRBEARRMHORHEE, &
ENHNIERERMIBERTERSISCHHRUVEHEIAT
WRITRIZEBAE,

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

330 KBEFBORB LSBT TORITAIFELAEL,

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

Any system replacing the physical quarantine should give
equivalent security.

321, [REEREA R A SN EEETOREIZLVRTSh
HBHICE. ChSDORBILBRARICRREL, TAE~DTF
JeXEFAESh I ABISHBLUEHRIEESEN, I8
MBBEUSN O AT LEFAT258E. REORE M
FRITT LD THETNIEES,

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.

JEATE, ERERICHUBERAHDIIE, b LE,
WERFREREBEERISBLTOTRESEN,

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 %, HERMAOSEESh UL TUL T REA

T NEESEN, YTV TR RERE T hI DS
Bl BRI FREN LT DL5UETEELE
LB,

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

325 FAEEE. BRUEESS A RE NS DR
B D=t OISR EE LA S R0,

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

324 BEICEETHIRBNIHS IR TRELRRE
-2 AW v AN

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.

Ouality Control Areas

ADEEECEREERS
n5H, ChOBEHBOR S TRELEEISHLUTEH
HMOEREBOETNIEELR,

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

332 RFEHOMERGE, WEREMSTELLITHS
NTWAIE, BREVIENUERBECRESNGES
[ZIEBIC, TILIETORRICEROBEX ZRyh—f
TRESWGET ISR,

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

3.33. BHEEAEESHEAY D (@I~OT5eR) RUY
ERMBRHEHL. OREMN S+ BSN TS

&

EQUIPMENT

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

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

BRERITNIE,

RATERE

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 %, mEEEARECIEREN DB T
AL TR AEY MEMRUBRSERETROF
BOHOHBRECTEETHY, ThoDHBREMTLE
LA BLTEMNEThBEEE0,

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 BEEHBEIL. ZCTHONAERITET SLI58R
ThTWAIL, RERURFRERITHLHD+7E
AR—ZAMEZENTNSIE, T ILRURED O
DB THIG D REXR—ZD G TEAESEL,

3.28. Sepa»r;;te rooms may be ﬁecessary to protect
sensitive instruments from vibration, electrical
interference, humidity, etc.

328 WEBORBERD. ERANGE, BENSRETS
f2OIC MhDOEBD SO BSh I BRIDETHSS.

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

Ancillary Areas

329 EMERNEHETEENH DY TILO 5%
HYEERSHRBREICIENGESSBETHE,

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

336 WERREIRSIC FLRECRETE SCH
B TOATRIERDRED, ZhidE e Bbant:
FIEEIZHEV L. ES THBLERETOHRESH

wo

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

337, R RUERRBEERRLGLAVESISRES
h EREShaIE,

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

338 BV ESBEXEFERLFIET B0
Shdlk,

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.

BV, MG LT S LD ELER RO AT R
DRBEIZHEL, TSI TRBRMENELIEREETH
ISHE, (0 ISLRBE A H > TIEBBRL,

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

340 EVITEHERUHBEOXFERTAERHEINELER
UEBEEDOERTRETRTRIEELAL,

fiERE

13/42

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 HE. B, RRRUEERHEBOLAH ALY
HESNEMBTRERURRENEIL, TOLLH
BROBORERMNRESNDIE,
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3.42. Fixed pipework should be clearly labelled to indicate
the contents and, where applicable, the direction of flow.

342 BREE L, ABUFE-ZETBEEIRNERE
RTT-HBELRFAITHONDETE,

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

BER, MEMBRICSHT ST I3V USubRUTRAA
ERFEEFHRT EXECSOFIRIHEVESTI L,

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

SIREINED, RIEDPHLEERMBOSHDHEAHAREIE
REhHT &

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

AHREICRBSh TOZTh SRS R0, BRELLAT
T EELBVLE TR AL RN, EREN X E
[FHBTHAPT L REALERAOREEEHTD
;l;‘%!;t‘ HELBELBELCOAEEBRYNELSI LIS
ZAAN

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

XENBETSN TOSBRICRIBEATERICEASh
BTEEMHIET AT LEERLETNIZELEAL,

CHAPTER 4 DOCUMENTATION

F4E XBE

PRINCIPLE

[ H]

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

R SCE Rk M B REE L AT LSRR BiRE
[CXBIL SN X ERBIEOEIZLSIZ2=r—Lay
MHELDBIRERILL , o/ \yFEEDBIEFEEIC
T5, REE. SLENS R UERE. FIEE. RURHEIC
FBRYNLEL FEXBESh TORITAEESEN, &
DFHPTEIREERATHS,

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

46, XERFEETHOTILLAL, LALIEIST %
*RATIVENHDBEICIE, TSDOFEEAIRBERT,
FEAOTEABVHRICLDFRETRETHENT
z%;‘egc0;4:5@?—90)%&10)7‘:&)[:%%&2&—1’&
®ITHTLE,

GENERAL

SHREE

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

41 FREICIE, SLEPICEATOIRMRFAL LR
SAEE LN IEELEOEEAFRICRERHShTY
%o TNLFSEFMOERLLTOREERT,

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

SEins  MITERVEEREREIANSGTRATOH
%yﬁ)ﬁl’ﬁaﬁb. FIRTOMITERVEETES

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

AR, REOEGLEBEOEEORTITONTOER
ER#HT 5.

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

R, BELEOLEROS/ N \vFOBE. RUTRRE
i:'s:0)&ﬁl:ﬂﬁﬁﬁ@h%f&wét@ﬁﬁéﬁiﬁ%?&ﬁ?

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

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

47. XBLORAHLITDAWAESERLEAL,
BEZEREBTIE EERTOEEARO S LTS
& BB SIS, EROBHEERHLAT SRS
(AN

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

48. BHRIT. BITHNRRINEBERISBVTELERE
SOSEICETEI R TOEEEHABI AR THEEL
SITEBBEWVEERSEETRIEELEN, ENLIERRE
HROFHHRODEELIERETRELZTAIEES

LN,

4.9. Data may be recorded by electronic data processing
systems, photographic or other reliable means, but detailed
procedures relating to the system in use should be
available and the accuracy of the records should be
checked. If documentation is handled by electronic data
processing methods, only authorised persons should be
able to enter or modify data in the computer and there
should be a record of changes and deletions; access
should be restricted by passwords or other means and the
result of entry of critical data should be independently
checked. Batch records electronically stored should be
protected by back-up transfer on magnetic tape, microfilm,
paper or other means. It is particularly important that the
data are readily available throughout the period of
retention.

49, TRk BFHF—2NELXT L, BEEXIEHhO
EHETELFRICIYRRTELN FRINDIVATLIC
BY AR FIEESEL, NREOERIERELLT
NIFEBEN, XERRNEFHT—2LEBHRICLYER
Yibh DB SIZE BRShEEOAH MOV E1—4R
DF—ED AN XITBENTEETH D ESICLIRThIER
57 TR RUHIROREERSLITAIEALEN, 74
ZUERRT—F RO FRICLYFIRESH, ELEE
F—ADAHERIIAN AR TH L BFHISRETD
NyFLa—RiE, BET—7, YA 787/bL BEXIE
MOFEAD/NNYI7YTERICI->TRETHIE, T—
A REFHREOSHEIThYEONFATELIEN
BHIZEETHD.

NEESEN, ThbERERUVRFERREORERS
[TEELTWEAIEESN,

DOCUMENTS REQUIRED

BEXHE

Specifications

HEE

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

43 REEEYTEL, BREMOBISERShAEIS
FUEE. FLHRUVBAHNRHRINEILE,

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

410 ERRHRCAEHH . TICBRERICHT 58
PRBHSH B ABHSN-RRENH DL B
igiakl:lirpl’a‘lﬁé&mi/Uw%&ﬁ.!:ob\rﬁ’ch%%
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Specifications for starting and packaging materials

HERHREUCEHIZOVTORESR

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

411, ZETEE A HRRHET— A EHREh
DEMHOFEREILUTEEOL:

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

d) HUITRUEROBERXEFIRENSEE

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

o) BRBEEEHSIEENRUERNER

a) a description of the materials, including:

a) LITEEHRMOREM

- the designated name and the internal code reference;

- EESh-ARRUHASEI—F

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

) RERERUVERLTIBACERYED EOTESRE|

g) the shelf-life.

e BIHRA

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

-BERNBLBE . ERFE/TIVIHTEER

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

;ﬁ%ﬁlé’hk{ HRERY., ARGBACREZHROH
7T

MANUFACTURING FORMULA AND PROCESSING
INSTRUCTIONS

BLENE RO TR E

* a specimen of printed materials;

- MRlSh-BEMHORE

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

b) YT RUBBOERXIFIREOSEE |

Formally authorised Manufacturing Formula and Processing
Instructions should exist for each product and batch size
to be manufactured. They are often combined in one
document.

EXCHHSNEHERF RUIREREAE RS LT
WEEh DN\ F YA RS EFELRTh RSN, &
MBELEELIET DO EIzEEHLNTIND,

4.14. The Manufacturing Formula should include:

¢) qualitative and quantitative requirements with
acceptance
limits;

o) ERBEMEEHSEHNRUEENER

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

d) storage conditions and precautions;

) REEHEROCEESHR

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

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

Specifications for intermediate and bulk products

FRESRT ULTERCOVTOREE

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

412 PEEERE LR ABANEEEENDE

& RIThEESHSBLN T4 R U I OFHE

ISALLhBHEICE, ShLITOVTORBESTITH
IEESI0 HEERREL, BYLESIEHERB I

BRERBIOVTOLOLRBRTETNIEEDEIL,

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

o) BROERE. LHRHICEENLETEHEERE
a—FERVTREBEIN . ERAShI2HBRHOUX
M MIIEOBETHETINESMEITOVNTEHE
BLATFHIEESAL

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

d) FEREESEAFShOBRERE, RUBRLTS
BEICEREET HPHEANGOIED IR

4.15. The Processing Instructions should include:

415 MITREERECEUTEELIE

Specifications for finished products

BRUSOHREE

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

a) MITERESHACERTSIEEEENLD

4.13. Specifications for finished products should include:

413, BRREROFBIIUTEELIL

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

b) BEEFAEMTLOICHODHEX I RE T %
OBEE BRI, AL TRE, BE)

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

a) HROEEEHRURLTIHEFBEI—F

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

o) BREEEB--HIG T2 R (PIX . TRE
B, FHFMIER. BARRE. B

b) the formula or a reference to;

b) MAERFBHE

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

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

o) EERFWEVEEDFMOLTOTH

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

o) BWELGHAC, BEO/LIREOES AR &R
RUBHTIBBICENINGREESHESHD
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) any special precautions to be observed.

0 EFTAERNEESERE

PACKAGING INSTRUCTIONS

aEEEE

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

416 BEG . BETARRUSATCEDER] &h
EASEEEEABATL, CROILEEIILUTE. Xt
FIZOVWTHBBEE ST TE

a) name of the product;

During processing, the following information should be
recorded at the time each action is taken and, after
completion, the record should be dated and signed in
agreement by the person responsible for the processing
operations:

IHEDE, FUEFTASTONEEATUTORENR
FEh, FRTRIEEREITRELIZICIIAED
B EHRUELATOhBIL,

a) the name of the product;

a) HEZ

a) HEE

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

%} BEELHR. RUZSTIHEENMICOVTHR

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

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

b) BLEDRI. ERTHEERUESEET OHE

o) BREBTOURIOVNTH. BENEEETRSh
T A X

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

d) SOEHHOBRICHET 50— FXESRES R |
U, ¥E8 . YA XRUVEIA(TEGD AZEWH/ Sy F X2
WEESNIEAEMHORELTIYRE

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

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

FINLOBERBIZIE, HR)ORBED(=IvL

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;

TR IFEEY, RURRON\vFSRESRUERY
RORREFERTRAE

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

&) NYFFUN—RU/RIENTEBESLLUIER

[TRESh SRS (OB IAN—XIGERTS
NE=RHEFERALGETH, 20/ yFFo—LHm
BEED)HE

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

0 gﬁ‘é‘ééfaﬁmlﬂéﬁ%ﬁﬁiﬁi ERLEES
e

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

0 ERBIIOS (LT 5 AERELT SEHDS
BESRUREOTRA RS D, UTT <)
S

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

g VAGIBRGHIERLED . SBEERUERT
BHEBIZONTHEHE

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

n YT T RRRUARREREES IEEEDE

i

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

9 IEREOCRRVENLNEREDA=S vl &
UL 4R

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

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

i)aﬂ’(a?;{‘c“hf:. R AR R E R ATLE

BATCH PROCESSING RECORDS

NyFIRM

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

417 NyFBLE LESNEENYTFITDONTRE
SNETHIRELED, THhIFRERBSN TOHEER
FRULEBEHEOEETIH CEIVNTNSDL, #
DEITHBEERT HAREEHIRERTELSITH
ThATE, BEERITEREIAT/ SvFFo—H
BFEhTOSIE,

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

LWAVEDTRRIZDNTE, FIRT A81IC. EERUEES
FICiE. FESNAIEICHEELGV BTG, XHF
RILFEHNBEET | ELEBILESCHEBITELU R
HETHBIILIT DV TORERIEHINDIE,

BATCH PACKAGING RECORDS

NyFaERR

4.18. A Batch Packaging Record should be kept for each
batch or part batch processed. It should be based on the
relevant parts of the Packaging Instructions and the
method of preparation of such records should be designed
to avoid transcription errors. The record should carry the
batch number and the quantity of bulk product to be
packed, as well as the batch number and the planned
quantity of finished product that will be obtained.

418, NUFBERRRUESN &/ \NYFENYFD
—EIZDVWTRELGETNIERLAN, FhIEaEERE
DEFERSIZETNTEY, FTDLSTREEERT
B RIEEEIRERITHISICHRHTHIL, BRI
FAESND/ ULIERONVFFUN—RURE, 55
CIZBLNBBRUGONFFoN—RUFERRMN
BRI TWETh SRS,

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

BEERERIGT SR, EBERUERSHICEPES
NmBEERIC. FREZLURORMG ., XEXERHH
BREhTESY, FEBIESRTHERISET S LER
BLORBHTSHIEL,
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The following information should be entered at the time
each action is taken and, after completion, the record
should be dated and signed in agreement by the person(s)
responsible for the packaging operations:

BAEREL. BEEENERTHIL,

395k, RRICE

d) supplier's name and, if possible, manufacturer's name;

a) the name of the product;

a) WEE

e) manufacturer’s batch or reference number;

o WEEED/ OFNEBEF T —

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

b) BEEEDHE

f) total quantity, and number of containers received;

) RFALEEHEERUERY

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

o) BEEEICOVTOREESR

£) the batch number assigned after receipt;

g SZFARBIZEYE T UFFoR=

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

&) BRLEERTUIOEEED/ZINIL

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

f) details of the packaging operations carried out, includ‘ir‘{g
references to equipment and the packaging lines used;

o) LIZEMER
Iz HRHAD LR

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

R EETSNAEEIANBIZE. BEORE)

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

FTERMATANER. BREVREOXELShF
IEENHBE,

) BULEEBERVBESIO~DOSHEESSH. Biich
f-aEROHA

g) whenever bossib‘e, samples of printed packaging
materials used, including specimens of the batch coding,
expiry dating and any additional overprinting;

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

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

PROCEDURES AND RECORDS

2 ARESEERIC, SvFa—F BHHRRCVHE
%:EJ‘J[IG)EHULJN)EZF%’%UL EREhRRHHOY
Py

h) SRS R U IERREALORBRICONTD, B4

IZEYRBEN MR E S RGNV ER
BRERIETHER:

1) BOLRKESERET SO0 hDESh, RS

NOBIERIFEEICREN L, TRTORTFHBRU/A
NOBROYERVSRESNLHANES ., HLIHS
h-HaoHE

Sampling

YUTYLT

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

i R U RO FRRE R IEFORKBEIZHEITE 00D
SALEIHIET B DI T REVAIRDERHIF (6
FEORESE) L&D ST IO TOX RS
N=FIRENHDHIE,

Testing

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

423 BRI SARBUVERERELL, BEUOMERRE |
THRARUVBREHRT DB FIEBAH ST
& RELABBRITRERT S L (FOEDITRSR) .

Receipt

ZiF AR

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

419 FEERHELSRC—RABHHRUETHED
BRI EQBFANIZONT, XEESh=FIEERUE
SAFELGT NSRS,

4.20. The records of the receipts should include:

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

420, B AhOTERELTESLCE

Other

Z Dty

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

424 BHERUNEOSRRUFERIE. BTz EMN
DI-DIZHEENIA—YTA XL~V LBRBRH G
DERFEDF=HOBFHEIZOVT, FIERIHEE,

a) MRERUELEBELOREA

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

425 BERSE . NAvFOENRERETIEHEZOE
RyFOEZRBERFLETAIEHLH (EsSs

).

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

RIS BT HHEICE, ELEHBRIS OV THED R
NHHE

- validation

N\YF—3

+ equipment assembly and calibration;

EEOWALTHELURIE

- maintenance, cleaning and sanitization;

RTEERRSLUEE

b) the “in-house” name and/or code of material (if by BHO RN 2RV Eo—F(aEE2LBEE)
different from
¢) date of receipt; c) %AH

- personnel matters including training, clothing, hygiene;

I ER, MEEEESTARICHTSAEE
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- environmental monitoring;

BREE=SULT

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 AREMECEREREZIANISEEOERIC.
ZhOMHEAH LV EHFAHEShSETILYEN
1o RITEE ERELTHECE,

* pest control; MERBFR
+ complaints; %’i‘%
+ recalls; -
* returns B

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

427, TEHHERURREE SOV TOBRRRIREFEF

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

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

56. PRIBGERUNLIHSECTHBALEERZ. BA
NOBIZHREFEELTRYBDETAIZESRL,

VORE.BFEE, BRGBEERICONT, B
é}ﬁ:ﬁm%{’ﬁ%iﬁﬁ%‘%’%ifié%ﬁﬁf%ﬁﬁl,fot(‘hh
£V AN

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

ﬁ‘éﬁ‘nﬁ*ﬁ%iﬁéhf:fliﬁﬂ)fﬁfﬁl:’)l,\'tiﬂﬁbfilfhliii
BN,

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. $ A TORBRVHEREHEECIYRILISNE
DEEETT, NFORHRCEEDRELS LTS
FOBREREST DL,

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

%Zif.ééﬁﬁm.\:k%ﬁ%ﬁ?éfz&)ﬂ\ﬁt:ﬁmﬁ%ﬁﬁ?

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.

YZRINERTHIGEEBRVT, B—OBETEBKIZX
[FEHELTERL TS,

CHAPTER 5 PRODUCTION

%58 GhE

PRINCIPLE

IRAl

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.

e RIS RESNFIREEEFLTITDOEH
NIFEHE, ENLRRELREEHTAURENET
55I12GMP ORANCEAL, FBEETHMIEFTRY
RFEABICEBLTOETAEELA.

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

510, HEQEREICANT. W RUEAHEHER
BRUMBOBERASEHSNDZIE,

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, HRLTOWARARUHERICONTHEET S5, B
ROBERGIHER LT 253 EENhbh DL,
;ﬂg!i%l:%%’fix!iﬁ&#?iw%ﬁ@ﬂx‘)?&m:%‘Cl:j:

General

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

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, FANWRURES, Yo7V 7 BE. SNLVERFR.
WHL MTARE, 8ERUVEZEOLITETORBET
HWEOBRYRWNE, XBESh-FIEE R EIEREIZ
HoTiThh., BELIBEICIERGEINDLIL,

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 £ TCHOAFRBECONT. XS A EXE |
BYTHAHZEERIT 2OBERLATRIEALEN, B
g%ii%%f;iﬁ‘é!:li%i%b\ FEREDT—4%ERTTS

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 BRAOBRBRUFHOREAICEREERET
BEEDOHLNALEMOMBELRAESN., BBEhELR
HEBPMIHESNSTE,

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 SEQETHOBEICENT, £TO. JHE, 1LY
A AVOhATEQERRUEYASSHEC. 1T
FZABEIEEHE. TOHE (ZETHHE) KXY
NRYFFUN—ERTRRETIN, HAINEBIDAET
BEINBCE, ZUTIBEICE. CORTRREEOH
PEICDWTHERRTHIE,

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

513. B, BEXEBRYISERSh A5, Bl
TR TELEENEBLEERTHEE SRILED
EAICA, REEZFTREBIZL. REP. 8B T8
HES, O EFEATIILELELIEERTSH S,

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

514, WRF1DOOREMSIMAEET SFOIZHLSE
ERUOEBHEIL, ELLAETERSKTNDILE
BT 2-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, {EHEXEFIEENLOVAELREEATEAERY
BTAHIL, BEARELIBSIL. BULSBSICEREE
LE’&KF%?%ML, HEREETHEN. BEICTRRETSC
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5.16. Access to production premises should be restricted
to authorised personnel.

516. MEETIBRY~OT7 IR FAShEEDH
IZHIBR LRI IEAE SR,
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5.17. Normally, the production of non-medicinal products
should be avoided in areas and with the equipment
destined for the production of medicinal products.

517. BE. EXEANEANREBRICENCT, F-EXER
%‘éi‘ﬁﬁ?0)%EEFﬁb‘f??lﬁﬁﬁ:i@ﬁ?‘%:&liﬁﬁé:

°

VALIDATION

JF—iay

PREVENTION OF CROSS ~CONTAMINATION IN
PRODUCTION

BEITBT AR EROMLE

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.

FEE ST hIEESED, COBEMRFLEOYR
I, SEPORHITERZHLOREEN TLVELE

BOARER. ATL—RIEMEMORE . £B LD
B, RUEEBOBFRINSET D, COURIOEKRYE
(&, EEMERFERINIUSOERICLYRLD, b
THLERLEELEEDEEERAEEONE. EHEEH
THEMFEUHF, HAEDOFILEY, MREE. RUHBOS
EEOYMETHD FRARIERTHAIEEFALNHH
BILEHF, BARLOLRHMBRESNIHURATHS.

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

521, NJT—La [ZGMPERIETAEDTHY  FHEE
NEFIERCROEET 5L, RERURREERT S

o

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

””” FHEE. £
NABEOBETRISEY S EEKET HI-H DR
ERUC& MESHIRMEVREZRAVSREDIRE
ﬁ%%féhé&E@&ﬁ:"éﬁﬁwiiﬂiﬁ?’é:&ﬁfﬁté

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.

5.23. EBEXEFRBIZEBTEVIGIERLEH. WHG
BARU /X TEOEREICEEERIFTTREMENDH S
WETE~AQBEAGERICOVTINYF—av R
LA R IEian iz,

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

5.19. RIGERITHIZITLUT O LSHBEGRITAIRIT
i EOFRICKYBHIEShDZE

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

5.24. TRRUFIRIEZNLABOEREER T DHEE
NEHFLTVASILERELY H7=0, FHMITIUTAH
W (R HOIBRIZENHSRR TEHKIR) B/
FT—avERITHIL,

STARTING MATERIALS

HERE

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) ENINFREBTOME(R=SYVER ETIF,
EFBF RV HIEOMO EMERA O L5 MGITK
HEND), RUIEFro_A—U £ BEICET 558 &%
NISBIEHEVTITHh BT RS

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.

b) providing appropriate air-locks and air extraction;

by BEAITOvIRUHRORE

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

o) RUERFF+HITNBEN-ELROBRERITER
Alz&YBIERIShBEFERIRIOBR/ME

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

d) XXFROBZIRIEESHLSAMINESHLD
i CORER DS

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

o) AMTHRVEBORFNEFRO—RITERR
THAEDT. HHMEABEMO5ESH R UBEEFIRO5EE

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. HERHEEET SRR B CHE SN TOSREE
NI BHAE D DOH., EL AR THNISEEENSER
[CHASNACE, WIS (< LURT SN th R0
TRRME R LT S LA EEN D, BYRL.
SRLET RUARER, RRITEERUFEHLIE
FIEEED. SHHERHOLERVEEDT A TOH
M=oUC, BERRUHRE LRI T sosin s
THd.

) using “closed systems” of production;

D B RT LT ERLEREE

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. HEGEICHL ., REITHEARUVHEOTLECOL
'écﬁif:im&.#&U{#.ﬁ%os&wtw—’é&u:autﬁ&%ﬁ
A&,

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

9 BEAROABREVCEE~ORFRERTOER

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

528 HLLIEIQOREEEARLSN\FTHEIATINS
BEIT. VTR UTILT BB RUAKHIEIC
HLABLRGEhBIE,

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

520. RXEREHLETHFRRVENLOBMEEE
HLNEIRICHEDELMICHERT SIS

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

5.29. REREBICHLHHERHLBELIIANLKRSND
;&(fsﬁ;msﬁi—%&ﬁ)o SAEDEEL LT DR
BLTE:
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* the designated name of the product and the internal
code
reference where applicable;

. ﬁ%‘ggﬁﬁﬁéﬁémﬁ%&Usiga“%i%g«mmm%ﬁéf
4=

+ a batch number given at receipt;

BANBITRESh S FFOR—

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

%ﬁfﬁﬁﬁ%@l:li, AEDOREGZE. s, e
Bt TR

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

CEYREICE. AR ETRERI SETF AR
PBBELERD AT

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

BEMREICaE1—AESA TS EE. FR0ET
DBRBMELTLESAL LIZRRShAGE(TERL,

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).

YIEFRIBELEFENHHIE, ST LA ERSNN
WOBRIIEREINDIE(EE 13ESR),

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

UHRAOHRFEHOADERAENBIL,

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. MEREE, ELCOEHAEETEIZSA)
SN BRECERCEREH ESN DT EE R 51
géﬁéggtﬁmm:;uK%&béﬂf:?ﬂtﬁi:ﬁ‘ﬁb%u

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

W LTRSS, £ 0ORBNRFREIhDLIL,

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

534, ENUFOEOICIOEEhEREE-BITEES
NUERFOIEAB L OESITSAULERESNBIE,

PROCESSING OPERATIONS-INTERMEDIATE AND BULK
PRODUCTS

TRER PRESEC LIEE

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.

BEFS T, E-REOFRICLEORL, HEFRH, W
i MEOBRBYRELELENCEERITTIRATYT
HEbhBIE,

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

g.lzg_fi%m%&w LM RIS E SR T CRES

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

587, BEIRICOVWTAYTF—La g ERLETFAIE

RN (REQ /Y T—aV"8R),
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5.38. Any necessary in-process controls and environmental
controls should be carried out and recorded.

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

fREShATE,

PACKAGING MATERIALS

art

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

5.40. —REBEHHRURRHHOBA. BIRORT
EE;@. iﬂ%ﬁﬂ::ﬁ%%o)mm:mmwﬁm{
BTE,

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.

5.41. FRMBHIHLUFROIESLbhdIE, Thio
TR TOT V- ERERRT B84, BI-RLTH
DIRETTRESNDL, AvbINLR I OBRL®
FTORFMHE, BREERT HORAShTHAL N
EERPTRERVINESN AL, SEMHOLOEL
(& EBSNEZABOAR LY, RBEShELXBLSh
F=FIREIZHENTDNBIE,

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

542 FHREiM Xk~ RBEHEIT, BEC EXE VT
JEIT BRNGSBEES VSHN RSN T ESh3T

°

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

543, KAU. XEEREG->-— RAEHHRETER
MR ESh, #F-IORSERBINDEIL,

PACKAGING OPERATIONS

BERE

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.

5.44. BEMERISHTOIOISLERETHHEF. R
ERREAXBEERDYDYRIERNET BT=HD
BAHDEEA DN DL, MBEWEIREILOERY, B
TAMETEFELTEELENIE,

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

545, BEAEZERODHHIC, FERE, 8RS HR
BRCHOEREESTHY ., ELUNERASN AR
BDEE. FHXIXESL, Thosl, BEOEEICL
BEEShBVBRERFLTOEVIEERIATERTYS
BEWONBT &, T TN TF IV ARG EF Ty A
HVRTENHIE,

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

546. WYFHH TOSHREDBHREU/ OFFo =4
FEEERERXESAUICBRINDGIE,

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.

[CEEENI-E, HE. A HRUBEERELO—KI
DNTHEREhBIL,
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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 R CARBBRIIR TARISES THAZE, A TR
ARUESBHFOIIGNIVESFEMELERL, £
KETHIENDRBIE,

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.

5.49. BE, RTARUVERISIZFHEONTSINLKRRDT
ZHEITEPNMITOADIL, ELESTHRVBEIE B
BXIEEoSNUNRRAERIYEBLONIEERITT 58
VIR ERENDHIE,

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.

5.50. FHEIZXITEED—IRTITONANNESERIE
E@IAE, 3—FFo A — MR LBEELERNTE
Fah, ELRHINDIE, FERICIHEMRICITEEN
hhh—EOMRTHERSWSIL,

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.

ZO)RYVIAABA IS4 0 TIIHONDIHE FFHTE
Aihhh b s, O—ILEHES L ILREIO BT,
HURSRLLYBEIFELL,

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

5.52. WAVEBBEFHI—F)—F— SN AD L A—XIE
BHET A ABELMERL TS EEREIET 570,
ERNMTHhBIL,

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

553 @EHE EOMRBIXIEZRYShi-IFRITHERBT
HELHEIZHUERETHDIE,

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

554, AERICHETAMROF T EHEIT, DllEd
UTERRTHIE

the following:
a) general appearance of the packages; a) RO RN
b) whether the packages are complete; b) AEMNELTHHN

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

o) ELWEERUVaHAERSA TS,

d) whether any over—printing is correct;

d) WAVESRIYRAAFIRIBELN D

e) correct functioning of line monitors.

) SAUEZA—DE

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

BESIUASEEELN YT ILIRSANIE,
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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.

BLURHSNABICEDRENMTONEZBEDAT
BICETIENTES, COERITOVTHEREENE
BEINBIL,

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. XS HIZEHON NILIBERBRURFHE
DFFLESWICHBIN LV MIED LN EEERA
RIGEEEWEREVLVEVLATSh, MR ITFHEIC
ILBECRESRBANSIBHL,

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.

NgAOLNVEHBHM LIRS, IRORBEETIC
& O—FRIRER TOVEDNRFHHEEREICRTHES
&, B ESh = FRIzH52 L,

FINISHED PRODUCTS

B

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

558 BRESEThOORERMEEEHEE CHEE
ENRELLE S TICTRBRESNEIE,

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, REMBEOEZEDOHDHFATHEDFIZ, &
BLEINABBRUK/BRVIBEBRICOVLTOEEILEE
SEEBECEBRIN TS,

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

560. th Rl OFER T, REEE ZERETKED
EEELTHERE N RIS TTREShAIL,

REJECTED,RECOVERED AND RETURNED MATERIALS

FERK. BIRECREShEY

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. FEMOFRHMR VMR, O LI ITHBEGRRMN
Fhh, FRshRBICHEICRESNDIE, ThO
FHREFIC RSN DD, RISEYAEACIEEMI XL
BRSNDDAOVWThHMTHEHZE, MOENDEBEHLVS
nTHh, BAEhzABICRYRBENFRHIN ST

o

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.

5.62. AEEKOBMIEBINGIZOATICE, THIT
BRUKOGHEICEEEREST, FEISEEL. 2R
ETDYRTEFHEL BRI, HESh, RBSh-FIEIC
HORBEINDGRICOHEEIND, BMIORERSE
BRETHE,
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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 BELURHISHAELTLAUMON\vFOEHRIE
—#%, A-BR0/\vFOFEDIMERICEEAL
CEIZEBHEURIERIEH LM LHEBENH L, COEIR
e, HHHRITHITHVNEIHEOTARELED
TS BHURIEFHELI &I, RESN-FIRITHEN
KRS BHIE, BIRERETETHIL,

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 BMIShE-RRESZVZENRHEZETRRE
?@fi&?]ﬂ%‘i@@%iﬁ’éﬁﬁ%‘ﬁ%ﬁﬁ EBBLEITIIE
AYAAN

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 REFEIFOROEIZLRBIEF2EICELNS
nTWS, RETERMERELLT. IATOREER
FIEEREILL, N\ T—2avEREL, FIREHEITLRG
NIFELEN, X, BHEVBROSERYLTLERE
3328 FHNREVASEROBERTERIET DL,
BROREUERERIETHE. RRGAHICHETHE
HORECLBESHLAE ZDOMOEBELHT S, =
NEDTATOMERIE, XELSHFIRIZHVEEL.
BECEAEEELLTRITALEN,

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.

5.65. WEXEOBTEEHNTLES-HGADERSTN
R, ThOHORENBRETEL LSRR ORI
BUMGEELSMITIRT DL, TALIEXELShT-FIR
IZREVSE EEMPMLRLCGHEL - RIZOAH, ZThb0
B, BONLERIIEUEO/SyFADYH — %
FEBLTERN, COFMEICIE, XRUSOME. HEL
TEORBGRESENE . TORBRURBE, Lo Zhnt
HESh TUBORANEOT A TESRICANDSIE,
HRAORBFITHLEMMNELDBEIESERRSFER
THEAMTEEMBMILIEAETHLIN, BHEX
[FEFERCET D EEERLIE MSNLNEDHE
BELHLEYICERERT L,

CHAPTER 6 QUALITY CONTROL

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.

B WEEEEED)OERBLE 1 — RRERRE
~OBEERVRROERBEEZOBRELEH. TATO
BEILERERETHIL,

67,47.7Quality Control personnel should have access to
production areas for sampling and investigation as
appropriate.

EORORERBIST 7 ERATARETHDI L,

$6E REEE

PRINCIPLE

I8

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

CRIETAAMBAERESN, RN RGORENHER
TELHLHWESNAETRRMMSERO LD B A Sh
T EEESMNREIHRB OO HBFHFTINGNE
FRELY 5., M, OB R CHFEFIFIRIZ DL TRY
%5, RETEIERREARCBESAT. REOREI
EHLAHERDOSH LT R TOREICEHELAThIERsH
L, RETFENEENMNBILTOSILRREEROR
BIREEBIIMATHHEEADND,

Production is considered fundamental to the satisfactory [($1E4EHR),
operation of Quality Control (see also Chapter 1).
GENERAL E3 e

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 "y
available to ensure that all the Quality Control ’
arrangements are effectively and reliably carried out.

GOOD QUALITY CONTROL LABORATORY PRACTICE

EEIRE

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

EEEIGI-HT 5 —RHR U EOE#ISEE LT
[EHEBHL,

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.

RUBRBICLYBBELEBRETSIHICENTHICE, BT
B ZNICEIAWISHB T SRS —BL=HBOHER
ZOFEARFEOBRAHIFEHEIIDA. Thid
AEEERRICREBLAT ISR,

DOCUMENTATION

XEit

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

XHLOBEEHH . FHEEBICHIDEOTHY, LT
ISR HALEB OV TOXRITEONCREEEL

HEMP M OSPAMSHILTHY ., EHICERTES
1oL D EERBEEEL CL BT TRA DTS
h BREETHEORBOFICHEHTL, BOTER

| T RTOSKEEBEOF T AHRMN DRERICERT

ENBTEERET BT DI TIEALEL,

details should be readily available to the Quality Control  {FRIZEBLTHIARIBETH L&
Department:

»specifications; HR

= sampling procedures; TV EIR

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

RBRFIERVER (ST —MEOLEBRE/—H
& &)

»analytical reports and/or certificates;

SRSV LEBRAEE

31

/42

»data from environmental monitoring, where required;

BELBARERE- AT 0T 4
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»validation records of test methods, where applicable;

-EETIHEE RBAEO/NT—ay

=

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

g&%%@ﬁﬁ&lﬂﬁﬁd)ﬁ?"ié‘ﬂl:?b\‘cwﬁlﬁﬁlféﬁ

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, NUFRHRICEET AN EAREEEOXELR |
b BEAVFOEDERE 1 ERESTHIL.

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

6.9. HABWOT—ABIZIL, s B
BEICOWTIE, B8 ILER OFHEEATEICT 575 %
THRBIENHERSND,

6.13. Sample containers should bear a label indicating the
contents, with the batch number, the date of sampling and
the containers from which samples have

been drawn.

6.13. YU TIWEHFICE, NyFFoN"— T
RUSVT LD RRENBFRELEITHBEYIZONTO
EHERTULSANERAGTHIL,

6.10. In addition to the information which is part of the
batch record, other original data such as laboratory

6.10. /AU F RN —E THHEWICMA T, HAEBRE/—F
HOWLBRBRO LS04 ST ILOTF—sbEEShE:

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. BRUZOZNVFHLIEBMSNEBEZ YT
&, BHYREEETRESNETAEES RN, Bk
HNRLEERKEERET, #EEHTTRESAET
NIEES . HERH GELE . HRARUKLN) DT
Wi, REESMEREINDIDTHIIL, LEELHGD
HE#ERMBESNE TN IEEEL0, COREIRM
(&, REMAKYELERITIE, BLTHRL, L
BOBERVUTIVE, VLK ELL2EROBRBERE
FTHDIZHRERERTHEThIERDLL,

TESTING

SR

notebooks and/or records should be retained and readily PELCHICFIBATEETHDZE,
available.
SAMPLING ST

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

6.11. HUTILERIE, LT OREHNckShi-, RBS
M EShEFIBIR# LV ThhEIE:

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. S AHED /Y T—2aV e EHLA T hITALE
U, BRFEAGRICRHEN - 2 TORRERRBSNFEIC
FEVRELEThIEBEL,

*the method of sampling;

YT Fk

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. AR REEEL. RRBETRFHLO—BHEH |
BITHIE, ADFTEMUMLEHEIE, BB ICRERLG
NERBIELN,

~the equipment to be used;

THOLhEEE

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

6.17. EiEAEABRFRRIN . FRKE UL
TOF—5E8EGTE

~the amount of the sample to be taken;

CEmYUTLE

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

CREEETOVUTILDINSFIIONTHIER

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

a) REXEHRRADEH., RUZDTHIHSILFIH

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

- WS YU TLER O TR UTKE

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

%/\"y?"}"zl\*—&l}l BEVEI5E (EEEREBGVLEEE

the identification of containers sampled;

CHUTLVERRER AR ORI

¢) references to the relevant specifications and testing
procedures;

o) BETHREEVHRFIE~DSR

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

& STORHEERBIE

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

J) BEERRUHHSEECHBRRERTES A O 5T
SERELERTSEETh~DBH

«the storage conditions;

- REEH

~instructions for the cleaning and storage of sampling
quipment.

FYUTYOTRBORBRRVREITOVTOER

e) dates of testing;

o) BB A

f) initials of the persons who performed the testing;

D RBEREO=SvL

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. BERYUTILE, ThoARBRESNREFIE
WREONVFERRTDIOTHD L, TOMIZTIET
BLANZAOMOBBHBIAE, TROBOE KD
NEE=A—FBHOY T LVERBRLTERN,

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

=Sxib

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

h) B8 X EF ERHE(IIMDKEDRTE) 12D T
ORFEFERETEESN-EEEORFAVDOESR
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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.

618, BENKENTHERR(LUTDNOILDEEDHT
RTHOIREEDL, REEEHMCLYERShFE
IZHEVNRESh  FLERSEHRThAIL,

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.

6.16. ABE DI,
7& BEIRUEROSEITEENGEES bR T
o ENLEXELENLFIRIHNERSINDIL,

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. REABMOBEANFESNHBEREZEELL
OABARVAREDELERTT I, FRERH
R OEHHRGENIRFESELEIISNLE
[ZRENDCE, ELIEFERHAOAERICOVCE. E
EOEEDERHBRUVCRFORITI7I4—MNTRINDT
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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.

621 MEGEE X HRERCEASNAVANGENE
IAIE HERVEERIODVTEZhLORANES
BELISRENDE, FARUREICOVTOIETEE
SYRHIE HASEITFHENEOERHRR U/ XUE
HORBE. BANBFEEAMNICRET 20ELH 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.

8.22. Hi5. BRRXEESOHBRICALSHYIE, BT
HHFEITFEAMBREERITHIE, FHRRISET

BLEFRIT DEDIHIFINEBINDHI L, EHREAI

;.:'7% ig; ZThoOERRELRITBYIRGNRES
BTk,

BERUAE |

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. CHIFEICTHREERETOEERICHLCERE
NHEW . NIWIBREECOTOYSLIZEDHHIEIZDNT
HERTHE PALNNIEEN, SBEINDFRU/
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SNBIHEIE, AEROWUSOREEITH T HHENR
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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. REMEHRIOISLEXEBLShzTAMNILE
12, BABOERB|IFEORRSh, BRIEREFLL
TERGIOLTHIE, REMEERIOISLTHEASh
SR (EYhTREREF v \—) [EE3EOLRFEN
WZAnnex 15IZHELEMEREL. RUBRTEET L
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6.27. The protocol for an on—going stability programme
should extend to the end of the shelf life peried and should
include, but not be limited to, the following parameters:

6.27. REREETOISACO L TOTOrALIEE
AHROBRBRICETRV. REFSNEVLAUTO
INFA-REELT

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

- iRy, RUBRRTREEICIEELS v FFAX
YD\ FE

» relevant physical,chemical, microbiological and biological
test methods

- BEY SR (LER. MEDEHRCEDFENL
HER&

ON-GOING STABILITY PROGEAM

REUBERATOISL

= acceptance criteria

- BREE

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. fifRSN TW B/ v — DA ORFIIZEEST D0
REREEOMBEWGIZ L, THYL AL REBEHT0o7
ANAZBITBHER) LR TR TH OB RN TS
-zl:.(:ﬁéb\ HHRRICEERORERITEZI—ThBT

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 REMERIOTSLO BRI, BAEHMHRIC
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« reference to test methods

- HEAE~NOBHR

» description of the container closure system(s)

BREEVAT Lot

- testing intervals (time points)

HERRR (A LARAH)

« description of the conditions of storage (standardised
ICH

conditions for long term testing, consistent with the
product labelling, should be used)
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= other applicable parameters specific to the medicinal
product.

CBEERICEICBERINGATA—E

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).

628 HEUBRIOTSLICHTETaraLE HLE
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BEH~EHTIES).
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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.
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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.

FREERVSHIE, FHARREORE X EEERLL
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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.
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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.
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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.
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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.

BB E Y RO LB T 5 X B LDROBAL
NERBEN,

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. FIES . RITERGEREOBERAIFAZELETN
[FESEL, DWAVEDIREESNRERSAOBR. NLEX
BEEERLEESIMEEFICRET IS, HIHITH
BLTVSAYFIZHLTEIYBSEEIZDONTIEE
GMPH A REE8TEEIZHEL . F-BE T SR E FFICHL
TERTHIE.

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.
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THE CONTRACT GIVER

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

73 RFEEE RRAFNROONDEXLBEDIERT S
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CHAPTER 7 CONTRACT MANUFACTURE AND
ANALYSIS
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PRINCIPLE
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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.
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7.5. The Contract Giver should ensure that all processed
products and materiais delivered to him by the Contract
Acceptor comply with their specifications or that the
products have been released by an authorised person.
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