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CHAPTER 1 QUALITY MANAGEMENT

F1E SEIRTALR

PRINCIPLE

|IwE

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 safaty, quality or efficacy. The '
attainment of this quality objective is the responsibility of
senior management and requires the participation and
commitment by staff in many different departments and at
all levels within the company, by the company’ s suppliers
and by the distributors. To achieve the quality objective
reliably there must be a comprehensively designed and
correctly implemented system of Quality Assurance '
Incorporating Good Manufacturing Practice, and thus
Quality Control and Quality Risk Management. It should be |
fully documented and its effectiveness monitored. All parts
of the Quality Assurance systems should be adequately
resourced with competent personnel, and suitable and
sufficient premises, equipment and facilities. There are
additional legal responsibilities for the holder of the
manufacturing authorisation and for the authorised
person(s).
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The basic concepts of Quality Assurance, Good
Manufacturing Practice, Quality Control and Quality Risk
Management are inter—related. They are described here in
order to emphasise their relationships and their
fundamental importance to the production and control of
medicinal products.
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QUALITY ASSURANCE
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1.1 Quality Assurance is a wide-ranging concept, which
covers all matters, which individually or collectively
influence the quality of a product. It is the sum total of the
organised arrangements made with the objective of
ensuring that medicinalproducts are of the quality required
for their intended use. Quality Assurance therefore
incorporates Good Manufacturing Practice plus other
factors outside

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

. EERIIGMPORBEERICANES ZCRalshE
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ii. production and control operations are clearly specified
and Good Manufacturing Practice adopted:
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tii. managerial responsibilities are clearly specified:

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

iv. BIEGHRRHEUVIHOBLE, B R UFERICH T
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v. all necessary controls on intermediate products, and any
other in—process controls and validations are carried out;
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vi. the finished product is correctly processed and
checked, according to the defined procedures;
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vil. 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, contrel and release
of medicinal products;

vii, FEENTFARRERAEGHRUVLEE, SERUVET
ERCEET IOV ESERCE R NALE S BIBX
hi=CeEA—YS A XRIR—VU MR T BRI, BER
[ERTEXIZHEH{ShELNE

viil. satisfactory arrangements exist to ensure, as far as
possible, that the medicinal products are stored,
distributed and subsequently handled so that quality is
maintained throughout their shelf life;
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ix. there is a procedure for self-inspection and/or quality
audit, which regularly appraises the effectiveness and
applicability of the quality assurance system.
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GOOD MANUFACTURING PRACTICE FOR MEDICINAL
PRODUCTS(GMP)

EXERGMP

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

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

. 2 TOSLET R EHEICHESh, BRICBLLTHRER
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ii. critical steps of manufacturing processes and significant
changes to the process are validated;
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jii. all necessary facilities for GMP are provided including:

%%’F’é‘é‘t, GMPIZRHEGETOMBARESATL

a. appropriately qualified and trained personnel;

2. Y- BTN e e NN A B

b. adequate premises and space;

b. BUGEP R URAR—X
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c. suitable equipment and services;

c. 3EhLMVERERUHHRRER

d. correct materials, containers and labels;

d. BELHH ., BRRUERT

e. approved procedures and instructions;

e. KESh-FRERUEEE

f. suitable storage and transport

T BB RE RO

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

v. ERERUT AR, ACA A BTN E TR
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v. operators are trained to carry out procedures correctly;

v. (R ENFIREELCET CE S LSRN TV D&

vi. records are made, manually and/or by recording
instruments, during manufacture which demonstrate that
all the steps required by the defined procedures and
instructions were in fact taken and that the quantity and
quality of the product was as expected. Any significant
deviations are fully recorded and investigated;
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vii. records of manufacture including distribution which
enable the complete history of a batch to be traced, are
retained in a comprehensible and accessible form;

vii, BEEEHEEL NV TFEREOEHE MEEEY 5508
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viii. the distribution {wholesaling) of the products minimises
any risk to their quality;

viil. EROEE (FFY) IRE~OULAESERTHE]
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ix. a sysfe}ﬁ is available to recall any batch of product,
from sale or supply;

ix. EDVANES/ N F TERFTRNEER A S @IS
DVATLNHEL

x. complaints about marketed products are exar-nine'd, 7ﬂ1e
causes of quality defects investigated and appropriate

x. BECN ROV TOER L RE . BERNE
ORENEHEN ., T=RBRE LTSN THE MBS

measures taken in respect of the defective products and [FMUSh. BRERLLTA L
to prevent re—occurrence.
QUALIY CONTROL [MmEEE

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 mHERX, GMPO—EIELT, 2T T HER
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The basic reqqirements of Quality Control are that:

REEEOEFERTUTOEY

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 meonitoring environmental conditions for
GMP purposes;

i HERH., At PEEG AL SEE BREE &
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ii. samples of starting materials, packaging materials,
intermediate products, bulk products and finished products
are taken by personnel and by methods approved by
Quality Control;

i BREE. a4, hERL. NILSEQRUERESD
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iii. test methods are validated;

iii.f.%*ztﬁ?iﬁl:vwcli; \WF—=ia ERELETRIEF:
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iv. records are made, manually and/or by recording
instruments, which demonstrate that all the required
sampling, inspecting and testing procedures were actually
carried out. Any deviations are fully recorded and
investigated;

iv. RREETOH LTI T BERUEBTFIENEER
ISfThhCeZz Ry RREFHE. RU/XTRERE
EICFYRELZTNERLEN, LWNVESRHESIC
mELMEIDI L

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. FAERZSHL . RERBICHESh-EMHN. BEE
PHRICAS L-RRBGQIE, BERShDIAEEREL.
FANBRBCHAShBIEICRRShDIL;

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. esr AR R R CEE SO TR Eh . =-EHE . H |
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vii. no batch of product is released for sale or supply prior
to certification by an authorised person that it is in
accordance with the requirements of the relevant
authorisations;

vil. BROVNTHD/ v FH A=A XRIR—Y Dk
L3 5RBEMICHEBLTL ST LEREEY 34z, Kt
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viii. sufficient reference samples of starting materials and
products are retzined to permit future examination of the
product if necessary and that the product is retained in its
final pack unless exceptionally large packs are produced.

vill. BRIIR G EMMEHRE T3 HH EREH &
UBRDTRESE S TUNRESh . F=H5aI
RELBETHRESH TOVELRY, SR IXT0OREREE
IZTHRFEShDLE

PRODUCT QUALITY REVIEW

SERROEE

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 BGHERERLSOR, 2 COFAEESO EH/M
XSO aEREAEL, BFOIRO—BiE, LR
FHRUBERESROMAGICHT SR THREOENEEE
Al HEMT, LNVESERLH - BELERL. 2%
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BN, TOLIBHEEL, IR OREEREEEELLE
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i. A review of starting materials including packaging
matenrials used in the product, especially those from new
sources.

i. BRCEAEhIAH, B FREER A bDOL0ES
. HEEY. BROBE

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

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

. BISHERRICHLTEE TH LR VFORE
RUENLDORE

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

iz THBE

V. TRCOBEAGEBIX GAEE . ZNoEET5
BE. RUGRLLTEBSN R ERE, FHISEOH

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

V. IRXESGMAERICHLRELE-Z2TO TR OB

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

vi. BEEE@HOM) ~OBEEELEYH. BE&E. |
BRShEBRERZEERISF HBOBE

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

|FELLGEWNERIZO WL TORE

Vi. REGE=SYL ) TO5 S5 LOERRULAGLE

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

Vii. BECEET 52T 0BG, 5% URIRETI=E
DEBEBSh-RERHBEE ISV TORE

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

X. TEXFEE HLTEELIAWETEEDED
oW THORBE

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

X. MBBRFERIRUBRFRE~DERRECHNLT
[, fTREDEH O VTOEE

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

xi. FEY SRER V1 —F 1) Tr— DB TR
PIAITZEER., K. BEH RS

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

xi. B7RICEEL-RNICET MU RO EF AN T
WA EEHRICT - DOEE

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

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

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

HEFERUBGCARRER L. CORBEOREZ0m
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Where the marketing authorisation holder is not the
manufacturer, there should be a technical agreement in
place between the various parties that defines their
respective responsibilities in producing the quality review.
The authorised person responsible for final batch
certification together with the marketing authorisation
holder should ensure that the quality review is performed
in a timely manner and is accurate.

RERZRASNEERFLALIEAICE. REBE
OEBICHELEL DT ThOEFERBL TSN
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QUALITY RISK MANAGEMENT

MEUVRITROA

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 RBEUAOTAOAUNE, ERROREICHTHUR
SO, 8. 3225 —a s RULEa—IzwT 3
R 7ORRATH DL, mBEUVRIRRZDAVMIERT
HELLTERIEMICHITOICENTES,

1.6 The quality risk management system should ensure
that:

16 MBVAITA D AP AT LITEL TEBRIIT 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;

-@mRICHT AV DA XHFHHME . TIROBERIC
&I, BRNICBERBCBEShLIRETHS.

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

TRBURSTRIALMNIATEZE L. FREEEZOES
E. XELEOBREZIZHIAIOBREICRET 5,

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

TAEADRFCHEEURICAT A O BERPFITEC
Annex 2028 BN L,

CHAPTER 2 PERSONNEL

#2E AR

PRINCIPLE

B

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.

EHGRHAR AT LORET RUCHBEETE, TUIICE
EREELRIETHLCHBLT, ADRETREICK
FFLTLS, DA REXENEH>TVER2TORHE
RETIAICHALCHOBRTAREF LE T hiEgbh
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BHESMTWVEThIERESEN. RSTOAREZETS
GMPORAIZZBHL . HEEEDIHFEESHHEICH-
t:flléﬁ’& BARRUTOROBGEIICRALATAIE
BIELY,

GENERAL

ERFEH

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

21 BIERE T R ELBREEZS Th, EBREES
THEUGHOARZRTHE LWHES—EAICEE
oh=EHL, MECHTIIRIEELIEHIBEHT
HYTETIILELAL,
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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
concemned with the application of Good Manufacturing
Practice.

22 HERFFIABHEFT IR TR EESED., B 15,
TRWBICHIE L, B RBCRGIh-ETOE
BEAL. Bo0EBEETTE-00OBYRIEREEL
BHRIFEEEWD, #E D BB IR LKEDBRIEES
TOREEShE-REZCEELTHRL, GMPOEAIZE
®LT WS ARDEHITIT B L HATFTREL TS A
HoTIFESLL,

KEY PERSONNEL

EERES

2.3. Key Personnel includes the head of Production, the
head of Quality Control, and if at least cne of these
persons is not resporisiblq 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.

2. TRFHBFILUTOEEZSE . MEHMAOE. 58
EEBPAOE. X. ML Tho0—F0H A EE
GHEOEEZSLLELMEAL. SHENO-HICESY
Sh=ETHL. BR. TEBLIEHOARNTRIZH
EoBHAFESEN, SESMRV S ESERMOE
& AJILTLVEIT ISR SEL, KIBRITHLTIE,
25, 26 RO TITIBIF =R DA DB DUV TILER
TELELH DS,

24 —

24 FELEL

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

25 SLEMMAORF—EBNICETOERZ0S

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

i BRENSRELRRAT LB CHR TBYAIECR
WRiEEh . RESNHTEE R TS

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

i. R tERICBEY SR EEZREL. FLENEORE
BRITEREIETS

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

iil. BRI, N o R EEEEMCELN SRR
BENBIZLUFMS M BRI TS IEERERTS

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

iv. B DM, BERAUREORTEENRDET 5

v. to ensure that the appropriate validations are done;

v. YN T =L RS TR %A e T 5

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

vi. B5DEFDABNRB LT 5 EARR UV EEEE
gf?ﬂﬁéh, BRICELTEMERSh TS AR

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

26. R EEBMOREI-BHCUTORREES

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

i. BEOMBRCE S HREH, 5, FREE. /S ULoH
mBRURRHAADERNIFAHONRETS

ii. to evaluate batch records;

ii. Ny FRERGOAMETS

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

il. 2TORELHBRNERBEINTVEEERTT S
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iv. to approve specifications, sampling instructions, test
methads and other Quality Control procedures;

iv. BIRE. ) T ERE R AR UROSE
ERFIRFORIETDS

v. to approve and monitor any contract analysts;

v. BETOERSFCODVWCRBRUEZS—%TD

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

vi. BoDEF. BRRUREORFEEOEZEZTS

vii. to ensure that the appropriate validations are dene;

vii. EE ) F—a TR TV AZEE R T &

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

vii. BEFDARICHL. DELESh I BABRUBEN
sgga%gj%mén PDECELGEMAREIhTNATELE

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

%??ﬁ%‘ﬂ%ﬂﬁoﬁﬁt:oum& BOBEI—REDON
A Y

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:

271 8LEMRURBEEEIFAO R —BHI-EET0.
FNERALTRITTARE R ET 3R EE5T 3, &
hoiZEEERIZHL., LTFASELS

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

ﬁ%ﬁgﬁy)‘ XS EFIRBER U ZTOROXED

= the monitoring and control of the manufacturing
environment;

- BLEREBOE=S) T RUEH

= plant hygiene;

- BiEmTO#HAEEE

= process validation;

s Fatkx Y F—3

= training;

- Sl

* the approval and monitoring of suppliers of materials;

- RS RESORERUE=Z)LT

= the approval and monitoring of suppliers of contract
manufacturers;

- B EEEDRIRUVE=A) T

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

- FHRAUVEROGRERFDERRVUE=4ULT

= the retention of records;

- BEERDERTF

= the monotoring of compliance with the requirements of
GMP

- GMPEHFADBSROE=Z)Y

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

- ARARICEELEARFEE=4—F O DRE.
RERUVSUTILER

TRAINING

s
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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. WEREX. BECIVAEREY IRESEAR
FICTBABLEHNIRESENT RTHO AR (Hil. &%
FHRUVERERASE). RUFOTEHNE S S EIC
RETHARMEOHA D ASITHLCIBEEHRLAT
hiEESEL,

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. GMPDEGE & VSRR CBE I 2 E A FE LA, TR
ERARREOICEYLY T BB I LB R dlgE
21D BERNELEIEL . T ORMEITEHRIC
SHlichdTL, FET O SAREEEShTEY, BE.
RENMMIOER L5 EEEBFAOEOLThh— AL
YERRShBIL, B RTRELETNIEESAL,

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 BRABE LHORE, Bl 152 KX e s
1, Bt BEE R EREME T T2 ERSTYEHhN S
RIBTHRTIARCHERNRIEEEBLATRIZES

L,

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 informatien in
advance, particularly about personal hygiene and the
prescribed protective clothing. They should be closely
supervised.

211 SRE RIS IEE ST TOADAR (L. BE AU
BEERBRCTE ALEENTEAEELLY, EWirshi
WRSICIE. BATTER, FICABOBESE . RURE
DRERISOVTOEREFZEL AR IFARSEL, FL
T, WEEBRBICEBLETh IR,

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 mARAEOBZ W NI ZDERRUEEZEET S

FRICONT, AR IS+ BB LA SRS AL,

PERSONAL HYGINE

|ARDOEEEE

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.

e LR EE TN S AR L. T TR AOE

HE=—-X (&b ETEE LziFhiZasin, #hiic
FARDRE. FAEHORBRUEXRCET S EI5E
BORTNEELEN, ChEOFEIEE, BEIC LY SE
S{li%‘&lzial:zttlé‘é'&tmkéﬁﬂiﬁﬁ L. &z
BFLETIIEELEWN, ESEI NS S ATEEER
HEL . DR EGHRL AR IS A0,

2.14. All personnel should receive medical examination
upen 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.

2,14, ?'&’CGJJ\éli%ﬁﬁ%ﬁ’éli%#&ﬁ’&%ﬁ;h‘mi
HHEW, REZEOHILLT, REICEESTI04EM
DHARERETH OB S IR E LR TSI LE
BRICTHLSLIEHEEFLTCOAITRIZELAL, 7
BIOEFREO®. EBERUCEADEEDADELES
(=, BEERELATRIEES L,

2,15, Steps should be taken to ensure as far as is
practicable that no person affected by an infectious
disease or having open lesions on the exposed surface of
the body is engaged in the manufacture of medicinal
products.

215 RAEEBEFIIARBRVEBAOELERIC
RBRRERT S ARNTRARYERE S S/ SL
BOABORFEMEONZITh iSRS,
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2.16. Every person entering the manufacturing areas should
wear protective garments appropriate to the operations to
be carried out.

2.16. BERE(ICI S ASEEEE. RikdHEEISHED
HREAEFALLZTNEELEN,

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

217 RE, H L RE, Ta. ekl EHH XIZE
AMEERORE L. BERUVREREAICELTIXE
LB RIEESE, —8MIS, JEFEMLIT AL, 8
BEREAXEHGHBERER(TIAEEOH SO
BRI THEIELEITRIEESE,

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 FEEDFHEHSN TV SAG, RUEBDOEES
P B EAICIER T A T L IRB I L A DL,

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

210 EERCRF VR BEFERT s BrLATH
[(ESAELY,

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. PIZ IE|MEHA O X577, WL TIW—TFICETEH
fl?_l %giﬁl:’DL\f-ﬁﬁ‘l (TERENDHFEIZ OV TiLAnnex

CHAPTER 3 PREMISES AND EQUIPMENT

HIE BYRU R

PRINCIPLE

RAI

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 errars 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.

BYRUREER. Ziean bR ECASHLLES TR
&, S5, B, fASh, BRERSAGIRELLE
L\ ThEORERVEEIL, BEOURIERNTS
&S(CEETh, ERFR, BRI SFNOERKT, —
B, WRRE~DVIESBEELERT H-H0
AN BERTEREARET SO LEREL AT
EBIELN,

PREMISES

2%

General

EX TS

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,

. BME, BEERETOFREZEAFELEE . BH
HEUVHEROFELEINERCTIURINRNCHIIEE
TYBERICEEL TULVETRIERES R,

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.

2. BERUARTEEEZAHNROREICVLAELER
HRSLVCEERIET B LS, EMIEEERGEREEE
haZE, sl XFE S FIRCEWERL. &89

HEBICTIEHEEBLETAIEELEN,
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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. WM. mE. BEXMEKILENTHY . FThs
FERNXIEBENCHERVREROEER. XLE
BEOERGEDHLTEZBERITIHINIL,

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

34. BMEER NI OHDOBAZRARCH LTS
FIITHETSh., FEFESNAIThEELAEL,

3.5. Steps should be taken in order to prevent the entry of
unauthorised people.
Production, storage and quality control areas should not he

used as a right of way by personnel wha do not work in
them.

3.5. BAEIESN TLVEWANIE AL LEFIET A EA

ESNTUWEIHAIFESAL, 3E FERUAHETERX

iﬁli%:’(‘ﬂi%bm\k AMNERELTHEAL TGS,
\D

Production Area

SLE R

3.8. In order to minimise the risk of a serious medical
hazard due to crosscontamination, dedicated and self-
contained facilities must be available for the production of
particular medicinal products, such as highly sensitising
materials (e.g. penicillins) or biological preparations (e.g.
from live micro—organisms). The production of certain
additional products, such as certain antibiotics,
certainhormones, certain cytotoxics, certain highly active |
drugs and non—medicinal products should not be

conducted in the same facilities. For those products, in
exceptional cases, the principle of campaign working in the
same facilities can be accepted provided that specific
precautions are taken and the necessary validations are
made. The manufacture of technical poisons, such as
pesticides and herbicides, should not be allowed in
premises used for the manufacture of medicinal products.

36. IX BRI LOERNEFHBEDX7ER/NES
TR, BRAMEDIRE (P ER=2 > 8) Lk
FRBA BIZELEFELTUSREVBEDOLD) D L3572
HRCEREGOLEICT, FATE-ASHLADRD
BfRAMER TERTAIELLAL, HBEDHER. $5
HEORIEY. HEEDMABELNE, HEEOSEHE

{PRUEERRDISLAR O E T F—OREHE CERE

LTUIELG0 AL T, BRLTHENAE LA E
BB T—2av R iThoh TWABSICIE. chd
DB DN TOR—MRICE T v R—2 (1)
BERHRBCEQERLEE) IZHShD, FRYRY
BRERAOISLTEENONEIEERORS-ERT
SEMTIEFEhEGL,

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 BUIX AERZ DR, RUBELEFEL X ILICEL
. REMTIEF CEELEREICT, MERThhbL
SITEETh TV AT ENZELLY,

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.

I8 EREMRV IREREE SR, EAOEE LKLY
FENLORSORERER/MEL., RREREREL. X
SLETERXISEEEDOERBRNL., HDNFBE--HE

|PURZZEZMRICTBES . BEBRUFEHHEERE, &

HRICEELLFhIZESH, '

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.

390 HERHEUV —ROEHH. PRE I XTI/ WLIH
MARBICREBSNIE S, EYRNSORE (B, KR
UXH) TR T VUBMRUBERIES S -
BAFUHERESE T, BB DUNRMAEE. B
UVRBEBRAITHENT IO THRIFNIEESEL,
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3.10. Pipe work, light fittings, ventilation points and other
services should be designed and sited to avoid the creation
of recesses which are difficult to clean. As far as possible,
for maintenance purposes, they should be accessible from
outside the manufacturing areas.

310. BE. BEHRUMAITE, AR R U —EXER
BT, BRLIKVWEZEAOEREZR R T ILSCRHE
URETSZLE. RTDEND A, CTE=ARYEERESN
MOBEARE G T ILAELEL,

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.

3T, BRREBE X C. EFF S TR EOELLL
AEEYBoE, MBI TRGAZ YR, BEDEA
SENDARRUHBHRIL RS, #LUTHC

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, BEREE. RYBOBRAUHEREDR AL
LY T, AR Lo CHmYI 2 iR (R
RU, REGBAILRERUSBESH)EEAL, HE
MIRELEThIEEREL,

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

3 HAERHORRZ. BERIETTORA RO AICEREE
h. ESshi=-REECITbLThELES N,

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.

|BERUMITBBOIERP. BRSO ER) L, 32

314 BRARETIES BIZIL, o7y  FE.

RERERBELBERETVDPT VLS NLEFHIEEN
mohadle,

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

1315 BEGOAED-HOEY T RER X% L EEkE

EETESIIICEHREG RVBREBELE TR IE LA,

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

316. BLERI. BICHRIC LN EE B2 R T A8
X+ REBASETRITNIEAELE0N,

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

317, IBREEL. £#AohahECHL . LWAEBRFE
BIFEGWVESIEEREBERNCEEL THRL,

Storage Areas

RERE

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

3.18. RERBIILTICSRTEA OEEICBTRMHEE
VRS EBRLAE CELHOHESTRITRITESELN:
HERMRUDQLEME ., AEEG, /IR R URE
S5, HEHEFLHEL HETOHEASh R, T
SRRSO EE A, ERRITE RS -5 5

3.19, Storage areas should be designed or adapted to
ensure good storage conditions. [n 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 REERIIBEF L RERAZ R T ELS[H XL
FHENTOEHNWIERLRL BT, ThoLF2 T
BL. FEShOEEREENICHBFLGThidES4
LY. ﬁﬁlltﬁ‘:ﬁ‘ﬁ’e{%bw\%if;%%li (FIAIX, BRE.BE)
FhoZEHEL. EEL. E=4—LEThiTEshEL,
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3.20, Receiving and dispatch bays should protect materials
and products from the weather. Receptions areas should
be designed and equipped to allow containers of incoming
materials to be cleaned where necessary before storage.

320 AR O X, RMBRUHEEXEL S RELL
FhIFESEL, ZHAQRBIEAFRHHOREE, »
BB RERMICERCEILSICHHRUEHEIIT
WEIFhiEEsisn,

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

Any system replacing the physical quarantine should give
equivalent security.

3.21. PR B RSB TORESC LU R TSN
SEEICIE. ChEDRLIIBRIZTTFL. ThE~D7
ERAFHFASNI ABICHIBLA TR IEEEED, hB
BB O R TLERAYT 38812, SRSt
ZRALT B O TR IEED AL,

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 8%, HRRHAOSBESI oo T TREN
EHNIEELEN, o) T RRERETIThh 318
BiE, BERITERFREBITIE50HE TR
FhIZESELY,

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

3.23. AERAE. ARXILERSN-REXXHESOR
BEorbomEshEEEELAThIEES R,

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

|I=RELahiEhsin,

324 BEICENTHARH N IA L IR TRELRE

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.

|hda. ChoBEMHORE TRELES CHLTIEE

325 HIRIL -2 EHMHIEER OB EHICERLEL S
BOEEELbEFAIRELEL,

Quality Control Areas

o W EEXE

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

326 AR, MB B ERRE BHEREASA BER T
Bk, ChIZRISEY, MEMRUBEHER T ROS
BOEHORBECEETHY, ThoDRBEM THE
EAMLTEAEHRIZEEAL,

3.21. 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 SEEBEL, ZCTITbNAEECET L5%ET
ShTWHTL, BRRUSRE L4000+ 491
AR—ZANEBERALNTNECE, YU T ILBRUREDT-
DB THE DO FEAR—ZHELTIRESLLY,

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

3.28. BRTWEERY ., ERNHE. BELLRET D
=HIC, thOBB M LSHSNHEEABETHDS,

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

329, EMPRIRTRHEFROH BT TIL D L55555%
YR EBRSHBEZEI SIS ER S BETHS,

Ancillary Areas

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

3.30. hEEZRhOREESBISh TOEHAIEESEL,

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

331, BRE. TV FEVR UL RGBERS =7
HERCE, FHERCHLEN SN B EoE, ML,
REVIRFTEHLEFISEC TUOTITAESELY,

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 FFEEOEES L., AEREMNS TEAEFES
hTWAZE BREUVIENSHERE CRESh 58S
ICIRBIZ. ThOEXFORBICEROSBEX(ZOvA—t
TREShLZIFAEESEL,

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

333. BMSErHchAYD @M~ DO7 7+ RU
ngﬂﬁﬁﬁﬁb, fEOREM S+ HER TG

EQUIPMENT

B

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

334 WERRIFTOMMAOENICHT 2E5I-%a. &
BRURSTEHINDCE,

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

335 BERUVRTEEFESHMKECHL. LIRS
ERLREENE,

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

3.36. BERRIRZAIC. FLREICERTESLSICE
BEh CORITAIRGELEN, ThidEfTEbaht-
zilﬁfl:ﬁ&l.\ikiﬁb, AR THBL-RETOAEESh

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

337. ERUERREIISERLIGSBRVESCERES
h. ERShDHIL, '

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

3.38. RMIEIVHAEEIBBR I BRELRLET 55— BE
ghé : to *

3.29. 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.

339, HLERBIZHERICHL, LWHRAREREERLTIEE
SEWN, WG EEMT AT LTRSS O R IT8 R
DRFICEBL. FhII->TREBENELIBEETR
IEE. (i ILE RS A B> TIEAD AL,

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

3.40. BUCEEEURECXERVRER M BEER
UEBEROLHEATETLThIEESEN,

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 e, BE. BB R UVESBHH IHEEAE LY
HEShI-BRCRERUEEShATE, TOLS54E
BoOBUSRENARESKDIIE,
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3.42. Fixed pipework should be clearly labelled to indicate
the contents and, where applicable, the direction of flow.

342. AREEL. ARMELRETIBE RN RE

T HBRERTINIThhBCE,

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

343 HmBAK.BAA KBV, BOGESCIIROKD

BEE, MEMBRICHT 57723 U3V RURBA
ERFERBTHINBE SN FIRIHESTECL,

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

344 XEEDH LR IRITTRAER, DERUEERE M,
SRESHEN. XaDIA RO 6o H B
=~ —Ca

CHAPTER 4 DOCUMENTATION

TAE B

PRINCIPLE

EE]|

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

BB (LR E RIS AT LICRAELLN, B
X B LEh - XBRBRIEOEIC LS5y
POELHBREIL, /v FBEOBHEATHEIC
7. BigE, BN S RUEEE. FIEE. RURGS
(FRYMNE(, FEXBEShTOETAIEELEN, XB

be free from errors and available in writing. The legibility of | DEAOT IR EESETCH S,
documents is of paramount importance.
GENERAL JESEST]

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.

A1 BRI, HEFcERT I REN I8 o h o8
mAEE LR IS NESASICIERgTh T

|5 ThOEREFHORREL TORBER-T,

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

HENLS. M LRV A EREE IR0 BT <TON
%lﬁﬂi—ﬁaﬁb, FLI_RTOMIIERVASETIES

BHD.

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

FIRECE. P2 Th% Bx. BEEE. o ToT,
a‘g’%,ﬁ%:%a)ﬁﬁﬁf%%@{’Eio)%ﬁi:')L\‘ca)#'éa‘:

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 BELEOEROEN\VFORRE, & a&H
%o%ﬁl:ﬂaﬁﬁwﬁéﬁmétw ESPUbV R s g

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

42 XBLIEL TR, K. BERCRTETDOAT

|NEEaiEl, o XELE B URRF & DE O S

[CHEESLTWVEHRIE RS,

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

43 XEETBYI CEle, UZAMO BERSNEEC
LURE. BLRUBNMNEREhIL,
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4.4, Documents should have unambiguous contents; title,
nature and purpose should be clearly stated. They should
be laid out in an orderly fashion and be easy to check.
Repreduced documents should be clear and legible. The
reproduction of working documents from master
documents must nhot allow any error to be introduced
through the reproduction process.

44. XERIABTCABTHAIZE 21 L. ABRUER
MEAREICR RS TUOVEIThISES L, BRELF-LATF
JhT. BELSWVE THThIEAL R, #REh -8
THBETHRAPTVE REANSERORAEERTS
Fl& HABEEECTONMIBYMELZZEEHEN
d-‘ll‘o ’

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

45. XERXEHMICBEIAEGSAZTAEESEN,
XEMNSETESA TWSIBSICXIBEARTEIZEREL
SIEEMBUATH AT ALAEBRALEHAIRESEL,

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. NBEFEETHOCULHLEL LALIBICT—4 |
ERATIVLENHHEACE. ChSDRAITHRT,
BAPYT HABWARICEIFEECRETHLNT
gﬁo gﬂ‘)’:&ﬁﬁ?—ﬁwﬁalwfz&‘)(:ﬁﬁﬁxf\“—xi-

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.

& BOEBGICIE, EEOBEHERELEIThIEES A

47. XBEORACHLITHOA LA LGEERLELL.
Aft %Rl 3 L ERATDBERNAEDALISITHSHS

L\u

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. REERIL. BT ANREIN B ACBLCEEE
mOIGEICHT AT R TOEEZH N BM TR THEL
STERBEWMIER ST IERS L, FhbiZ R
SROFNHRO VLIV ERTITCREELL TSRS

Bz,

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. [t is particularly important that the
data are readily available throughout the period of
retention.

149. T—RI,EFHT—ANHEL AT L, BEEX(ZB0

YEbhABEISE. BESh-FOH A E1—4R

EETESFRICEYRBTESN. FASHESRTFAIS
BT 3R @EFIREREL. NRBOERSEHBL A1t
NIEBSHL, XEBRFAEFHT— RN ES (LY

OT—E2DA N RITEEMTETCH D LSiITLizThiEs
¥ EERUVHIRRORBHBEZESTTRERLALN: 7o
AR —F RIS OFRICKYFIRESH, F/-BE
T—3DOANERIEABRERTH L, BEFMIRETS
NyFLA—RE . BRTF—7. 9190740 4L SEE XL
RDFEADNVIFVTREICL>TRETRL, T—
SHRFHBOLYBIChIYEOMN SR ATEEIEM
BICEETHS,

DOCUMENTS REQUIRED

BHEXE

Specifications

HEE

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 preducts.

410 HERHECEERH, HUCERER R 58
tNIEBAITh Bt AR B Sh =B EAL AL B
%E:a&l:ld:qﬂf’sﬁﬁu?nxld:n‘)bbﬂﬂl:‘a WTEEIRLLSH
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Specifications for starting and packaging materials

HRFERBRUVEHICOVLDTOREER

4,11, Specifications for starting and primary or printed
packaging materials should
include, if applicable:

411 ZHTBHES L. HREHERC—RXEHRIER
AEHHORBBILUTESDCL:

a) a description of the matenials, including:

a) UTFZxsHRHOEER

* the designated name and the intemal code reference:

- BEShEAHRTHASZEI—F

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

- BHERLBIBE . KEEFE/FSIICHT M

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

| ;ﬁﬁ_ﬁéhf:ﬂtiﬁ%‘&tﬂ, TRELE SRR OH
=7t

» a specimen of printed materials;

- HIRlsh-aZ#HOEX

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

b} YV RUEBOIE R ITIREDER:

¢) qualitative and quantitative requirements with
acceptance
limits;

o) SRREELHSIEHNETERNER

d) storage conditions and precautions:

d RERFEVEESE

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

e) BRBAIORXREHR™

Specifications for intermediate and bulk products

FRERRG N LI E RSN THORES

412, 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.

4.12. PREESEC/ ULIEGEFEA X IEEENIE
B, NTPRARKNSELh - T— 2 BRE R OIE
ICAVLRBERICIE, Chalz oL TOEBEEN A
(S, LSRR, EYS S HEREN X
BRERITOVTOLD LRETHRFhIZESHL,

Specifications for finished products

EREROHKES

4.13. Specifications for finished products should include:

413 BRERHEROBBRILITESECE

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

a) BmOEREHRUZRETSBREEABDEI—F

b} the formula or a reference to;

b) BARTBEE

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

o EEaAIRRVCEEOEMIOLNTOLE
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d} directions for sampling and testing or a reference to
procedures;

d) 4o RUVBEBORRRISFEEREOSEBLE

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

e) EREEEZHIREMNRUVEENEY

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

) REFHRUZLTIESICEIRURVLEOZEEEE

g) the shelf-life.

g AHRE

MANUFACTURING FORMULA AND PROCESSING
INSTRUCTIONS

HWELSRUIEERSE

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.

ERX(CEBREShEREL TRV IEERENEHK/RU
BEShA I\ vF A X EICHFELEThIERSEN, +
hiiELIELIF1DOXEITHEEHLA TN,

4.14. The Manufacturing Formula should include:

414, BEFEMAFTLTREELTE

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

a) TORBICEETORMSEI—FE#E--HRE

&

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

b) ERmAIE. ERAMEV/vFH X

¢} 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) HERADERE, HEFEHRICHRNLGIEEEHESR
A—FEANTERSh -, FHZh22HEREOUR
F.MIIROBETHLXTINHIEIMEICOLNTEE
LA @ gl e =5 e A

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

d) FFRREEZHF-IHIFThIBREINE, RUZKETE
BEITIEET PR G OIRED RS

4.15. The Processing Instructions should include:

415, MITRERRICIILTEIE L

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

a) MITHEERERRUERTIEIEEEORIL

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

b) EREBEERT H-DI-ALDAERXIRZS T
OBEEWAIE. %5, €HI T, RE. B8

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

c) BREZE-H MO TEER(BIZE, FHES. gl
H, EHBMES . BEFR. B

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

d) WAGRIRERICOVNTEH. BEEEF--BH

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

e) BDEUBESIC.BASONAINIEEDER BH. Bx
RUBSTIESINIIRIERERGESHS
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f) any special precautions to be observed.

0 BFTRERITEREER

PACKAGING INSTRUCTIONS

SEEEE

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

416 FHE BET A XR05 I s OERHEER
EASHEEEAHO-L, ChOEEMIFETE. XiBL

These should normally include, or have a reference to, the | FIZTDOWLWTHEBEE S =4
following:
a) name of the product; - a) B

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

‘ % EXaAl. RUZLTIBEE AT L TOHR

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

) BREERORAE LB EENIEETEEN
-ExYrX

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

d) BRRENHOBRE-EET 50— IBBEER

| R, YAXRUEATES D, BRI FH X

WEEThI2AEFHOZLYZ S

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;

o BOLBALE. RS- EEF s AR R TS
FURIZEHEY. B U ROy FBEES R E R
BOEREFHERTRA

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

) EEBBAIOS I T7SLREREET -0
ZEBRUEBOERRVEELSY. HTFTA=ER

{SEEBE

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

|l WhBHEELHEEZELED,. A ERERVERT
|2 %&\EI=>LNTDRE

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

ﬁ YT R RV AR E R A TEBEOE |

BATCH PROCESSING RECORDS

NyFIEDERG

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, NFEERR I EEIN R N UF IO REE
SEThERELED, ThFRERESh TOAE5E0
ARUIREEEOMETIHIHILTNZCE, £

|DESBERBER T 5 % TR RS R A BT B LS
[BIEN B, BB FRBESN 2/ SyFF o i—pt

R#EThTBTE,

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 ¢lean and
suitable for use.

WAVESTIRIZ OV, BT AHIC. EBRUEEE
FTICIE, PRSI - TEICUELLANURTORS . &
XFEHABREET . T LB LSS CHEBISELE®
BTHILITOVWTOREENBRINECE,
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During processing, the following infermation 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: g

IERE, FRETASMTOI R A TUTOFBHEN T
Seh, FRTRICKREIIBREEFCLIFAED
AfiEEERUERNTHhEIL,

a) the name of the product;

a) @WEH

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

b) BLEDMFN. EEPRRRERUHELIERTOHE

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

c) BEOEBBREICOVNTOEEESR

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

d) BGAEEEEATYIDEEERD. BULESS
FohbOEEEBXIE. R OBIEED =S v

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 amaunt of any
recovered or repracessed material added);

e) NUFFUN—RU/ NESHEEESLLUICER
TSR -HERERE ORIV AA—REHFMIE
h-HEEALICBES T, FON\yFFo/3—4Fm
BA%SH)HR

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

; éﬂiﬁ'ﬁ'éétwmllﬁﬂiilﬁgg\ﬁﬁﬁu:ifd:

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

p IBREEBOEBRRUFIOOEREOA=SvIL, B
VEon-831

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

| HEDRLESF-EEEY SBRETOELA-HFIRE

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

i) LSS RUVEERHENDRERICEL. BAICK

UEEBEN i, AL REICE T 23R IR E S AR

]
=1

BATCH PACKAGING RECORDS

Ry F DR

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 [nstructions 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, NyFAE TR EIN B/ TFRIT/\YFD
— IOV TRELZTHIEESAN, FhiZaEEES

| DELEES ETNTHY ., FFO LS TBREERY

SHEITERIRERTAESICHEHTHCL, LLeRc
FEEENDININIBRDNRIFFUoNRN—RUHE, 4D
KB/ ARBRAGE O/ FFUoN—RUT EHEN
fEEcshTUOGFhiERSAL,

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.

ABAERERNT SRS, BERUAREBRCITFES

|n-agEgc Foshaons. XE RN
|BEhTho . FrEE dE % TR IR A FE R

#L. EBHIT 5L,
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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:

EUFOR®%E. FIAR, R TRICEHRILCE, Btk
BftzilL. REENERTHL,

a) the name of the product;

a) MaA

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

DIEE I EDEL

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

c) ARAEITOLWTOEEESL

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

d RUSHEBRTYIDEEFEDA=vIL

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

o) IREEERLRY. O EERELOR—ERCES
fEIcH T SHER0RG

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

) AWVEEBERCARSAUADSBEZD. Zlach
T-REFRORE

g) whenever possible, samples of printed ];at;kaging“ -
materials used, including specimens of the batch coding,
expiry dating and any additional overprinting;

g2 AR AEEC, o Fa—F FHHRERUOAAE
égﬁ,ﬂwﬁwﬁﬁwﬁ.*tﬁb. EREh-FRHHOY
s

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

h) BEMARUIRERENSDREICOVTH. B4
[SRYRESI I FEMDRRE 45 HRERERL LR
HOERICETHER,;

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

) MO EBEERET 200, LB FEs
h BERFEECRSN - TRTORIHERU/A
WO ROUBRUSRES NITHRNES. HU(-EBS

obtained product, in order to provide for an adequate =SS o8
reconciliation.

PROCEDURES AND RECORDS FRERU R
Receipt S+ AR

4.19. There should be written p;'ocedures and records for
the receipt of each delivery of each starting and primary
and printed packaging material.

419. EHRFRHLLVIC—RAENHERCERHED
EGECEDRTFANISONT, XBEEh-FIEBRUER
SHFELGTAIEES AL,

4.20. The records of the receipts should include;

4.20. R ANDOBRHIXUFTEECoE

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

a) MRERVELTHLEORHE

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

b) RHO"HA &RV XT3 —F (RGBS

c) date of receipt;

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

d) HEETARV, ARTHIISTHEEESR

e) manufacturer’'s batch or reference number;

o) BERBDN\vFXEFBRF/8—

f) total quantity, and number of containers received;

f) BHEANGHBEBRUERR

g the batch number assigned after receipt;

g RFARRICEVE T/ Ny FF 33—

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

h) BET LA GEEIAVHBIAE, BRORE)

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

4.21. HERY., AR HACENEE S L OREICH
FTANERRAINILER, IEEEELUﬁ%‘fDIE{téhT'
Hﬁ%i)‘&)é-—t‘:

Sampling

Y5

4,22, There should be written procedures for sampling,
which include the person(s) authorised to take samples,
the methods and equipment to be used, the amounts to be
taken and any precautions to be observed to avoid
contamination of the material or any deterioration in its
quality (see Chapter 6, [tem 13).

422 Zitshi=-0 > JILERE, BLW3FERUER.
NEBEUREOFLFLEXIEIFO RSB I=BITALM RS
BIEHHLET D= BTFTREVHNEIFEEEIA(E6
BEoESE)L 8-, Yoo TOXE{ES
hi-FIRENHSHZL,

Testing

HE

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 ERATAF AR UVEEZREHLI-. BENSHERE
TRERUVHMGZABTINELLSN-FIEENH BT
& BRELHBRIIRETISL(BEND1TIHSME),

Cther

£t

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.

|Di=dictEREN A

424 [FHEUREOSREVCAESERYE. B0 EM
—VUSAXRIR—Y LAERES
DRFEO=HOHEEFHEICONT, FIEEAHDE,

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).

125 BEGWE . \oT DENEET 5R-DEADE
7 DREREER LGNS BN HES

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

428. L FICOVWTHOXEESN-FIEZERVITo-BE
bx{g%t gjét&ﬁt:[;t, ELERCOWTBEDRG

+ validation WAUE =20V
+ equipment assembly and calibration; HEOHATTELURE
: maintenance, cleaning and sanitization; RTEE, XEBSLVHE

- personnel matters including training, clothing, hygiene;

IR EX MAEEBE SO ARICEHTAER
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* environmental monitoring;

-RiIFE=4R)YY

* pest control; j'ﬂfiﬂi'ﬂfiﬁ
+ complaints: R
« recalls; gl
- retumns 'iﬁﬁ:

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

42]. FRLGBERURBEE OV COBBELEET |
[BEMHEE,

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

428. FEXFEELEBCONVT. @BE. /) 7—oq

S, &E‘_ﬁ%’lﬁii SR TEE IOV, AfHY

&;ﬁ-_:i?ﬁ#%ﬁﬁ%é##ﬁf%éﬁﬂﬁi&ﬁ%bmfh
A=Y (R

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.

1428, O JwoICIEBRINC EEX TEEEE. RO

BRABESR KR OBV TRBLA I
BIELY,

CHAPTER 5 PRODUCTION

|5k 5E BliE

PRINCIPLE

REl

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

R CRESh T EEEaT LR
MEFEELEWN Tho RS BELRE2 40 Re Mgt
HHICGMP ORBICERL., T-EETAHELTRY
RARZBICESBLTLVEFRITESEL, :

General

£RER

5.1. Production should be performed and supervised by 7
competent people.

5. BEFREEICLYRBShEEEBESN G L,

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

52 BARRURE, V2 7U>7 B8, SRR, i
VL MIIE, S8R CEED IS5 TORBRY.
BROMYEN I, XE LS FIRRULRREC
#oTiThh, BELBA RGN EL,

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. 2TOAFFMHIDWT, BESN I T X E
BYTHHC LRI T DI OBELLTNITASAEL, B
i&éiﬁ%ﬁf%%l:liiﬁﬁb. FEMEDT—4%ERTTS

9.4, 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. BRANOBRGRURHORECEREEZRIFT o
EEEDHILNEL OB LT SH ., BBch -5
HEESMCBEShETE,
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5.5. Incoming materials and finished products should be
physically or administratively quarantined immediately after
receipt or processing, until they have been released for
use or distribution.

55 ARRHEURRERIZANIIEEOERET,
ThoAEEAH LD FHAFHREEh HETIEHERY
2. RIFTELR#HLTECE,

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

56. PESAR VI IBRELTEBALEERE. A
hoBIcHRREELTRYEDEITFRIEES L,

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 T RTOBRHRVCEBEEAEF CLYREISN-E
EEHETC. Ay FORNRUVEBOREGEAT LS
FOITBAREEETEILE,

5.8. Checks on yields, and reconciliation of quantities,
should be carried out as necessary to ensure that there
are ne discrepancies outside acceptable limits.

58. INFCET MR, RUBBDNEREE IHBRE
g@f&%ﬁfﬁf;u:&ﬁéﬁ&f:m DEITHLREY

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

59, BRAEGBICONWTOEER ERNIIZEED
URINERTHIBEZRLT. A—OHETCRBIZX
[EEFEL TREL TXADAL,

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

510. BUEQEERECEWT, BREURHHIIEREY
RUMDFEMNREENET L,

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, ERLTLWSEHNEUVERICOWTEET L. E
BRORERVHREERLT NS EENLDASIE,
;1%liﬁ{:*é%ﬁleiﬁfﬁﬁa)m-ﬁoaﬂwmw:%ﬂi

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, BhiED2TOBEICENT. 2TH . BHE. /LY
B ALShSFECEBRUBEYMIESHEIC. I
ERTAEAMNEFRH. EOME (KK T HE5) RU
NYFFUN—2RTRRETOIN, HAWMIBNOEET
BFEShLHL, ZNTHBAICEK. ZOFRITUEOR
7 s TR o ATy Pl

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. BB . EENIEMIERINISALIT. HE
T, AR CELERZNAELIERTHLL, FVULED
FEOlCmA. KETRTEEZGEZEL Begd., . F8
B.HS. - )EFERTIEFLIELIZEHATHS.

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,

5.14. BREIDORENLMAEE T 57D (CHL SR
ERUHOZEEL, ELLVAXTRESh TS0
BREET - OREET AL

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

515. ERIBXEXFIEE, DA ESBRIREATRELIRY

BT, MRMNREBAR. BYLIBAICEREE
?&BF%‘%ML‘ ERERTHEL. BEICTRETSS

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

516. SEFTSBY~DOFT XX, FTEh=-FDA
(CHIBLEFhIEES LY,

24/42




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. EEAFERORBRI-BNT, 2-EE
f&iﬁmmﬁﬁim\tmﬁﬁﬁ%ﬂiﬁ?é:&ﬁ:ﬁﬁé:

PREVENTION OF CROSS ~CONTAMINATION IN
PRODUCTION

HECHTEIREBRORLE

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 cperators’ clothing. The
significance of this risk.varies with the type of contaminant
and of product being contaminated. Amengst the most
hazardous contaminants are highly sensitising materials,
biological preparations containing living organisms, certain
hormones, cytotoxics, and other highly active matenals.
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,

5.18. BORBXFERIZ RN IELDEE

{FEEESN T h RS0, COBRMEFEDYR

&, BEDORHUIHEALOH|HIN TV

BOARERA ATL—X EMAEMOBLY. 28 LoB
B, RUERROBRMSETE, COVRHIOERE
X, BEMABRVFRENIMRADEE I LYRES, th
TLRLVEELEEVEIESRERONE. £HESH
TOEYFEHRA ., HEEDOFILE, HBEE. RUBROE
EEOMETHD, FRNBLERTHLEELDN HH
T (UESHL. BAEAL L ELRESEIhINETHS,

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

519, RREREHATITO LS EOERRBY T
HR LOFRICLUBIEER AL

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

[ B Eh R CORE (R=U B, E50F 5.

EREA R UH SED MO E WEUH O L50B QIR
OEND) ., RIEF o _R—U B (BREICE 5508 &%
hITEIERVLTIThh @Y 5kis

b) providing appropriate air-locks and air extraction:

b) BRI 7RAVIRUHS OEt

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

o) RWBXEAF+ M MESW-EROBEXLEA

AIRKYSIERIENSFLRIRIDOR/ME

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

d) EIEROEALIRIEESHRAMINEENS
RN COREXRDER

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

o) AN CRVDEEDERNXEEO—RALETER
THHDT. AIELABRHN DS RUBEE L FIEOER

) using “closed systems”™ of production;

) "B ATL ERLVEEE

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

D RERERORBRUVEE~DEFREERLOER

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

520. IXFREMIET SFRRUEFNLOFNEEE
Hoh-FIRIZHOERMICRITEL
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VALIDATION

NYT—iaz

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

521. /A)F—1 a3 IIGMPERIET REOTHY . BES
@fﬂlﬁat:m\%ﬁ‘d"é:tu LERRUERITIREGTS

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.

522 FHHOBENAXIIAM ST EZFRATIRE. £
hABEORETRICHET S5 LT 5T-H D KRR
FRHOCE AREN-FHEVEB LBV RREOTE
E%%féhé&'n BodaZERMIcshSdioemsia

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

523. ZEXIERMPZHBTEINWINEEITELSH, 8T 5
BERU/ XETEOFRECEEE RTINS HD
RETEAODEAGERICOVNTIK/AUF—av4d e
LizFhiFianizin,

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

524 TRRUFIREEhOAFTHOERFEMNT 55
NEHBFL TS LEARITT 5720, FHMIZHUT1H
s (REEAB - EEICTNARR CERLSMH)EF/Y
T_:/H\Jiﬁﬂ'é:to

STARTING MATERIALS

H3me

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

525 HRRBOMAL BREHLBEORUEE
BHBERT SRSV INEE T REEBLRBTHS.

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

526, HRRHIIAETLHEBRBICELINATUOARES
NI-HEEENSDH ., F-TETHNITEEEHOEE
(CEEAShBCE, WiEE(C YRS - H B R ITH
TOREEMOEFLE R THIENHREINS, YL,
FRULBRRUVEERR, BOEVICEBERUVREHHIRE
FIEESYH. 4ZHUBRRHOEERUVEEOTATOR
Egg WC. HERRUBRRE S ICREBTAC LTS

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

527, BEEI-HL. BERIHARCHRO=S =L
g}ﬁ)@iﬁ&@mﬁﬁtﬁ%aﬁwbtm—ﬁt:m\'cﬁ‘ﬁ?ﬂ

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

5.28. LLIEIDORMEENELD/ Ny FTHERESh TS
BaX, &1 \yF I )0 8B, RUSEHTEIC
HLABEERGEEhEZE,

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

529. REEEHICHIHERERHTEDNSRILETENS
;g%gﬁgmalﬁiﬁﬁﬁ)o SRIIEDECEL LT OtFER
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* the designated name of the product and the intemal
code
reference where applicable;

. ﬂij':w?ﬁi&hf:% MRUZLSTIBEEIHAOBE
:—

* a batch number given at receipt;

" RANRI S SNy FF N —

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

;Pﬁﬂm:t&%l:ld:‘ REMOREGIAT. BET. BB
. TAH)

* where appropriate, an expiry date or a date beyond
which

retesting is necessary.

- BYHR S, BRHR I ThERZILEUT AR
MBEELLAR

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

RENERIAVE 1~ 2EEh TS, LRDET
DIFEANESTLESAUL LIcRREhhE{THRL,

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 8, Item 13).

530. HERHOARBEONERNOR Tt Z R T 55 |
MEFIREERFERLAHLIE, o T L iETah -3
LNIBBIFESNSTL(EE 13ESHE),

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

531, ME B EPI- SR L s h TRy ok
R OB OANEEENDE,

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

532. HEFRHEILZ, FLOLEHA B ZCRICSR/LET
Sh-BRICERCHE NI E3h 3o L4 8451
g%ﬁgafitt—_%mm:& UXBILEShi=-FIRISHELALY

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

533 MWV Eh=RBEHE. ZOEEXEEEEZEDT
BT LTHREEh, ST 0BEARGIhAIE,

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

534, ENAVFOLEBICH W HEN BRI — B EEx
M FEEOICENRBIDESIISANLERESNBIE,

PROCESSING OPERATIONS-INTERMEDIATE AND BULK
PRODUCTS

TR PARKET LHES

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.

|BERET, SBADOEECHEOLL, HREY. 2

5.35. L\AVEA LI FELBIIaT A, RERBRUE

. BROZRBM AN BN EE BT 3R TV
FRbhdZé,

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

2% PSR EU AR E SRR T CREE

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

537. BEIRICOVNTNYT— 3V ERBLATAIT
EBIELY (RROD“/N)F—aV"81R),
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5.38. Any necessary in—process controls and environmental
controls should be carried out and recorded.

538. MWELGULNZLIIRERRURIBEELEREIhE

fiESkehadlE.

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

538. MIfFRFENLOWLINELERITENL. BHREhE
T:ﬁﬁéhé :&o

PACKAGING MATERIALS

at

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

540, —RBEMBPEBURTHHEOBA . MYBULET
Eﬁigltg%lﬁﬂt:ﬁd'éﬁo&Iﬁ#il:#ﬁﬁ;a);iﬁﬁ*

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

541, B RHBICHLENOIENPORACE, Fhb
TEHFATOTIERAEHRT DL504L., B RL2TH

SRETCREINSZI L hUbSAULRU OB D
TUOERREHEE . EREE8TI-OEashTHCDA
EBRPTCRERVEEShIIE, QEHHOHLLVEL

X ErTh=AROHITEY, ZEBShFELXEksh

F-FIRBIZHEVThhAEE,

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

542, RTRHHXE—XDEMHE, BEETEUT/ T
g:‘_’l:, BENLTZSBESXIHIRS AT EETHhEC

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

543. WL XIZBRELH>-—XROEHP R ITER
HHTHEESh, $-ConsERgshsce,

PACKAGING OPERATIONS

AEER

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

544, ABEKEICHTEIIOTSLERTETSIES L. X
5%, BRRXEBEERDYDVRAIERINET 5100
BFHDEEN L DhIIE, YMIENAIREAZLVEY, B
AR REIRELTaELENIE,

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

5.45 @EMERERODIANC, EEXIKL, TESA> R
BERUMMOEEILFERTHY, F-LE#EHASh AV
BEG, B XIXED. ShoMbl, HEDEECD

SLEMEVBAIERFL VIV LR RAET SR T YT

AR DCE, A PVT S RITBNEF Ty YRR
L =FENEL,

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

546, RUIWHI TV SRR OBZMRU/NRvFFon—74%
BEREFEZBFXES(UICBREShDIE,

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

547. EAThSTRTOHERRUREHHITIQENMN
[CEETh =B, $&. A—RUAEBERBLO—HIz
DVTHRBEhHIL,
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9.48. 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 TARBBRIERTANIZE R THE L., 15X
REUVEBRFOISLLNGELBLMELEEBL. £

RETHERSUDLEL,

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

1549, BE, RTARUVHEICIERDTORLRRAT
ERETEPHITITOh B, 4LESTHVNESL, B

ARSI BRARIYBGNC LA R 25
G FIEAEHEENICE,

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

550. MEICXIITEDO-BTITHhILHN TS0 RIE
EOIAIE, 3—FF23— BHM) $BELETARE
Ao, FLERINSTL, FHERICTKIARI-IT TR
bhh—EOMRTEERShEZE,

5.51. Special care should be taken when using cut—labels
and when over—printing is carried out off-line. Rollfeed
labels are normally preferable to cut-labels, in helping to
avoid mix—ups.

1551, AV ERVIBE AT (Ov - EE . B EE

ED)RIYRBHA IS/ T BB A LRI TS
BHbNBTE, A— LIRS A LIER R O E@ERT.
HRSRILEYEEFELLY,

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

552. WAESEFHII—F)—F— SAUHDLE—X[f
R T /A RLIELEBIL TOB S &4 RETT 518,

|[EEATThhaIE,

5.53. Printed and embossed information en péckaging
materials should be distinct and resistant to fading or
erasing.

553 EEREEORRX IR h - BREHRT
|RELHEICHUERETHEL,

5.54, On-line control of the prdduct during [;éckaging

550, AR BITIEGOF 51 BRBE. DS |

should include at least checking I T4RERET DL
the following:

a) general appearance of the packages: a) AXD2HEA
b) whether the packages are complete; b) BEMNRLTHLIH

¢) whether the correct products and padkaging materials
are used;

o ELVER R CEH A RS TS

d) whether any over—printing is correct;

d) L\ANVEBRIVIAHRRIEBIELL A

e) correct functioning of line monitors.

&) A B E— DB EHEE

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

ARSI P oRbEONET I LIRS L,
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5.55. Products which have been invelved in an unusual
event should only be reintroduced into the process after
special inspection, investigation and approval by authorised
personnel. Detailed record should be kept of this operation.

555 FERLEERCESLLESRX, BIERE. B
BIUFHEhEABIZEIZRENTHOA-BSDOAT
gg&ggfﬂ'@%éo COEEICTOWNTH AL RGN R

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. MXMAHICEHLN T, NILOBG R URTHH
DYUBLELSVICHESH I AZYNMIED LN EE RS
NIFFREMCTRVEBLGEAE S, HEA & HIFRN
(LA RESANEhHIL.

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

557. @RMEELNT T RE, NyFOI—FAHRIENERE
hghol-LWWESEHEBESh ., BIEORGETSC
Lo A—FHIRIEA TWVELWRRHMEE EEICRTIRS
(F. XE{EhE=FIRIzHES L,

FINISHED PRODUGCTS

mRE &

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

558 RRMAL TN OOBRRUEE T AR E CALEE]
ANELL-FHTICTRBERESN DL,

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).

550, BLyRE 0D IR5T (D18 0 i far BT 25 F 52 D Bl <. b
BLEh OB RS RUXBEGICOLNTOEM L S6
(@EEWICERBEh TS,

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

560. MO FE (T, RREAREFERATETRED
ERELLTHERENEI LSS FCREShDCE,

REJECTED ,RECOVERED AND RETURNED MATERIALS

Fak. BRERUTERSh R

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

561. FEMORBAUVHEHRIZ. TOESICHBRLRRH,
fihh, BIRESH-EECAEICREShIIE, Fhd
IFEIGHICRENSM, RITBYLIE SICEEMIRIE
BEShIDDOWThITHEICE, BMEhDIEEMNNG
iveam‘ ZEIEhizARICKYREBShE-REEhsT

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.

560, AARROBINLEBABCOZFRIE, Zhi
BUREAOREIEBLRIFST, SiUkISHAL. 21K
T BYRTERMUIEIC, BEESh. RBEh - EIEI
ELRESNSBEOHHEINS. BT ORI
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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.

5.63. DEURBEICESL TS0 Ay FOLEX (T
—#%. A—8 0/ \YFOREOEEEEISEEAD
CECEBEIEREHOMLOAFINZTE, COEIR
{ERE. BIMRICH I BLDEIHEDOTEENLRD
THRETRHVRGETML -2, BEIAI-FIFIZHEL
RiEShboL, BIRERARETICL,

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. AMISh-REHARI L \FERREZEESCERR
f.': @fiﬁl‘mﬁﬁmﬂ\ﬁﬁ’&ﬁzﬁ EEHBMIEEERLEAIE
iTdLY,

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 Contro! Department in accordance
with a written procedure. The nature of the product, any
speoial storage conditions it requires, its condition and
history, and the time elapsed since it was issued should all
be taken into account in this assessment. Where any doubt
arises over the quality of the product, it should not be
considered suitable for re—issue or re-use, although basic
chemical reprocessing to recover active ingredients may
be possible. Any action taken should be appropriately
recorded.

565 BERTOERLHN TLE-HHEIELEN
AT TN DOREHIERE TERT LIRS/
HNEE USRS AL, TSI XBEIhE-FIE
ICHEVRBEEESMABMUGHAL R IZ0H., FADD
Bt B3NVRRXIZUBO Ay FADUA N~
ZHFRBLTEL, COFEICIE. BZMZOME. pEL
TORREREEG. TORERUBE. HoUizFhiht
HEEN TUBRORRMROTRTESRICARSCE,
HAAOGEITHLUERMNEC B ST, FHERSEEIY
FTHEANGILZMENITIIWEETHES3A, FBHENX
FEMERICHET ALEEI LD L, MR-\ D
BELHE NIRRT HoL,

CHAPTER 6 QUALITY CONTROL

[Eex aEE=

PRINCIPLE

J [EE]]

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 invelved in all decisions which may concern the quality
of the product. The independence of Quality Control from

Quality Control is concerned with sampling, é;éciﬁcaﬂong 1

A EEX, YT T BERRURR. B P E
THEET SRR RES N, BHUINR DS EHHT
TELLHSISECRERAEAO b HEF TSN
1. FEAGAREX LRI OO HFHTINAENCE
ZRALT 5, Mk, XBERUHBFFATEIE < OLTRY
#5. mAETEIHREFERCRESLT. RS OSHEIS
BhIMEEDHETATORECEHS LN IEEE4
L R EEAREALHRTL TR IR EEROH
RIREEBICRATHEIELEZONS,

Production is considered fundamental to the satisfactory |(E1EH1S M),
operation of Quality Control (see also Chapter 1}.
GENERAL 2HEE

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

6.1. BLEHTOREECLICREEHEMEE T 5oL,
HEMFMITOTMALMILTRY. BRICERTES
1D LD EEGRB=EZAL TULHENCEBAT RS
h. BBEFETLOE0ERDTFICHIZ L, BOLER
X, IR TOREEEOF T TN ROHN ORERITELT
ShAZEERE 32012 TIIEDELY,

31/42



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 contrel 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 SESEHMAOREOTELERILIEEICEEDS
nTh3, FEEEINME2ELLC. TRTORESH
FIEERIL, NV TF—avE 2L . FIEEETLET
hi3aoiEb, X, RHRURAOSE/Y L TVERE
TAHSE BREUVHGREOHEIERTERIT T DL,
HROREHERTRIIS L. AR QS CEETHE
ROBEICEETILEY. T0hOEBLLET5E, =
NoDTATOEEIL, XELShi=FIEBICHVRIEL.,
HEEESFEGLLETAIELESIL,

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

63 BRRJUKOTMIT. NEEG. TREFEABOE
B HE@EEIEOIOXEZHZLEa— BB SEE
~DEERUBROTREZSOBEF®ED. TTO
BETSEREAETHIL,

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

64 SHEERRILEDNLBEICEY LTIV RUH
EDL-HEERBICTIEAARETHLIL,

GOOD QUALITY CONTROL LABORATORY PRACTICE

TEARE

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

65. BERBEOMENRL. BB BeehicnE
BEEGCHT S RORURROEN BT
ANZYAX AT

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

6.6. ARBRZEDAR. BY. RUEEX. ETEDRE
&Uﬁ#ﬁl:&'&ﬂ@ﬁ%i’%i—ﬁﬁ% [CHEYCHIL, BT
H ZHNICESAWMICEER T ARAIC—BLI-S & D5
Eo){iﬁﬁl_ﬂ#ﬁa)ﬁﬂa NHLIEEHESNIMN, Thit
mBEEEEGICTE LT E TS,

DOCUMENTATION

XE{t

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

6.7. MEBRZOXEITEAEISRLERANZHESZE, 2O
XEEOERRSE. REERICHATILOTHY. UTF
[CRIELGHEB IS OVLTOXERITF O -5 8 TP

details should be readily available to the Quality Control FHZHBLNVTHIHREECHACE
Department:

=specifications; 3

*sampling procedures; AT TEG

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

RBFERVEG (NI —— RO LRR=/—F
% &8

*analytical reports and/or cértificates;

SR EELL L CBREE

data from environmental monitoring, where required;

BHERGREARBEE=ZULTHhoDT—42
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=validation records of test methods, where applicable;

BET B AR RRAED/\IF—a nh

sprocedures for and records of the calibration of
instruments
and maintenance of equipment.

é?ﬁ%ﬂ)ﬁIE&U‘&ﬁU)ﬁ?%‘El:‘D WTOFIREVE

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. NYFEFCEHETOIVNGAREETEO L ELG
. BB YFOEVHBE 1ERHRES 508,

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

6.9. HEEOT—ABIAIE, RIRAROREER. L. B
REBIOWTIE, BRIZMEAOFEZETEEICT S 4%
TRAHEMHEREND,

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

6.10. /Sy FRED—HTHLFRICMAT. BRE/—F
BLLREZOISERDOFUSHILOTF—4LREEShE

notebooks and/or records should be retained and readily |EEPMFIARAETHEI L,
available.
SAMPLING YT

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

8.11. YT LERIE. LIFTORENRdmah]-. RB&
hX8{tah-FIECH#LTFHhhaoe:

*the method of sampling;

- BT T RE

*the equipment to be used;

- AL hb%E

*the amount of the sample to be taken;

- BERYTILE

rinstructions for any required sub—division of the sample:

s BEGETOHUTINO IR FHIDWTHESR

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

s AWSY VT NBEROITRURE

the identification of containers sampled;

BT WBIEh - R B DR

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

- BTREEXEESREHOTUTULSICEL, BT
T 2TORIEEER

*the storage conditions;

- REFG

*instructions for the cleaning and storage of sémpling
quipment.

BT EBORERVBEICONTOER

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

6.12. EFRY LIV, FhohEREhREE-X
HBRDNYFERBRTILOTHAE, TOMICTIET
BLANLAODHBEIBZIE. TROBHE-ZERD
YEE=S—T 50OV TILEBRLTERL,
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6.13. Sample containers should bear a [abel indicating the
contents, with the batch number, the date of sampling and
the containers from which samples have

been drawn.

6.13. U FIWEBEITIT, RNuFFi—_ STy 5H
BUYYINAERESAE=-ERELLICABRHICOLTD
BHEERRLI-SALERAT R,

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. RERHESOE/ vFHhoFERER-SESY T
&, R 1 FEFTCRESALGIThIZELEWL, B
HRATERBROERET, HER G TEREEShLT

hIEESEL, WREN GER. ARBR UK OHLT

WL, RERLFERFShEOTHNIE, DaEHHR0
HE#2EMARFENLThEESE0, COREHM
X, REHEMALUVENMESICIK, BLTHRLN, Bl &8
mDBEMYLTIVE, PECELRIBHOBRBREER
TR R LERTERThIFESEN,

TESTING

B

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

6.15. FMAHED/N\N) T~ a3V ERERLAThIERSE
Uy, BGEREBICEE RSN -2 TOMERE ARSI i3RI
HEVREBLAZT R IEEEELY,

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. RBRRARHL, FEELRB AL O—AELE
EIECL, ADF CRBLIE R, g R L
RIFEBHL,

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

6.17. ZBShEHRIEEG SN, FREEIDELELL
TOT—5E8ELTE

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

a) RN EHRDAR. RUBRL T SBEIHI

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

%J{“ff')':/l —RU. BULES EEEERTULER

¢) references to the relevant specifications and testing
procedures;

c) MEY SRR UVABRTIE~DSE

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

d BESERVHESFESCRBRERRUML DS
AEEREA IR T DB Eh~DSH

e) dates of testing; ,

e) B H

) initials of the persons who performed the testing;

) BEBRREEO (= viL

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

2 BYEHESICE, AR RV EICOWTORIED A
=x

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

h) GBS FEEFIE(R (LMD IREBDORE) 2DV T
DRFZRAER CERSN-EEZEOAFAYDOES
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6.18. All the in-process controls, including those made in
the production area by production personnel, should be
performed according to methods approved by Quality
Control and the results recorded.

6.18. BLERBAN T EESICIUITHAZEDESHT
ATOIREEIZX. RESEBMCIYRIEShE-FE
ICEWEBEh, F-BREMNEGEhECE,

6.19. Special attention should be given to the quality of

laboratory reagents, volumetric glassware and solutions,
reference standards and culture media. They should be

prepared in accordance with written procedures.

6.19. HRZEDEE. REHHHOHSABERTHEE

[ BRRRU S DR E < REN B A DN AT
|&. thoEXBEEh-TIECHVEREEE,

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. REEMOFEANFEEN-FBERECE LA
DARBABRVHAREDFLERTY DL, FRELH
RER U ORR LR A RE E LRI E

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

6.21. RETBE L. ABEECFERINALANEZLIHE
BFAE, BEBRCEERIZOVWTEFNLODANRESE
BRLICRENS L, FARURE IOV TODIETREE
FITITL HAEBCIAEMEORIRBRRU/XIT
b DAL, BANBER SEAMCERTEHELHS,

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

6.22. fiy. RHEXIZEFOFRCRAVIERZ. BOT
HEIBEICREANCBRELZ AL, FFER-ET
S EERMTHEICHBFENEEIW BT L, BRER
i% itf:‘ ThODERABEELZ R THAESENESE

ON-GOING STABILITY PROGEAM

ZEHERIOS S LA

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. TiIlREN T O\ —J RO BEE B ET B0
BARBMOEEG AL, FamL L XitEE o077
AIAZBITBEL) LR AR TH BTG Insg
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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. KEMER O/ SLOENIL. HREATEES
DIYE=S—4HE, BUHRNEREN-BEEY
TTHERICEF - TEY, £-BEYSKT A LI HET
EONERETHLTHS,
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6.25. This mainly applies to the medicinal product in the
package in which it is soldbut consideration should also be
given to the inclusion in the programme of bulk

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

6.25. ChIEEICHRBERECOEERI-HLTRRS
NEMN, W OBIREZQOTOT LA ZHBEIECDONT
YEETEIE PIAEANIBEH . QRSN IFTRU/
RIFEERFR NS DEER~BE SN IR EHRES
ShAEE . ARROBBKOREMICHT ZEEH K
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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. REMEBEHRIT NI SLIEXEILEINETORaLh
(. FAEOEBBIFICHLCEI N, #5RITR/E=LL
TERXGLOETEC L, ZEMBERT0S S LTHEAZA
SWB(EYbTRBEF YN BT 0L BREEE
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6.27. The protocol for an on—going stability programme
should extend to the end of the shelf life period and should
include, but not be limited to, the following parameters:

6.27. BREREIETOTSAICDLWTHTORNIEE
RBROREERICETRU. BEFXEhGLRELTO
INFA—FEELIE

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

- A SY, RUZRT SR ICERES vFF ALY |
DDy FH

* relevant physical,chemical, microbiological and biological
test methods

- HETOMEN. PN, BEDFORTEDFRE
R &

* acceptance criteria

- BaEE

= reference to test methods

HRAE~DSHE

» description of the container closure system{s)

BRREUAST LORT

* testing intervals (time points)

- RERIRR (21 LARAUR)

« description of the conditions of storage (standardised
ICH

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

‘;;tﬁ‘:#%#l:otrcwéaﬁ(%E.‘:O)ﬁ:‘r\t:%%ﬂ'é‘ RH
BT BRI SN -ICHEGMAL DR B

= other applicable parameters specific to the medicinal
product.

s EERICHITEAIh A/ S5A—4%

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

6.28. REMEHRTOS/SLICHTETOrINE. HLE
A EL{EShTObLITX B Eh TS5, BRR
EHRFEPTREIh SO R BB I—HTS
FobaLEBESTEHEL (B IEERERSERE . X IZICHE)
REGABHFTIES),
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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 nermally require testing using
animals and no appropriate alternative, validated
techniques are available, the frequency of testing may take
account of a risk—benefit approach. The principle of
bracketing and matrixing designs may be applied if
scientifically justified in the protocol.

6.29. NuFHBRVRBAE IEASTETEET 215

BT —3BRERH{TILDTHE L, MRTESR{EEhAL
RY. ZFHESh DB RICOF, ZYUTIESIE Al

BU, E—RAEDIATBIcDHELEL13vF R R
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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.

6.30. HARE T CIE. EMO N \vFERERERTOY
SAICTEOETRIERS AW, fla i, ReRER L. T
BREIARCHTIVNEIEALG TR [LVNMEZE
KIGBROETLRIINAZE, WAL AENE . B
IXFEMRDEEEREBETOTS AIZEHDIECDLN
TERTHTE,

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

6.31. REMEHRGHROBRITEREEERV. Bl —
YSAXER—=Y BRAETEE LA RIEELA
Ly, REMERRBRA. NI TRER S 0%
BRUA DY A CERESh BB ST, BREHOXR
LN EMYRHBNHE L, RENRERRORER
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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 en the market should be considered in accordance
with chapter 8 of the GMP Guide and in consultation with
the relevant competent authorities.

6.32. A, N ERLGEREOERIZAZELA TR
(RELEN LIV SREESN KA ORE. XTEX

|SFERALEET AREE FCREYd Bl HiBich

LTS/ Y FICHLTEIYRIERIC L TIESE
GMPF A B SEBERICHELY, F1-BAE T S AT E FrEEL

|THERTHL

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

633, JOTS LIBT3 AR RRLE .
RN 27— A E LD AL B SN EREE N Db, =
DEEHIBHRNEEOR S THIZL,

CHAPTER 7 CONTRACT MANUFACTURE AND
ANALYSIS

FTE RRMERUDN

PRINCIPLE

R

37/42




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.

EXHER U, FHHEREORG NI EEEL
SRBEEIST 510 BEICEEEHh, BEdh. £
EEIWEThERESEN, EXERUZEEMIC. &Y
EEOBFEERREICHEI T I ELEh - E AT
hiEEsEn, ZRRIZIX, F—VSAXFR—=Vo AR5
OB NYFITDOVWTHEFED-H DU EHEEIT A
[C2BEEZRTTIAECOVLTHRICR ATV
ithidEsiun,

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. [t is not intended in any way
to affect the respective liability of contract acceptors and
contract givers to consumers.

COEIRFERERCEIEFTOEARICBALT, Asi—
ORBEBITH T HREREOJBEIZOLTIYLE
Jo LAL Bhts, BRBERUETFIEHBEICHLTE
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GENERAL

SHEE

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.

1.1, YT TMYRDH o -BLE R U/ TS . RUE
BT HRMHMYROERR T SCBICIHZHBIT
hiZini,

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 concemed.

12. BfTMNSRWNEIZORORYRO~DERE Fophl
ERUSHICHT I TOMYRHITONTIE, L
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HIELY,

THE CONTRACT GIVER

RIEE

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

7.3. §§‘;E%‘l:t‘ SREHROONSEELBYICRHET S
BENOFMEITIBEAHY ., FLEHIZKYGMPOER
Bl RURHAFCRENTNAEGMPH AFSA A B
chaléicHLTEEEZAS.

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.

14. FRHFE, WRARR MO W BHICHEL, BT
R EBEICKRETD-OICRBELL TOIFRE NS
ICRETHL, EREI, FRAMGNKELICEETS
BESRTEDRY., ZE. AR, thOFHkibnH
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7.5. The Contract Giver should ensure that all processed
products and materials delivered to him by the Contract
Acceptor comply with their specifications or that the
products have been released by an authorised person.

15. BEEEEX, FHEAMLZEEICEESI2TOR

ESNERRRUVRENERLDOREICHETHLE, X
[EB@A. A=V SA X R—VU iKY HERFITSh T
WHIEEREET DL,
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THE CONTRACT ACCEPTOR

T

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

16. ZREAX, ZRFL LRI SN LERETHCER

THLOOBNCEERN ., MBRUER. 5V CHEE
BARERLTWVEITIIEARLA0, 2Bk 55 5% 116
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7.7. The Contract Acceptor should ensure that all products
or materials delivered to him are suitable for their intended
purpose.

11, RRFX. BIoh-2 TR X IEENFRE
OB R MIZHT BMYMEE RT3,

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

78 BELA, Ze N EBOL A GANAE. WUR
BISDVTOEEEDERI ORI R URDALIS(FH=
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7.9. The Contract Acceptor should refrain from any activity
which may adversely affect the quality of the product
manufactured and/or analysed for the Contract Giver.

79, BIRER. R EOLOCHEL LA EEhT

[PB RO RRICEERERET TS OS5TAE-

TIREDELY,

THE CONTRACT

|E

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

110. MGOBERUVERCEET R EERVZitE
ThELOEREERES L2HNENmE ORI TERSHh
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1.11. The contract should specify the way in which the
authorised person releasing the batch for sale ensures that
each batch has been manufactured and checked for
compliance with the requirements of Marketing
Authorisation.

. ERER. R T AR R R CHES

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

112, PBIE. REOEA, BHORBRUESRIE.
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7.13. Manufacturing, analytical and distribution records, and
reference samples should be kept by, or be available to,
the Contract Giver. Any records relevant to assessing the
quality of a product in the event of complaints or a
suspected defect must be accessible and specified in the
defect/recall procedures of the Contract Giver,

113, SIS, MR UEERER. GBS UITEERI VTN

FRFEFICLYRESh I, RTBRIFEENFIRATETH
D, FRNEREARDON DB E B O 5 AT
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7.14. The contract should permit the Contract Giver to
visit the facilities of the Contract Acceptor.

714, VA, EXEN N RETORRICIEASLE
EHFBTILOTHTFRIEGSEN,

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

115, FIARBROEES. FAE IFBELEOEEN RS
BAZEITOVLWTERELTORTRIE RS,

CHAPTER 8 COMPLAINTS AND PRODUCT RECALL

#Fe8E EHIRRUEMAMEIR

All complaints and other information conceming potentially
defective products must be carefully reviewed according to
written procedures. In order to provide for all
contingencies, a system should be designed to recall, if
necessary, promptly and effectively products known or
suspected to be defective from the market,

RIBOAREESRHIHZCONTORTCOEFRUHRD
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COMPLAINTS

iR

PRINCIPLE

=R

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

8.1. BBOMURNEUINAREN EOREIEEES
THIE—RBRUESTAYMOBETIARINESIND
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B.2. There should be written procedures describing the
action to be taken, including the need to consider a recall,
in the case of a complaint conceming a possible product
defect.

8.2 MR RBED ARSI DLV TORFENEL-ES. |
REEETIDHEEESS, MO EHBBICHOLNTRE
Li=X&8{dh-FIENGEETSICL,

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

8.3 EmAMRICBEET SN ESERE, 2 THEERLE
RALKICEFRSN, FMEMICREINICL, BHR,
mRERICRETRTIENTOLSILRIEOREZA
SLRTNEELEN,

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

8.4. 55/ WFTHRREARRSh XILBELNDIES .
HMDIRYFICRELNHINERETRIAE, thoAvFOH
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8.5. All the decisions and measures taken as a result of a-
complaint should be recorded and referenced to the
corresponding batch records.

85, HHDEREL TEREN-TRTORERUAEL

[EEgEh, Ttib 35/ FRBICEIEF T Ao,

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

8.6. HiFREGRECHNICEBEL. IERERIET. s

HROEIURAYEIFEHNNIERIEOESELE TR
LTV T 52,

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

8.7. HRABEICKYELCTOGNIEET 5720, 155
TEBEISCE,

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

88 BEREA, BEQEROIEE. NGO, B
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RECALLS

e}z

8.9. A person should be designated as responsible for
execution and co—ordination of recalls and should be
supported by sufficient staff to handle all the aspects of
the recalls with the appropriate degree of urgency. This
responsible person should normally be independent of the
sales and marketing organisation. If this perscn is not the
authorised person, the latter should be made aware of any
recall operation.

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

8.10. 2 TOEMUERZ RAB T CRIET 54, BHHIC
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8.11. Recall operations should be capable of being initiated
promptly and at any time.

8.11. ERFETECHIC. N> CHLEIBARECHE L,

8.12, All Competent Authorities of all countries to which

products may have been distributed should be informed

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

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

8.13. ECiEm kI RN EFE AR O FIATETHY.
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8.14. Recalled products should be identified and stored
separately in a secure area while awaiting a decision on
their fate.

8. 14, EIREh-BRIIHIIL. ZhoDERUBICET
SREEFROMIL, R LR A BELTRESShaCE,
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8.15. The progress of the recall process should be
recorded and a final repert issued, including a
reconciliation between the delivered and recovered
quantities of the products.

8.15. BILBIFEDEIL. HADEXEERINEDRE D
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8.16. The effectiveness of the arrangements for recalls
should be evaluated regularly.

8.16. EMRDOFIFT OFMEZBINIZTEMSh DL,

CHAPTER 9 SELF INSPECTION

FOR HERR

PRINCIPLE

[

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

BoRRE, GMPRE|ORER NG IKEEE=4—L.
FRABRGREREETRRTILOITRITEhBIL,

9.1. Personnel matters, premises, equipment,
documentation, production, quality control, distribution of
the medicinal products, arrangements for dealing with
complaints and recalls, and self inspection, should be
examined at intervals following a pre—arranged programme
in order to verify their conformity with the principles of
Quality Assurance.
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9.2. Self inspections should be conducted in an
independent and detailed way by designated competent
person(s) from the company. Independent audits by
external experts may also be useful,

9.2. HCRRIIMIL . T A AICT. HATERE
eh, BEN-ERDHLEICIUREIN DS, SMEBDE
FIRICESMULE-BEELFT-FATH S,

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