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CHAPTER 1 R
- PHARMACEUTICAL QUALITY SYSTEM EXGREIATL
PRINCIPLE I Bl

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 or Clinical Trial
Authorisation, as appropriate, and do not
place patients at risk. due to inadequate
safety, quality or efficacy. The attainment of
this quality objective is the responsibility of
senior management and requires the
participation and commitment by staff in
many different departments and at all levels
within the company, by the company’s
suppliers and by its distributors. To achieve
this quality objective reliably there must be a
comprehensively designed and correctly
implemented Pharmaceutical Quality System
incorporating Good Manufacturing Practice
and Quality Risk Management. It should be
fully documented and its effectiveness
monitored. All parts of the Pharmaceutical
Quality System 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).

The basic concepts of Quality Management,
Good Manufacturing Practice (GMP) 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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PHARMACEUTICAL QUALITY SYSTEM'

1 National requirements require manufacturers to
establish and implement an effective pharmaceutical
quality assurance system. The term Pharmaceutical
Quality System is used in this chapter in the interests of
consistency with ICH Q10 terminology. For the
purposes of this chapter these terms can be
considered interchangeable.

EXSREHRVRATLE

SEHOEREHET .  HEXFICRHLTH
EHNAEEESSERECATLOBILLESE
BZzERLTWLWS, COETIZ,. ICH Q
TON0RBLELOEAHZEZEELT. EXR A
BSRTLAEVWSRABZAVWTWVWSG. COE
NDEWMIZESLT. ICHOBEBIXTEHREN
HBLOELEZBRZENTES,

1.1 Quality Management is a wide-ranging
concept, which covers all matters,
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which individually or coilectively
influence the quality of a product. It is
the sum total of the organised

arrangements made with the objective
of ensuring that medicinal products are
of the quality required for their intended
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use. Quality Management therefore
incorporates Good Manufacturing
Practice.

1.2 GMP applies to the lifecycle stages from | 1.2 GMP (X, BABREOHEILHWTBIE.
the manufacture of investigational BREAEE. QORBETOSM4 794
medicinal products, technology ONDEERBICERT S . LMALAEDLNDL
transfer, commercial manufacturing EXRRELARTLIE.ICH Q10
through to product discontinuation. CREBEEIAhTWELSIZ (BEETHS
However the Pharmaceutical Quality N EEGBRAROSAITIHA I NLERE
System can extend to the ThN—F 32N TE. A/ R—2 13
pharmaceutical development lifecycle VEUMGEHNNECREL.EESHER
stage as described in ICH Q10, which LEHETHOEELRIET S,
while optional, should facilitate -
innovation and continual improvement
and strengthen the Ilink between
pharmaceutical development and
manufacturing activities.

1.3 The size and complexity of the companys | 1.3 Hi- L EEXSRKEATLEZEBEL &£
activities should be taken into consideration when S5EFTEHEIXREBREOCRTLERBL
developing a new Pharmaceutical Quality X3¢ THLER . EXZFHOREL &
System or modifying an existing one. The design VEHSZERICANSZE, VAT LA
of the system should incorporate appropriate risk OFFE. BUGY—ILEEATSHI L
management principles including the use of FEHT.BUBVRIIRDAD LD
appropriate tools. While some aspects of the REZMYAhDIZE, SATLIE. &
system can be company-wide and others 2EKRTIEIEHMTHEI—FH. BEIE
site-specific, the effectiveness of the system is BEbdlEEHY. PRATLOAMDE
normally demonstrated at the site level. T EE. BEERLANTEIEREEL DS,

1.4 A Pharmaceutical Quality System appropriate for | 1.4 EX SO R EICHEUTCERXRGE Y R

the manufacture of medicinal products should
...nsurethat: .
(i) Product realisation is achieved by
designing, planning, implementing,
maintaining and continuously
improving a system that allows the
consistent delivery of products with
__________ appropriate quality attributes;
(ii) Product and process knowledge is
managed throughout all lifecycle
(iiiS'i\}l‘eaic—:-inal products a@'&_e'é—i'g_ned and
developed in a way that takes account

of the requiremehts of Good

"""" (iv) 'EEE&'&EH&H"é'ﬁ'd"&éntrou operations
are clearly specified and Good

Manufacturing Practice adopted,;
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(v): Managerial responsibilities are
__________ clearly specified; . .
(vi) Arrangements are made for the

manufacture, supply and use of the

correct starting and  packaging
materials, the selection and
monitoring of suppliers and for

verifying that each delivery is from the
approved supply chain;

(vii) Processes are in place to assure the
management of outsourced activities;

(viii) A state of control is established and
maintained by developing and using
effective monitoring and control
systems for process performance and
product quality;

(ix) The results of product and processes
monitoring are taken into account in
batch release, in the investigation of
deviations, and, with a view to taking
preventive action to avoid potential
deviations occurring in the future;

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

(xi) Continual improvement is facilitated
through the implementation of quality
improvements appropriate to the
current level of process and product
knowledge;

(xii) Arrangements are in place for the
prospective evaluation of planned
changes and their approval prior to
implementation taking into account
regulatory notification and approval
where required;

(xiii) After implementation of any
change, an evaluation is undertaken to
confirm . the quality objectives were
achieved and that there was no
unintended deleterious . impact on
product quality;

(xiv) An appropriate level of root cause
analysis should be applied during the
investigation of deviations, suspected
product defects and other problems.
This can be determined using Quality
Risk Management principles. In cases
where the true root cause(s) of the
issue cannot be determined,
consideration should be given to
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identifying the most Ilikely root
cause(s) and to addressing those.
Where human error is suspected or
identified as the cause, this should be
justified having taken care to. ensure
that process, procedural or system
based errors or problems have not
been overlooked, if present.
Appropriate corrective actions and/or
preventive actions (CAPAs) should be
identified and taken in response to
investigations: The effectiveness of
such actions should be monitored and
assessed, in line with Quality Risk
_......Management principles;
(xv) Medicinal products are not sold or
supplied before an Authorised Person
has certified that each production
batch has been produced and
controlled in accordance with the
requirements of the Marketing
Authorisation and any other
regulations relevant to the production,
control and release of medicinal
products;

(xvi) 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; |
(xvii) - There is a process for
self-inspection and/or quality audit,
which regularly = appraises the

effectiveness and applicability of the
Pharmaceutical Quality System.
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1.5 Senior management has the ultimate
responsibility to ensure an effective
Pharmaceutical Quality System is in
place, adequately resourced and that
roles, responsibilities, and authorities
are defined, communicated and
implemented throughout the
organisation. Senior management’s
leadership and active participation in
the Pharmaceutical Quality System is
essential. This leadership should
ensure the support and commitment of
staff at all levels and sites within the
organisation to the Pharmaceutical

Quality System.
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1.6 There should be periodic management
review, with the involvement of senior
management, of the operation of the
Pharmaceutical Quality System to
identify opportunities for continual
improvement of products, processes
and the system itself.
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1.7 The Pharmaceutical Quality System
should be defined and documented. A
Quality Manual or equivalent
documentation should be established
and should contain a description of the
quality management system including

management responsibilities.
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GOOD MANUFACTURING PRACTICE FOR
MEDICINAL PRODUCTS

EEXRGMP

1.8 Good Manufacturing Practice is that part
of Quality Management which ensures
that products are consistently produced
and controlled to the quality standards
appropriate to their intended use and as
required by the Marketing
Authorisation, Clinical Trial
Authorisation or product specification.
Good Manufacturing Practice is
concerned with both production and
quality control. The basic requirements

________ of GMP are that:

All manufacturing processes are
clearly defined, systematically
reviewed in the light of ekperience and
shown to be capable of consistently
manufacturing medicinal products of
the required quality and complying

__________ with their specifications;
(ii) Critical steps of manufacturing

processes and significant changes to

__________ the process are validated; -~
(iii) All necessary facilities for GMP are
‘provided including:

- Appropriately qualified and trained
personnel;

- Adequate premises and space;

- Suitable equipment and services;:

- Correct materials, containers and
labels;
* Approved procedures and

instructions, in accordance with the
Pharmaceutical Quality System;

(|v) Instructions and procedures are
written in an instructional form in clear
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unambiguous " language,
specifically applicable to the facilities
__________ provided;
(v) Procedures are carried out correctly
__________ and operators are trained to do so;
(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
guality of the product was as

expected;

(vii) Any significant deviations are fully
recorded, investigated with the
objective of determining the root
cause and appropriate corrective and
preventive action implemented;

(viii) Records of manufacture including
distribution which enable the complete
history of a batch to be traced are

retained in a comprehensible and
__________ accessible form;, ...
(ix) The distribution of products

minimises any risk to their quality and

takes account of good distribution
__________ practice;
(x) A system is available to recall any
I batch of product, from sale or supply;
(xi) Complaints about products are
examined, the causes of quality
defects investigated and appropriate
measures taken in respect of the
defective products and to prevent

reoccurrence.
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QUALIY CONTROL

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

" (i) Adequate facilities, trained personnel
and approved procedures are
available for sampling and testing
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starting materials, packaging
materials, intermediate, bulk, and
finished. products, and where
appropriate for monitoring
environmental conditions for GMP
__________ PUTPOSeS;
(ii) Samples of starting materials,

packaging materials, intermediate
products, bulk products and finished
products are taken by approved
personnel and methods;

(iv) Records are made, manually and/or

by recording instruments, which
demonstrate that all the required
sampling, inspecting and testing

procedures were actually carried out.
Any deviations are fully recorded and
investigated;

(v) The finished products contain active

ingredients complying with the
qualitative and quantitative
composition of the Marketing
Authorisation, or  Clinical  Trial
Authorisation, are of the purity

required, and are enclosed within their

proper containers and correctly
__________ labelled:s s . oy s lled Jal .
(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
L deviations from specified procedures;
(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;
(viii) Sufficient reference samples of
starting materials and products are

retained in accordance with Annex 19
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PRODUCT QUALITY REVIEW HRGHORE

1.10 Regular periodic or rolling quality
reviews of all authorised medicinal
products, including export only

110 ETOHFITEES (RAHEERAARKZSE
)ICODNWTEHMIZ—HBLTITS XL
DELTEXRTSREREL. BFED




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: |
A review of starting materials
including packaging materials used in
the product, especially those from new
sources and in particular the review of
supply chain traceability of active
substances;

(iii) A review of all batches that failed to
‘meet established specification(s) and
__________ their investigation; .
(iv) A review of all significant deviations
or non-conformances, their related
investigations; and the effectiveness
of resultant corrective and
__________ preventative actions taken:
(v) A review of all changes carried out to
. the processes or analytical methods ; |
(vi) A review of Marketing Authorisation
variations submitted, granted or
refused, including those for third
__________ country (export only) dossiers ;
(vii) A review of the results of the
stability monitoring programme and
__________ any adverse trends;
(viiiy A review of all quality-related
returns, complaints and recalls and
the investigations performed at the

time;

(ix) A review of adequacy of any other
previous product process or
__________ equipment corrective actions;
(x) For new Marketing Authorisations
and variations to Marketing
Authorisations, a review of
__________ post-marketing commitments;
(xi) The qualification status of relevant
equipment and utilities, e.g. HVAC,

water, compressed gases, etc;

(xii) A review of any contractual
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_arrangements as defined in Chapter 7
to ensure that they are up to date.
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1.11 The manufacturer and, where different,
Marketing Authorisation holder should
evaluate the results of the review and
an assessment made as to whether
corrective and preventive action or any
revalidation should be undertaken,

under the Pharmaceutical Quality
System. There should be management
procedures for the - ongoing
management and review of these
actions and the effectiveness of these
procedures verified during self-
inspection. Quality reviews may be
grouped by product type, e.g. solid

dosage forms, liquid dosage forms,

sterile products, etc. where
........ scientifically justified. |
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 product quality review.

~ The Authorised. Person responsible for
final batch certification together with
the Marketing Authorisation holder
should ensure that the quality review is
performed in a timely manner and is
accurate.
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R, AIAEEARHA. &R, BE
BHAFOLSICHGOBERBBIZTN—
FEELTELXZ L,

(*RF: BATHHEBEERTEE., UTALC. )

BRARRBREBENVUEXEFLRLDIBES
X, REBREOERICBTSIRROERE
FHRETHHRMEZHEN. BEREHTE
2TW3Z ¢, BRERBREFLHICE
RMEMEBENYyFRIEICERZFTHAEA—V
SAXRFNR—YyriE, REBENAETDE
BHICEEIAhTEY. ERTHAHC L
FRIAETHE,

QUALITY RISK-MANAGEMENT

MEVRITRDA b

1.12 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.

112 REVAIRASAVIE. EEROD
SEAOVRIOHME. BB, GERU
BEQOLOORRNEIOLRTH S,
BEURITATALME, BHHAE &
LT+EBHICLERT Ao ENTE
5.

1.13 The principles of Quality Risk

________ Management are that: |
(i) 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, . - < T _ , Toc

(ii) The level of effort, formality and
documentation of the Quality Risk

Management process is
__________ commensurate with the level of risk. |

Examples of the processes and

applications of = Quality Risk

Management can be found inter alia in

113 MBYRIZA2 AV FOREIE.

w1 B RERYEHS matinen wil )
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Annex 20 or ICHQ9.

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

CHAPTER 2 goHE
PERSONNEL AB
PRINCIPLE IR Al
The correct manufacture of medicinal EERZFELC(EHETHIELEFIANITEKFL

TWA3-H, B EEEDEBETHIZTOE
BEERETHIITHUBROBRELGCAREEZS
LEthiEashn, F20EHICO>NT.
LZBEANAEICEAEL, BHELTWSC
L. ETOANRIF.,. ZBETEH5GMPORAM%E
BEL.LECR-EEARRUBEHETH
Bl (FAEEBOEBEZ8L) 2%E&ET 5
&

adequate number of personnel with the
necessary'qualific'ations and practical
experience. Senior management should
determine and provide adequate and
appropriate resources (human,
financial, materials, facilities and
equipment) to implement and maintain
the Pharmaceutical Quality System and
continually improve its effectiveness.
The responsibilities placed on any one
individual should not be so extensive as
to present any risk to quality.

that affect them and receive initial and

continuing “training, including hygiene

instructions, relevant to their needs.

GENERAL ERER

2.1 The manufacturer should have an |21 REEXFHI. LELERRUEZTER %

HTARULBOAREET R L, B
ERBREURTLERFL. BT B L
EHIC. TOEDMERGHICHET B
o, LREEBIZ. TS DB Y
V=R (AH. HR. BR. BRRUFR
) *REL. BRTBEL. —EAI
BeohbERIR. REICYURIELE
BTEERBLEEDTH>TEL DA
Ly,

2.2 The manufacturer must have an
organisation chart in which
relationships between the heads of
Production, Quality Control and where
applicable Head of Quality Assurance or

Quality Unit referred to in point 2.5 and

are clearly shown
hierarchy.

in the managerial

the

the position of the Authorised Person(s)

WEXEHE. EEEMARUVAEEEBMA
ORBEVIZ (BRLTHHEAR) 25ETH
REGERIXEISESMOROBO®
BEREESICA—YSAXFER—=—Y D
M, EERBOFICHBEIZREIAT
WRAHMBREZEAELLETAERESEL,

2.2

2.3 People in responsible positions should
have specific duties recorded in written
job descriptions and adequate authority
to carry out.their responsibilities. Their
duties may be delegated to designated
deputies of a satisfactory qualification

level. There should be no gaps or
unexplained overlaps in the
responsibilities of those personnel

concerned with the application of Good
Manufacturing Practice.

23 EEHLOBUICESI BT BHEREIC
RBBREIIhEHREOBREZEAL.BELoOR
EEAREITHIBEBULRERZETH L,
ToNDHEX. T HEEBLALOEE
Sh-REBAICEGFTIENTES,
GMPOERIZRAABOERIZ. kit
PHRBTELGLDVWEEN > TR LG LR
AW :

2.4 Senior management has the ultimate

responsibility to ensure an effective

24 LBBEEEZT. R EERZERITIDR
MEEESGRESATLANE-TINVS
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Pharmaceutical Quality System is in
place to achieve the quality objectives,
and, that roles, responsibilities, and
authorities are defined, communicated
and - implemented throughout the
organisation. Senior management
should establish a quality policy that
describes the overall intentions and
direction of the company related to
quality and should ensure continuing
suitability and effectiveness of the
Pharmaceutical Quality System and
GMP compliance through participation
in management review,

SELHBVICHBERICESH. EBERV
ERARESh, EEash,. ET8h 3B
CEERETIBRRMLETEET S,
IRBEEL. SEIETIE0LR
MERLFAERBLESEN LR
L. TRCAVRMLEL—~ADBE%E
BLT. EXERSEVRATLOBEL -
BUVRRUVEDHETISGMPEST %
BRET H_ &,

KEY PERSONNEL

EERESR

2.5

Senior Management should appoint
Key Management Personnel including
the head of Production, the head of
Quality Control, and if at least one of
these persons is not responsible for the
release of products the Authorised
Person(s) designhated 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

2.7, 2.8 and 2.9. Additionally,
depending on the size and
organisational structure of the

company, a separate Head of Quality
Assurance or Head of the Quality Unit
may be appointed. Where such a
function exists usually some of the
responsibilities described in 2.7, 2.8
and 2.9 are shared with the Head of
Quality Control and Head of Production

2.5

IHBREEIT. TELEERE (RES
MOk, REEBEMOREZEL) 4
BFTIE. choDEDS DL E
1L HUBOEFABFTHENOEE%E
BLAEFTAhE. Z0BNOEHIZH—Y
SAXRKN—=Y Vv EEETHIIE, &
H.ITERA M. EHOAEBERNHT=5
it BESMRUSREEESMOE
. EnicILTWETFhIELRS &
W, K#EBIZBWLTIE., 2.7. 28RV
29BICHBITHHBEDOS B LW 2N IEHR
TEIEHIRELHA25. MAT. Z20D
HERUVHEBEBEICL->TIE. REERET
ORXFHEBHAOENBEESLSH
S5BAENHE. TOLILUBENELET
PHEAITEE. 27. 28RV 2.9HIZH
FTH2EBEILRECEHSMOE & 2iE 5
MORTHBAEhZ b, EHERE
Eix®eE., EF. RUERBRHLFBAKEIZSH
5&X5BETHL,

and - senior management should
therefore take care that roles,
responsibilities, and authorities . are
defined.
2.6 The duties of the Authorised Person(s) |2.6 #A—YSAXFNR—=Y > ORBEEF. &E
are described in the national DERFHICEHIATEY . ULTO &K

requirements and can be summarised
as follows:

a) An Authorised Person must ensure,

that each batch of medicinal products
has been manufactured and checked
in compliance with the laws in force in
that country and in accordance with
the requirements of the Marketing

SIRFEHLOLNTES,

a) EXERDBNYFHLZTOETHETS

TWE5ZEREZEFTHEELHITHRFTFRSR
NDERBHIC#--THEEZA, Fz vy
ShTWwadZEZd,. £—VS514XFKI—
YVIRBELETAIERE S L,




b) The Authorised Person(s) must meet
the qualification requirements laid
down in the national legislation, they
shall be permanently and continuously
at the disposal of the holder of the
Manufacturing Authorisation to carry

__________ out their responsibilities;

¢) The responsibilities of an Authorised
Person may be delegated, but only to

other Authorised Person(s).

—vs54X I~/\—‘//li TOEOZE
STCEOLON-EREHZH-SLGThH
Ehod, BEHFATOREFEOEMIT &
Yy, TOEHFEZEHTHEENIZRELT D
nNET B,

T AVUSAIRRAEY S oEBERT
FHCEHLTERN, OF—YSAX
FA=YYIZRBI &,

2.7 The head of the Production Department
generally has the following
________ responsibilities: .
(i) To ensure that products are produced
and stored according to the
appropriate documentation in order to
__________ obtain the required quality,
(ii) To approve the instructions relating
to production operations and to ensure
__________ their strict implementation;
To ensure that the production
records are evaluated and signed by
__________ an authorised person;
(ivy To ensure the qualification ‘and
maintenance of his department,
__________ premises and equipment;
To ensure that the appropriate
validations are done;

(vi) To ensure that the required initial

27 HEBMORE—RMOIC. UTORBE
AT 5,

) ROSNEREERRT S0, B
AXEILR-T, BREHEL. BRET
BoEERET .

T WEFECHET SERELERRL.
ZORELRTERELT 5,

i) HEORREEA—USAXEA—
VUREM L. EETHCEERET S

TV BoOHM. BENRURBEOBRERE
RERTEERZRIET 5,

TV BYERNYVFSY a0 ERET S &
ERIET S,

(vii BOOBMAOARIZ. RO DHEA

fit, . starting materials, packaging
materials, and intermediate, bulk and
__________ finished products;
(ii) To ensure that all necessary testing

is carried out and the associated
.......Jecords evaluated, . . .
(iii) To approve specifications, sampling
instructions test methods and other

(iv) To approve and monitor any contract
__________ analysts; .
(v) To ensure the qualification and
maintenance of his/her department,

premises and equipment;

and continuing training of his BHRUBKHLEBBTINRERET & &
department personnel is carried out L1z, HBINWELXVLEBEIIHELTHESETHL D
and adapted according to need. CEERET S
2.8 The head of the Quality Control (2.8 ZREEEHMAORF—KHIZ. UTORE
Department generally has.the following BEET S,
________ responsibilities: e
(i) To approve or reject, as he/she sees (i) BoDHIEICKY., HERH., a&H

B, TMNS. SALIRRRUBRHEA
AR TABOHURENTS.
i) ETOBELHBARR SN, ThiT
BISRRENTFMEIATNDC L ERE
i) BRE RABDRERNE. RBRAER
UhOSHEEFEELRET .

(v BEo08HM. BMRUBREIZSOWVT.,
BRUEEZRVRATEEREZRIET 5.




(vii) To ensure that the required initial
and continuing training of ‘his
department personnel is carried out
and adapted according to need.

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

(viii BEo DEFDABICKRO 5N H5FA
HEUBBGHLEHRBIRERRT HL &
LI, HEINIBADEIZCELTRESHS
CEERIET S,

o REEBEHBMAOBEICOVTER. &
6EIZEELEDHLOATINS,

2.9 The heads of Production, Quality Control
and where relevant, Head of Quality
Assurance or Head of Quality Unit,
generally have some shared, or jointly

exercised, . responsibilities relating to
gquality including . in particular the
design, effective implementation,

monitoring and maintenance of the
Pharmaceutical Quality System. These
may include, subject to any national

________ regulations: ]
(iy The authorisation of  written
procedures and other documents,

_______ including amendments, .

(ii) The monitoring and control of the
manufacturing environment;

(vi) The approval and monitoring of
.......... suppliers of materials, |
(vii) The. approval and monitoring of
contract manufacturers and providers
of other GMP related outsourced
__________ activities; ]
(viii) The designation and monitoring of
storage conditions for materials and

products;

(x) The monitoring of compliance with
the requirements of Good
__________ Manufacturing Practice;

i) The inspection, investigation, and
taking of samples, in order to monitor

factors which may affect product
.......... L UL A=
(xii} ~ Participation in management
reviews of process. performance,
product quality and of the

Pharmaceutical Quality System and
__________ advocating continual improvement;

(xiii) Ensuring that a timely and effective
communication and escalation

29 HEBFRUVGEEEMMORAL VIS
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process exists to raise quality issues
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to the appropriate levels of H1
management.
TRAINING BB &

2.10 The manufacturer should provide
training for all the personnel whose
duties take them into production and
storage 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.

210 BEFEE. BEICLVHERERY
REEBXEEESREICIBAS S
TOAR (Bff. RIEERUVEROA
BZE80) RUETOTHFARAREICR
ErRETTHEMEOHIMBLOARIC. &
BillgesxETHZ &,

2.11 Besides the basic training on the theory
and practice of the Pharmaceutical

Quality System and 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.

211 EERREVRATLETICGMPORE
REREURRBRICETAELAMNLEHFIR
BUSic, IRICEAShEABR, AV
LTONT-BEICKELC-ENGZEEFIN
BERIHA L. MM LBEAFIHELR
L. TOXRNEZERHMICHEMST S
L. BE. EEEMORRIIAEEER
FMOEOWThONERRBEL., HEMNET
OJSLLNFATETHS L. HFEI
BOLHREZRET H &

2.12 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

212 ERABREBLLUBREE (FIXEE. FH
REXXFEEE. . BEHEEL (&
BREMZHITHSDESARYEDLDIIE
) THEETIARBICR. HALEFIN
BERET S L,

training.
2.13 Visitors or untrained personnel should, [ 2.13 FBEE XX LEBENZE =T TULHE LA
preferably, not be taken into the Bix. #EEBRUSEEEREICILS

production and quality control areas. If
this is unavoidable, they should be
given information in advance,
particularly about personal hygiene and
the prescribed protective clothing. They
should. be closely supervised.

ASBEBERHRWIENREFTLL, B#Tbhi
WBSFk. BHiICER (BITCABORE
EERUFTEOREXRICOVLTORER®R)
IR ITIELIIC.HOoETERECE
= P

2.14 The Pharmaceutical Quality System

214 EERREVATLEVIZZEOERZR

and all the measures capable of VRBE*RET I L EAKkET L
improving its understanding = and TOHFZIIO>VWT., HEFINERFIZTHHIC
implementation  should  be  fully HETSH L.
discussed during the training sessions.

PERSONNEL HYGINE AEODREER

2.15 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

215 LB EETE IO S LERIL.
IHERNORBES=—XICHLTERT
5C¢, MEBTEBTOSTS LI, AB
ORRB. FEECEORBRUVEKRICEE
TEHEFIEEEHDH L. BEICIYRE
RBERVEEREICIBEASIEZTOA
EFNHHISFIELERL. RELFHES
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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.

TSI L. BEEBIOITSLIE, 8
BEEAEEL. BFIEHICESHET
6:&0

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

216 ETHOARE. FARICEEZWZR

1352 &, HEEXEHEOEREFEELELT., 85
ODRBICEETLHORREOHSIERK
REZHEEEE~NMDSIN DL EHRIT
TE52HRE%ThbETAEGZLGGL, 9E
ODBRECHOE. TOFERUVEADR
BO-OWBELBYIC, BEZHZERE
5 &,

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

217 BENMERBIIRBELE-EXIEROE

HEEICHABRREEZERTSIENERRA
HEICRRBLEVWS EZARLGERYHE
RITTSIHRZHELAHAZ L,

2.18 Every person entering the
manufacturing areas should wear
protective garments appropriate to the

operations to be carried out.

218 B ERBICIBEASETOEIT. =i

THRRERIZRLE-BUNLGREXRZEHR
-3_6:to

2.19 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.

219 RE. ALBELIEZEE, XTEY.

BH EEMHELI(EEANERGD
REZ. HERBRUVAEREATRE
t9dl &, — Bz, WERERAX X
HENEREEZRTBTANH S M

ORERIZETSEBTENGTAEIE. B
L9352 ¢&,

2.20 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.

220 BEHEIATLWASEBRURMBOR G #

MEBIICEEEOFNEREMT S
EIFRIFESIE,

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

221 ARISFRVRBEER TS LSBT

vAHZ &,

2.22 Any specific requirements for the [2.22 HHLAEKIIL—T (AZEEEEA)
manufacture of special groups of DEEICEHTIHANEREEIZONT
products, for example sterile . Py 2 RIZEITF 5B,
preparations, are covered in the
annexes.

CONSULTANTS arvyraevhb

2.23 Consultants should have adequate
education, training, and experience, or
any combination thereof, to advise on

223 avHILEavbE. BOEPERSATE

EHIZOVWTHET SO, BYLTH
B.IGERURER (REZEhoDHEAE




......1he subject for which they are retained.
Records should be maintained stating
the name, address, qualifications, and
type of service provided by these

‘consultants.

L. bh®) EHEYSE,
TORE. . A%, RUIVHLE
Vi TR#HESA-ZREDODEBEIZD

WT., BREFZRFT S

CHAPTER 3 EI3E
PREMISES AND EQUIPMENT BYE U
PRINCIPLE IR &l
Premises and equipment must be located, | REShBEXITHAESHOLVLELSIT. BYR
designed, constructed, adapted and ([U¥EZ#E&EEL. REL. EEL. #tAL.

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

RFEBELATAELELAL, TOREBRU
BEE.BEOURIEBMTEEEE
RETHELLID, RRFER. LARRIEE
hOERRY (—BHIC) RRAE~OER
BEEABTHLOIC. AHEXFRUETE
EfARETHLOTHTAREE DAL,

PREMISES BY
General 2HREHR
3.1. Premises should be situated in an|3.1. SIEZ2RE T 2FBRLGGEHETEERT S

environment which, when considered
together with measures to protect the
manufacture, presents minimal risk of
causing contamination of materials or

ERMHERUBROFRZSIESESY
DRIPRMBRTHIRKEIC. EVZEE
(&,

products.

3.2. Premises should be  carefully (3.2. B RURATEEOFENBEROSE
maintained, ensuring that repair and CEEZ3 0LV ELEERET S
maintenance operations do not present £S5, EVEIERCHEBEET S C
any hazard to the quality of products. . FMAEFIEEICR-TERL., (&
They should be cleaned and, where LT HER) HBET A&,
applicable, disinfected according to
detailed written procedures.

3.3. Lighting, temperature, humidity and |3.3. BB . EE. . EERUBRISNEYITH Y.
ventilation should be appropriate and ThohEERVURETOEXRAXIE
such that they do not adversely affect, REOERLZEBICEEMXITHEN
directly or indirectly, either the TEBEEFRIFIHI &,
medicinal products during their
manufacture and storage, or the
accurate functioning of equipment.

3.4. Premises should be designed and |[3.4. ERXEHOHYVWOBANASEKXEIC
equipped so as to afford maximum FHALIIC. BYERFL. EHETSHC
protection against the entry of insects (=5
or other animals. |

3.5. Steps should be taken in order to [3.5. EMHFADADIAY 2T B HEEMN i
prevent the entry of unauthorised ELohTWWd e, Hs, RERUSE |
people. Production, storage and quality EEBEREII. ECTHEELLUVLAEBN
control areas should not be used as a BERELTERALTEGLEL,
right of way by personnel who do not
work in them.

Production Area HERS

3.6. In order to minimise the risk of a serious
medical hazard due to cross-

36. XRFRICLIEELEFHREEDY
AV EBIMRICT S0, aBREREOR
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contamination, 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, certain hormones,
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.

MHE Bz EXRZT ) UE) RiFEME
A (B AIEEETLEIMEDICHE
T530) E0RBKLGCEEROREIC
FZ. ERAltThi-82H LAORXDFRRE
AFBERAEgEThRTAhERoG L, HIHE
OHER., HhHAEORILEY. HBIED
HEEEDE. b2BORETHEEMRU
(EESZFOHIOHNET. A—DHER
TEREELTEGEILZL, AIstELT. B
MEFPHENBELOh, RBLGL/NY T—
SavhFbhbhTWW3EBEICE. Chb
BRIIODVWTHE—BRITEFTS5F v >
R—VEEREIHRINES. TXE
M (BRRFRVRERSE) OoREF. E
XSOBBICERATIEMTE®ESH

T,

(*RE: REBIIKNZITEPEEZES. )

3.7. Premises should preferably be laid out |3.7. X2 D0FNERUBLELBESEELANLIC
in such a way as to allow the production BLE-RENGTEFTERELEZREEIC
to take place in areas connected in a BLWTHEHENTOLh B LS. B ZEE
logical order corresponding to the THIENEFELLL,
sequence of the operations and to the
requisite cleanliness levels.

3.8, The adequacy of the working and [3.8. ELAEEXERRXREZZTOEEMOER %
in-process storage space should permit BMMEL., EXFHRFZEAL. WEFEL
the orderly and logical positioning of CITEBRTYy TORBRAXIFTE-
equipment and materials so as to EERAOYVRIERMBICT S LS. &
minimise the risk of confusion between VLBEERAR—ZARUVIEBEHRREAR
different medicinal products or their — AL EBRUDSEERERENIC
components, to avoid Cross- BETSHI_E,
contamination and to minimize the risk
of omission or wrong application of any
of the manufacturing or control steps.

3.9. Where starting and primary packaging ([3.9. HERHEE UV —XREEHH . FHEERX
materials, intermediate or bulk products AL IBEGHFABRIBEICRBSINSES
are exposed to the environment, interior X, EPRBOERE (B, KRUXH)
surfaces (walls, floors and ceilings) . FBTCOVEHARURAKESSN A
should be smooth, free from cracks and A . BEBTFHEZHEZESELELEVLOTSH
open joints, and should not shed 5EEHIC.BENOHEMNAEREY

particulate matter and should permit
easy and effective cleaning and, if
necessary, disinfection.

(LELBE) HENMTTAS3D0THS
= 3%

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

3.10. BE. BHEMFA TR, BR{E VO

HERIE. ERLICCLEAOBR T E
BIDHELIO5RHL.BET S &, R
EHOHBMOO., AIREGTRY BERSE
NOLEZFANETHES &,
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purposes, they should be accessible
from outside the manufacturing areas.

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.

3.11. BEkBEIX. BYMHEYAXT. b5y T
TEDOEFEELRAAEET S L. AME
ITAEELBYMITEIN., RETHIIK.
BERRVHEBZEELZVESECL
THBL &,

3.12. Production areas should be effectively

ventilated, with air control facilities
(including temperature and, where
necessary, humidity and filtration)
appropriate both to the products

handled, to the operations undertaken
within them and to the external
environment. -

3.12. WERBEEF. RYKSRE. T2 T
LDh2ERRUNABEREEONT hICH
LT BYLGEHRRRE (REDEH. &
BELUBEAREERUVULBZET) 28R
LT. HRMICBERT S &,

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

3.13. HERHOFERXEAE. TOREOD:
HDICHEHEA . EFShEEEETHTS
&,

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

314, LABRKRETIHE (BIxIE, B
TV BE. EARUMIOMEES.
ENWV-REODHGJOBER) T. XXE
ML TERZITVCTICTEE
AMEFTHEEZRELDI L.

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

contamination.

3.15. EEROQED-H0EMIT. ERX
BXEXELZEMTEEHE5. FAHICE
L. BET A&,

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

3.16. HERE (HFICEBRICLHHEFHEE
BT SBHM) F. TS LEHZETHS
ey

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

3.17. TERNEHRZ., BEIIWHLTYIRI %
LELIRVLBYIZCEVT,. #ERER
TRBLTDH L,

Storage Areas

REXH

3.18. Storage areas should be of sufficient
capacity to allow orderly storage of the
various categories of materials and

3.18. RERBIFI. UTOLS34%AGHT
SY—ORMHRURRZERLRE
TEPTHBIESTHS L HERH

products: starting and packaging RUSEMH. dEER. ALIERGR
materials, intermediate, bulk and UEBRRESG. E2REDPOEA. &a8H
finished products, products in EEh-8G. FTEBRHAESILEEG.
quarantine, released, rejected, returned BERXEEREALES
or recalled.

3.19. Storage areas should be designed or (3.19. B L REEUZRIETSL5. RE
adapted to ensure good storage REZRHXEH#ATEHII L BIT. &

conditions. In particular, they should be
clean and dry and maintained within
acceptable temperature limits. Where
special storage conditions are required
(e.g. temperature, humidity) these
should be provided, checked and

ZEXEF, FRETELNEREEL. R
ShI2EBEEREERNICHEEERT S
ECBAGRESEENBELGESIE (H
ZEBE, BE) . HZRFHEEHEL.
Frubl, EZ4—FBHI &,
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monitored.

3.20. Receiving and dispatch bays should
protect materials and products from the
weather. Receptions areas should be

3.20. A - BHEHDOEBF. REMARERMHEU
RRAZRETDH2LO0THSI L. AWK
MEHOBRHREZ (BELBE) REAMICE

designed and equipped to allow BTEH&LIIC. ZAREZRHL. &
containers of incoming materials to be BTdC &,

cleaned where necessary before

storage.

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
guarantine should give equivalent
security.

321, DBEIhEEETOREICKEK>TE
SRERENRIE A ZIESE. i d
REFHAEICKRFTTAEELIT. HE&RK
BAOIARBESAEZARBICHEBL
BithEhaoal, YENGESBREIIC
RbhbB3LRATLERVWSEAE. AED
X2 TF12RETEIEOTHSC
&

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.

3.22. BE. HERHRBICHBL -BRERR
EEAHI L. BAERERHIARERE T
EHIhIBEAE. TRXNEFXREL2E
BT+ B &E58FEFETITIC &,

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

3.23. FEBHESHh, BIRSAXEERS
MERHHELIBRAORERICRE
BMENE-EHZRAITSHZ L,

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

324, BEEHODEREIERF. RETHER
BEBICTRET S L,

3.25. Printed packaging materials are
considered critical to the conformity of
the medicinal products and special

3.25. MMl Sh-SEMHBE. ERXRROES
RICEBEEZALhDIEOH. HiIASEE
MHORETHEXRLGREIIHIOEER

attention should be paid to the safe and #IhS52 &,
secure storage of these materials.
Quality Control Areas mESERE

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

3.26. @E. REEEMNREG. HERXKEM
LHBITEE, ChiIZEY. HEDR
VRS HERETHZOEHED O DR
ETCHICEETHY. TholBRELH
WITH@T H &,

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

3.27. ERBHEBERF. ECTADLIhSERIC
BTBHLO5BHT S, ERRURXXR
FRERITILODTIUTAR—RES
A5t BARRUVEKED-OHDEY]
THREODREAR—ZADNHDI_ &,

3.28. Separate rooms may be necessary to

3.28. HEBUMBLERY. ERHHE. BEE

protect sensitive instruments from ENoBRETHLO. HLE-BEL D
vibration, electrical interference, BETHA5.
humidity, etc.
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3.29. Special requirements are needed in
laboratories handling particular
substances, such as biological or
radioactive samples.

3.29. BHBLYVE (LVFHXBIBRHEFHED
HAREKE) zHOABEICE. KL
EfNROL NS,

Ancillary Areas

1 i X &%

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

3.30. hBEE. hORBETRMIT S &,

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

3.31. EXBRBEESVIZTFRVRVT AL
BEX. BRBITFIVERTE, FHEX
I LBUGENAHEIE. B LI,
HAERTRERBEEEALTLTIE
A=

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

3.32. R BEOEZEBIZ. HERENL T
ROBYEBhTWACE . BRERUIER
*WERBCTRETSHEEGE. Tho %
ZTORREROBEXRIEIA Yy Hh—RIZ
RETHZ &,

3.33. Animal houses should be well isolated

3.33. BWER. MOAR (HYP~DTF7 I €

from other areas, with separate RA) BRUVZEZRLEBEERHEZHA. ORI
entrance (animal access) and air ho+RIcnr@T S L,
handling facilities.

EQUIPMENT =

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

3.34. WEHRBET. TORMMOBMITET S
FOHREHL.EEL.RFEET S L.

|

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

3.35. BERUVETEBEOHEER. B2 5E |
IcEEx2H 6L TIEALEL,

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

3.36. HEHBE. BREIHOELITERT
EHL5BRHTHIL, HERMKIT., &
MEFIEEICHE-THERL. FHRTREL
FRETOHARET S L.

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

3.37. ®BRBRUERERE. FREREGTLR
WESBEL. EET AL,

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

BEE. BRXREIFEEZHLET S LS

3.38.
RET S &,

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

3.39. BMERKEE. HRITREZHLLLT
BREsBRL, BREEMTLILELD
HWEFBOBRE. HAoREIIEE
L. BIRZELCHEICREE. MHEX
FREEAH>TRHELGEL,

3.40. Balances and measuring equipment of
an appropriate range and precision

3.40. XERUVAROHRBAEYLHEER
UBETHY . BERVEEBEOERD
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should be available for production and
control operations.

HHARRETHSC &,

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.

3.41. fiE. FE. EHBRUVEEHOREKE.
BULAEICE>THESAERBRET
BREL,. Fzv9952¢&. findER
OENGEFREEZRFET S &,

3.42. Fixed pipework should be clearly
labelled to indicate the contents and,
where applicable, the direction of flow.

3.42. BEBREIR. REVRUV (RET S5
B) RhOFRAERT O, AEISRT
THCE,

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. ZABXK. BAFT KRV GEYLGEHE)
thDKOEEZ. MEMBTRICHELSTH
HRREVEBELOIANESHEZHART SF
IREIZ#t>T., HET A &,

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

3.44. RGO HHREIE. (TRELBE) =
EEBRUREEEREMIAORET S
N, XEDPLBCELREDH B & +H
BI2Zr"T HC L,

CHAPTER 4 T4 FE
DOCUMENTATION XEi
PRINCIPLE R Rl
Good documentation  constitutes an |[XEZEEZBEEITTS5&F. RERIAC R T

essential part of the quality assurance
system and is key to operating in compliance
with GMP requirements. The various types
of documents and media used should be
fully defined in the manufacturer's Quality
Management System. Documentation may
exist in a variety of forms, including paper-
based, electronic or photographic media.
The main objective of the system of
documentation utilised must be to establish,
control, monitor and record all activities
which directly or indirectly impact on all
aspects of the quality of medicinal products.
The Quality Management System should
include sufficient instructional detail to
facilitate a common understanding of the
requirements, in addition to providing for
sufficient recording of the various processes
and evaluation of any observations, so that
ohgoing application of the requirements may
_be demonstrated.
There are two primary types
documentation used to manage and record
GMP compliance: instructions (directions,
requirements) and records/reports.
Appropriate good documentation practice
should be applied with respect to the type of
document.

LOFRUARGERZEHRLTEY. GMPE
REBFICERTAEHDETHS. B
BOXBRUEAKRZ HEXFTOREIRY
AU MR TLATREISHET A E., X
Blx. BRrOME (ERXA—X, BEFEHK%. B
ERGF%*E80) THET S, XEBLELVRAT LA
2ERATAILANEZ. EEXEROSRENOSET
OHEICEEXITBENICEEZEZ52T
NDEBEHEIL. EBL. T4 —L. &K
TEHELETHD. ERBENEHIATILS
CEERIAT S ENTEEEL LS, RETR
DAVPVRATFLIEI. RAGEXBRERUMR
ROoE@MIzoWTot+ouiEEEiT>52 L
Tz, ERFBEIZODOVLTHEXEOHMBEZ S
Alct+ohERogEHEEL L.

GMPHEEMHZERBL. BT H5DICHIND
XEIZEK. 2720EANLEENH S : BE
E2(BTFEHE. ERFH) RURZBHEBE
ETHD . BULXEEHEZ,. XEOEHIC
MELTEBAT A &,




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

XEOEHE. 22, HERRUEAS S
*RIETH&LD. BYLGEBEERET 5 C
E REERF. BYNLEC, EETHATRE
THhbHo k., TEE@ (written) | & V5 BE
F. T— 42X AOFEDEIRARICTEHILENT
EHAHAKEIIXEILESIHh, RIFEBESLTL
5L EEEKT S,

REQUIRED GMP DOCUMENTATION (BY
TYPE)

BERIhAZ3GMPXE (BEA)

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

YA YR E—TF7ANL : BEMDGMP |
BEETLIFHELHLEXE,

Instructions (directions, or requirements)
BRI e, MRS e o o 3 e el e
Specifications: Describe in detall the

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

Manufacturing Formulae, Processmg,
Packaging and Testing Instructions:
Provide detail all the starting materials,
equipment and computerised systems (if
any) to be used and specify all processing,
packaging, sampling and testing
instructions. In-process controls and
process analytical technologies to be
employed should be specified where
relevant, together with acceptance criteria.
Procedures: (Otherwise known as Standard
Operating Procedures, or SOPs), give
_directions for performing certain operations.
Protocols: Give instructions for performing
_and recording certain discreet operations.
Technical Agreements: Are
between contract givers and acceptors for

outsourced activities.

EHE (BREEXREREEH) OBE :

BHEE SatdhIcERIhEXEEBohER
FHELORESGAFEELABETAERL R

WERBHEOFHZREHL-L0, MEFM
DIEWEL B,

HERS. M, 8. RBROEE®E: £C
OHERK. EBEUL (1 LHNIE) a2 E
21— 3 RATFLOEMERL, £ETOM

I, 8% RAENR. HBROERZHAEL
30, FATAEEIBRHNEBRUPATIEE
Sic&Y., HeR#gLLLIZHRBT S L,

FEE: RECHELERBT 5LHOHETE
BERlib0, (HMEXBFHEE. SOP
LLTHEHBNTLS)
REHBEE: REOIBEET AR LR
L. ERTLLOOERETLESD.

BINRWE N BEAEROLOEREB LR
AEDNRTAERBLELO,

Record/Report type:

HREHEE

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

HEE ERE~DHEAHZRIAETHHIC
ELohk-HBaLiEE WAE. X, &
L%, RAZEH. &Ny FOBEIE.
BEEZESOERIONYFCEOERE) OIF
mihﬁTétwoﬁﬁééﬁﬁTéﬁwﬁ
Wohfi-&ET—42%80, ETHLEESIC
ﬁbt@~ﬁﬁéhtﬂm%ﬂ2®7 a2 %
SF—42 ¢ LTHWLANIZODVWTHET S
. bR EY, REHEOELELSET
NDT—8F. ET—4ELTHEHET D &,

REBREE2 - HEshk-BE~OFESHETMHE
EEBC . HEXEIRVAHOBADOEERER




products -or materials® together with the
evaluation for compliance to a stated
|specificationt Hiac . b ol = A0 o
2 Alternatively the certification may be based,
in-whole or in-part, on the assessment of
real time data (summaries and exception
reports) from batch related process analytical
technology (PAT), parameters or metrics as

per the approved marketing authorisation

_______ e e e
Reports: Document the conduct of
particular exercises, projects “or
investigations, together with results,

conclusions and recommendations.

X2 HEBAEZICRKRZT.NAYyFHEEOPA
THhLBEYZILESALT—2 (BE LR
WE) ITHODVWTOHREG. REXRRBIBICERO
INTA—ERIFARTEBIZTODVWTOEMEZ
(2EMHXEBLIBICT) ToTCHEBEEHESE
BE L TH &KLY,

BEE  BFEOET. ooz y FXIFREA
THREZRBLECEZ. ERB. ERRUB S
EEdHic, XELELEEIOD,

GENERATION AND CONTROL
DOCUMENTATION

OF

XEOERRUER

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

for both hybrid and homogenous
systems. Appropriate controls for
electronic documents such as
templates, forms, and master
documents should be implemented.

Appropriate controls should be in place
to ensure the integrity of the record
throughout the retention period.

41 ETORBBEOXEZREL. E5F T 5 C
. ERFBEEZ. 2TOREOXEDLE
AERXICRKRIZERT 5. BEHLIXT
Lz, BEECEAH&L5I1CL. BUYITXE
L. NUT—F+TH5LENHY. BEY
LEBEMNE--TWEZLE, E<OXE
(EHE -RBHRE) X. HEIHBAIXEF
B, OB EFHEA—XRR LN, ES
METEET LS. RA, EXGEIAR. T
—A0BRFEVWRUVEREOHUDER
VEBAZERX. BEMWRTLRURBE
MO RTFTLOMAIZDWVWTEE > THL
ZRENRAHD.EFXE(TYIL—FhK,
EXERUVEARSE) DT, BULER
XTSI L. REITAESELHMIZD
EoTRBOTLUEZRIAT HAES. &
UhEBRE->-TIWNSC &,

4.2 Documents should be designed, |42 XBIRIELT. BEtL. kEL. BE
prepared, reviewed, and distributed L.EBE#HTSsE, XEREHE., 8aft
with care. They should comply with the HRE. BET - RERIZEOHERS
relevant parts of Product Specification SEBT AL RANGIEEXEXEZE
Files, Manufacturing and Marketing HWTBHITHE>T. ERBETRY %55
Authorisation dossiers, as appropriate. BESHETIEGELEL,

The reproduction of working documents
from master documents should not allow
any error to be introduced through the
reproduction process.
4.3 Documents containing instructions 4.3 BEZSTXER. YA+ —VYS1 X

should be approved, signed and dated
by appropriate and authorised persons.
Documents should have unambiguous
contents and be uniquely identifiable.

FnRn—vohAREL,. EA4L. BiFZ A
hdZ¢, XETHELZRET. FEL
THATMETHDI L, BB EEDH S
o 0
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The effective date should be defined.

4.4 Documents containing instructions
should be laid out in an orderly fashion
and be easy to check. The style and
language of documents should fit with

their intended use. Standard Operating

44 EREOXER. BIELTCREBL. F=x
vy LBLKTHEILE. XEDREIAILE
UREE. FHBEMICEhLES &L, 1B
EREFEERVEEEREG. BAMN
NOBEIMBREIANLTELZ L,

Procedures, Work Instructions and
Methods should be written in an
imperative mandatory style.
4.5 Documents within the Quality|4.5 @EIRC AV RATLRAOXE(T.
Management  System  should be EHMICBEL. BFOKEBICLTEL

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

CE. XEBEZUETLAEEEZR., BRROF
AEGERZEMLETSE-HVAT LE
ERT S L,

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

46 XEZFE=LTREGLHWVA, ¥—4
RBANBELXEBIZH->TH. Hird i

ADEHTRBAR—XZFHITE &,

GOOD DOCUMENTATION PRACTICES

XEER

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

47 FEERAR. AR THARC. HET
FERVWAETITS &,

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

48 BEHRETLBEIC.EXHOHE(IC
BRAETHEELEDNEHTRAESA

EZT. BBREEZFERXEERT S L,

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

4.9 XERBICEBEZMA SIS > T,
ZEZL.BEZ2AhS ¢ UBLEEIIZ,
TEROGERNYMNAETHSCE, (GE

NRiEe) EEOERZREHKI DS L.

RETENTION OF DOCUMENTS

XEBORE

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

410 BEHEFBICEOREINEET S5,
HEEREMNECITE M LTSS, BHRE
IKTHET S L. REMMZALC TRE
DELMEZRAET I, BRLEEN
BoTWwabhEaod. (BULEE)
NYF—rLBTAREGELSEL,

4.11 Specific requirements apply to batch
documentation which must be kept for
one year after expiry of the batch to
which it relates or at least five years
after certification of the batch by the
Authorised Person, whichever is the
longer. For investigational medicinal
products, the batch documentation must
be kept for at least five years after the
completion or formal discontinuation of

411 Ry FOXFICERINSFHAIGZER
EHEELT.HZNANYFOEHHERZ1
FRXBEA—VISAXFNR—VYIT&
ANy FOHBABTHER. e
SEROVThARVEB. RBFELAG T
hEha o, BREICRINYFOX
ERF.BBNVTFHEREhEZEROA
BORTRXREHDEO®EDLLGCELBE
HRELGAHTAE LAV, XEOREF
TEYAMOERTERLLT. BEQOE

24




the last clinical trial in which the batch
was used. Other requirements for
retention of documentation may be
described in legislation in relation to
specific types of product (e.g. Advanced
Therapy Medicinal Products) and
specify that longer retention periods be
applied to certain documents.

HORGE (Hl X IE Advanced Therapy
Medicinal Products) ICESE L TES T
BESh2I2BENHY. HLAXEIZEIC
EVWVRGFHEZERTHIENRESH
A8 H 5,

4.12 For other types of documentation, the
retention period will depend on the
business activity which the
documentation supports. Critical
documentation, including raw data (for
example relating to validation or
stability), which supports information in
the Marketing Authorisation should be
retained whilst the authorisation
remains in force. It may be considered
acceptable to retire certain
documentation (e.q. raw data
supporting validation reports or stability
reports) where the data has been
superseded by a full set of new data.
Justification for this should be
documented and should take into
account the requirements for retention
of batch documentation; for example, in
the case of process validation data, the
accompanying raw data should be
retained for a period at least as long as
the records for all batches whose
release has been supported on the

________ basis of that validation exercise. .
The following section gives some
examples of required documents. The
quality management system should
describe all documents reguired to

412 FOMOEEOXEBICRIEFHM
F. YBXENEFHTLIEXEFHRE T
Hd. REERRBEDPORBEZEGIT S
(MEIE. NUTF—varXRIEREHIS
BETE) ET— 4B EELXE
k. UZEREBFNEVLCHEERET S
. HAIXE WMAE, AYUT— 3w
BEENTREEHEARBEEELZEMS T
TWARAET—4) 22\ T., FOT—4
NEHELWT—42ty FITEHFILEE
Blz. REXMEMISH T LLHEBRIN
B2 . HHISELULEREXELT S &
ERIT. NV TFOXEDRFICHT HE
REBEBZEEBICAhSZZE, fIXIE. T
OtEXANYF—30DT—42DFE.
HENYF—avEBICESUVTH
MHUERERFIToATWELINYFOD
gLV UCELRALYE. T S
ET—2%BEFTHE,

BEREhEIXEDOHME. ROEY 3>
B Fd, REYRZPAVEFLRTALT
. HAERBERUBEOREMRZRIAT
2-HERIIhDIETOXEZRRT S

ensure product quality and patient c &
safety.
SPECIFICATIONS AEE
4.13 There should be appropriately [4.13 HERH. aEH B RUERLRHRKICD

authorised and dated specifications for
starting and packaging materials, and
finished products.

- &3

WT, BEUIBEZh. BEOA - 1=,
HEENAHBI L,

Specifications for starting and packaging
materials

HEEHEUSEHHORER

4.14 Specifications for starting and primary
or printed packaging materials should

include or provide reference to, if

________ applicable:
a) A description of the materials,
including:

414 HERH. —REEHBREMRAS L
rABEHHORKEEIL. UTOSEES
CXIE (MET5H8) BREERTC

) EORABIESNTORB(UTOHR
E20)
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— The designated name and the
internal code reference;

The reference, if any, to a
pharmacopoeial monograph;

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

Qualitative and quantitative
requirements with acceptance limits;

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

BEESLEEBHRUMHASEI—F

(LLHILIL) ERFERHKBED
sHR%
ERRBShEBHEBEESE. RV (BEICE
Y) TORMHOBET

MR chzHHOEMAER

e) ﬁﬁﬁﬁﬂ@ﬁkﬁ‘:%%ﬁﬁﬂ

Specifications for intermediate and bulk
products

PEMBRONNNIBREDHEER

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

415 EZER Ty 22T, XEPHER
BUNRNIVBEGEBELELIERET
WMAHICELT. FMERKRUNALIEG
ORBELAFBETETHEI L. HER
BREXEE. BERHEXEELRESIOR
KEBIZELI-LODTHBZ L,

Specifications for finished products

BREBOF KR

4.16 Specifications for finished products
......should include or provide reference to:
a) The designated name of the product
and the code reference where

applicable;

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

416 BERESOBEBET. UTOEEZS
tXIiiiﬂggﬁETT &

A)%E:—b

e) The qualitative and quantitative e) EMHMRBRUEREMLERZTER(HFERRA
requirements, with the acceptance E0)

__________ L) R Sl e S R o I e TS PO AL e e | U,
f) The storage conditions and any | f) REXHERV (ZLTIHES) B AR
special handling precautions, where HBNELEOEESEE

.......... Applisable il ou by Mo oo Snii da sl Wl s b el el i TR B )
g) The shelf-life. g) AR

MANUFACTURING FORMULA AND [ RERFRUIEHEEE

PROCESSING INSTRUCTIONS

Approved, written Manufacturing Formula
and Processing Instructions should exist for

BRESh, XEgtzh-8E05RUVIERE
HE%. @8R CERUNYFHL X EITH

each product and batch size to be [T 5 &,

manufactured.

4.17 The Manufacturing Formula should |[4.17 ® &L KX, U TOBE*EL &,
include:

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

a) HREOEH. TORBEICHENMSITHH
GBBa— K




form, strength of the product and
__________ batch size;
c) A list of all starting materials to be
used, with the amount of each,
described; mention should be made of

any substance that may disappear in
__________ the course of processing;
d) A statement of the expected final yield
with the acceptable limits, and of
relevant intermediate yields, where

applicable.

c) ALSETOHERMRUELAED
URA b+ (MZTOBETHETIMEIZD
WTEERTHIE)

................................................................

d PEBEREO DV TORB(HEEBE
ExET) . RU (BLT58546) BE
TAHRHhBWREBIZODVNTHRE

4.18 The Processing lInstructions should

________ inglude: It mlectl r sk Eoahdl
a) A statement of the processing location

and the principal equipment to be

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

! c) Checks that the _eq_t]ipm-ent'and work
station are clear of previous products,
documents or materials not required

for the planned process, and that
equipment is clean and suitable for

' Detailed stepwise processing
instructions [e.g. checks on materials,
pre-treatments, sequence for adding
materials, critical process parameters
__________ (time, temp ete)l;
e) The instructions for any in-process
__________ controls with their limits;
f) Where necessary, the requirements for
bulk storage of the products; including

the container, labeling and special

storage conditions where applicable;

418 IEEREEF. ULTOEREZSLC &,

Ta) TOIRETOBMRUALSELE
BIzoLWTORE

b) EEREBOERAEE M IFE. AR,

HMIT., RE. BE) OFE. XTS5
FEDEEE

c) EERUVAERSICUNMOEGK . TES &
THRIRCTELAXEXREMHAL
Wo e, IZEErABERShERICE
LTWBZEDFY Y

d)#ﬂ&&%mmlfﬁl(ﬂxm~ﬁﬁ
HBoFzvy., siEB. RMHEOFMIE
F. BEELIENSA—4% (BFHE. BE
%))

f) (BWEGHE) HRAEONLIREOER
HH (A%, RTRV (RZHTH8ES)
BRERESBEZED)

g) Any special precautions to be| g) BRI ARZIHANLETESE
observed.
Packaging Instructions apEER

4.19 Approved Packaging Instructions for
each product, pack size and type should
exist. These should include, or have a

________ reference to, the following:
a) Name of the product; including the

batch number of bulk and finished

__________ RIgQUC ATREL W SIS LI Al
b) Description of its pharmaceutical

__....form, and strength where applicable;
c) The pack size expressed in terms of

the number, weight or volume of the

product in the final container;

419 8 5. SX0FRERUVENZ LIZEKEZ
Enf-aEXERENAHLSI L, AEER
BlX. UTOEBEZSOXEERBEZT R

FESZEEL)

c) RREBPOHAROBE . EERITIFE
TRLEABESAX




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

__________ materali feo e LT LT

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

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

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

__________ operations begin;
A description of the packaging
operation, including any significant
subsidiary operations, and equipment
__________ tolbe used; ¢ I lie s b Tz il
Details of in- process controls with
instructions for sampling and

acceptance limits.

d)%%téhéétwﬂﬁﬁﬁwxé&
DA+ (BE. v/ X, BARUEEE
HHoOBREEICEHESTS 23— FXIiE
LREBSESD)

e) (BULEBE)EBETSIARAL-EE
FHOEFHXIERERR., XTIy FEH
E0sBRUNGOEDHBEE LIS
RRTHELOEYRAX

f) BEBERUVAEESICLUEORA. T35 &
THAEEEITFELXENITEAH
MEWIE (SAYPUTFTVR)
VICEEBNBERINFERICBELTWLS
“EDF VY

i

~

) ERTREFULTESE(EE LML
THRRDSAIUTSURERENMD
560, RBRUEEBEODAZHEARZ
')

h) E%ﬁ%(i%@ﬁﬁﬂ’?%&lﬁﬁﬁt\é%:
BZ&L) oW TORE

) IRNEBEOHM RARROKERR U
HEBRZEZET)

Batch Processing Record

NNy FITEEGE

4.20 A Batch Processing Record should be
kept for each batch processed. It should
be based on the relevant parts of the

currently approved Manufacturing
Formula and Processing Instructions,
and should contain the following
________ information:
a) The name and batch number of the
product;

b) Dates and times of commencement, of
significant intermediate stages and of
__________ completion of production;
¢) Identification (initials) of
operator(s) who performed each
significant step of the process and,
where appropriate, the name of any
Bevs person who checked these operations; |
d) The batch number and/or analytical
control number as well as the

guantities of each starting material

actually weighed (including the batch

420 Ny FIREHREI. EESh-NyY
FOELICRBETRE BAFREESAT
WARENASRUVUIEBEEEOBES
SIZETCELELIZ.UTOHEHEEZST
S

b) B EnwmFEY EELPHEBREUEAE
DEHLYDBEFRERUEZR |
) IRNORBEERTY TEEMLIE
2EOHMN (1 =>w ) BRY (BYL
BE) ih246%E2Fzv I L-EDS
il
A Ry FEE HBREEEERVEHRER
HOERICHAZKEEE (NyFE
2. BEUBRWR*REREEMILTWME 5
hi-E#EEED)




number and amount of any recovered

or reprocessed material added);
e) Any relevant processing operation or
__________ event and major equipment used;
f) A record of the in-process controls and
- the initials of the person(s) carrying
__________ them out, and the results obtained;
g) The product yield obtained at different
(il and pertinent stages of manufacture;
h) Notes on special problems including
details, with signed authorisation for
any deviation from the Manufacturing

Formula and Processing Instructions;

Where a validated process is
continuously monitored and controlled, then
automatically generated reports may be

(YRE  HELARROER (recail) TH% <.
WEREHIMINNSENNEERY BT S
PR SRl S o T T oL
e) BETHIEBFEEREIHBER KRUEAL
_______ e L e

f) IRNEBRUVTIhEZERLE-EES
DA v LDRE. XVITHELh-E

h) ##EI]?&F%;EE;%LEEH‘%;;.Eﬁ(%%ﬁll&&ﬁ&
VUIEERE oM oNBRRELI-ZEBEES
DHEMBMRBARERUVUEZEZAYVERRZED)

F-NYTFT—FShE-IBZ#EBHIZE= A
— L. BHLTWABSICTBWLWTHEMIZE
BREhtE-HEEE. BAREERVER R

limited to compliance summaries and [#4% (00S) T—AREFEICTB-THERAL
exception / out-of-specification (O0S) data | T & LY,

reports.

Batch Packaging Record Ny FABEERE

4.21 A Batch Packaging Record should be
kept for each batch or part batch
processed. It should be based on the
relevant parts of the Packaging

________ Instruclionste Se AL E T RcImtit il
The batch packaging record should

........ contain the following information:

a) The name and batch number of the
product;

b) The date(s) and times of the
__________ packaging operations;
c) ldentification (initials) of the
operator(s) who performed each

significant step of the process and,
where appropriate, the name of any
__________ person who checked these operations;
d) Records of checks for identity and
conformity  with the packaging
instructions, including the results of
__________ in-process controls;
‘e) Details of the packaging operations
carried out, including references to
equipment and the packaging lines

f) Whenever possible, samples of printed |
packaging materials used, including

specimens of the batch coding, expiry

421 Ry FBERFERZX. Ny FITEXIZ
aEIhEY TNy FIEIZRET D
. BREEREORERSICESCC
to

c) IBROEERTYTEZRMBLUILIEESE
DHEA (A1 =v i) RU GEULIBE)
AP EEEFzyv I LEEDOLE

d) AEBHELOR-—HRAUBAEDT
Y/ DRR (IRNEEOHRES
)

Te) ER LA EOHM(AVEEER
UAESA Y OBRERESD)

fy (AgETHIhIE) ERLEMRshE
EHHOGLTNL (XY FRS. ADH
BEVEMBLGERYAANRORYR




unusual events including details, with
signed authorisation for any deviation
__________ from the Packaging Instructions;
h) 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 cbtained
product, in order to provide for an
adequate reconciliation. Where there

are there are robust electronic
controls in place during packaging
there may be justification for not
__________ including this information;

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

B (AEhERENLOEBABNIE. %
OFMHHA, BRAYERRZEE)
(BUGHMERZTSLH) ZTOH
RMEnr-88# RV ALIERITO
WT. HEL. AL, BELXFERE
CRLEHERUVERESXITHAIE
S, ¥VIcELhE-RAORE (BEHE
FPItRBELTEFEESE-TWNSS
FlE. CORBAEFERTLLRITIE

HiLEshiFd)

i) BEEFOEEFICIDER

PROCEDURES AND RECORDS

FEERUREGE

Receipt

Z2A

4.22 There should be written procedures and

422 FEHERH (XL, &K, BES

records for the receipt of each delivery FEL) . —RBEHH., ZRTEHH
of each starting material, (including RUBREhEGEMHIZO LT, B
bulk, intermediate or finished goods), CTEDZADFIBERUVRGENH S
primary, secondary and printed Tt
packaging materials.

4.23 The records of the receipts should [4.23 SANRBEENEF. UTOEEREZST

include:

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

b) The "in-house" name and/or code of
material (if different from a);

.......... NAMESIT ¢ selcrot i a TR Mg T
e) Manufacturer’'s batch or reference
__________ NUMBbET; S By 2 ilond e Deiin o A4
f) Total quantity and number of

containers received;

g) The batch number assigned after
receipt;

h) Any relevant comment.

h) BAEd 234>k

4.24 There should be written procedures for

424 BE. HEEH. SEHBRUVHBOR

the internal labeling, quarantine and HHOHRNETR. EAKREAVICEHERD
storage of starting materials, packaging FODOFIEELAHEZ &,
materials and other materials, as
appropriate.
Sampling BERER

4.25 There should be written procedures for
‘sampling, which include 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

425 BRABRROFIEEZ (AVW3HZRUER
B. BT 58, TVICHEHMHEHOFLR
FEREOEILEBITA-HOTEEE
F2C) AHbC .
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quality.

Testing

B

4.26 There should be written procedures for
testing materials and products at
different stages of manufacture,
describing the methods and equipment
to be used. The tests performed should
be recorded.

426 HENDERLGLIBRBIIEVTEMHREY
HWEZHRBRTE2EEOAVSHFERUVE
BEZRBLEFREENHS L. REL
-REREF. RIS L.

Other F D fti

4.27 Written release and rejection |4.27 S - TFTERHEOFIEEN. EHH
procedures should be available for BUHEKIIODVLWTHRATETHDZ &,
materials and products, and in BIZ.A—VYSAXFNR—YVITLDHE

particular for the certification for sale of
the finished product by the Authorised
Person(s). All records should be
available to the Authorised Person. A
system should be in place to indicate
special observations and any -changes
to critical data.

BB G DM B~ DS F A
TETHBIE, 2TORREE. £ —
YSAZXER—YUNHETETH D
CE . BALGTFRRUEETF—2OBE
ENDNBLSITTEVRTLAEST
Wa ok,

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

428 (BETHIIE) Ny FORREME
2T 5H. HREOE/NY FOEZEIZD

NWTREHFEZRFLTE(Z L,

4,29 There should be written policies,
procedures, protocols, reports and the
associated records of actions taken or
conclusions reached, where

_......appropriate, for the following examples: |

Validation and qualification of

.........Pprocesses, equipment and systems;

Equipment assembly and
calibration;

Personnel matters including
signature lists, training in GMP and
technical matters, clothing and
hygiene and verification of the
effectiveness of training;

Investigations into deviations and
non-conformances;

Summaries of records where

appropriate (e.g. product quality

429 (EYAHBE) UFOHIZDOLNT, X
Bltsht-Hét. FIEE. EHAEE.
BEB. . BLOoNLEBECHESTIRG
2 O XEI#ERENHDHC L,

THE RBERUSRATFLONT—
3 VI EEYEEM

AE (BL4VRPF. GMP RUHEHTTH
EROHEBINE. ERXRUBTE., T
CHBINGEOHRORIEZED)

(BYRHBAE)
HaaHEEE)




Supplier audits.

- KRBEEOEE

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

430 B ERBERUVEREBOTELRIERHIC
DWT, ALK EFEENAAATRET
HhBZ&,

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

431 FELGXBEELHOHER. REEE.
RUSEGANMIZTHATWLWSREIZ DL
T. fERBBEH TR, FERE
BEEE. YZEBEOFER.EEHik.
RE. RTER., BHRXEIHEBHEX (B
FTRUSZBEEXEZT--EOENZS
L) 2. BRIWICEBETI-OERT S
KMy

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

432 BEIXRCAVIIVARAFLRAOXER
BERET DL,

maintained.
CHAPTER 5 Eo5E
PRODUCTION &
PRINCIPLE R A

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

WEFEET. BRICHEShEFIREICH -
TirbhthEasnl, BEERZ, B E
BREOHRZHETSLHGCMP ORA]

ZEFL. BETHAREHFARVEFTERZIC
BELEOGTAEGL G,

GENERAL

EERER

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

51, BERX . BEENEREL .EBT S L.

5.2. All handling of materials and products, |5.2. @ TORMHERUVERKOBRBEWLN(ZAR
such as receipt and quarantine, UEHRE. BAER. FE. XF. &
sampling, storage, labelling, HL. NI, 8B VICEESE) . F
dispensing, processing, packaging and BEEXFEREICH>THTL., (BEXL
distribution should be done in BE) BRI S L,
accordance with written procedures or
instructions and, where necessary,
recorded.

5.3. All incoming materials should be |5.3. £ TOAHRERMHEZFz v L. BES

checked to ensure that the consighment
corresponds to the order. Containers
should be cleaned where necessary and
labelled with the prescribed data.

hE-RYUNRIEBYTHLICEZRH
ZvH L. BRET (RELBE) AR
L.AIiEDT—8%ZRTTAHZ L,

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

the Quality Control Department.

54 EHRDEBOEI, . RHBOREICTER
BRI AEKEOHIBELHN L.
FERBAL. 8IS LLbic. REE

BERMICHET S L.

finished
or

5.5. Incoming materials and

AFEMHERUERREE . ZARXEI
BOoBE#&M Mo HEXBHEAETHET

5.5.

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

52FET. VEMHIIXEEEBRLE. RO9RE
THC L,

5.6. Intermediate and bulk products [5.6. WS REUNLIBZELTEAL
purchased as such should be handled EHE. ZAOBICHERHE L TR
on receipt as though they were starting Uk 5 Z &,
materials.

5.7. All materials and products should be |[5.7. E2TOEMHERUHF T HEXFIT &
stored under the appropriate conditions STHILIShT-BEULBEHRTT. AT
established by the manufacturer and in OREBERVEEOD—T— 3 200
an orderly fashion to permit batch BEERMBEIBRERET S L.,
segregation and stock rotation.

5.8. Checks on yields, and reconciliation of | 5.8. A EREEZNIhIEZELN LBV F
guantities, should be carried out as RIETHE-H. BREODFz v IRUHE
necessary to ensure that there are no DRBREH*WVEBEICHRLTRET S &,
discrepancies outside acceptable limits.

5.9. Operations on different products should [5.9. EH3HRKIZTODVWTOHFER.ERAXIZ

not be carried out simultaneously or
consecutively in the same room unless
there is no risk of mix-up or
cross-contamination.

EXEFEEOYVRAINERTHIEEE
BRE.RALEZEECHBICXETERL T
FToTIEELIL,

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

510. TERODZBEEIIEVNT. BEEUEHM
HEBREDRUVBOFELLGHET S
N

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.

5141, BLEKBORMHRURIZAEE
TH5REE. CAROEERUVEBRZH I
THLORANGTFHEEZHELLSC L.
ChiEFI. aEEXEREEOMED
MFWNEHTEEES,

5.12. At all times during processing, all
materials, bulk containers, major items
of equipment and where appropriate
rooms used should be Ilabelled 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. IETIIERB. ETORMHE. 1LY
BH.AVIETELEBERY (BY LS
&) EEEITOVVT. MIEh T3
AXIEEMHE. FONM (KNI SESR)
BUNRYFBEEXZRTTAXIIMLDA
ETHRETAILE., (RETHHE)
DETICIT., REOEEIBITSEZ L.,

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. &% . EEXRBZBYICTERTSRT
. HEADHMBTHY . EEMNEEL
FEXTHASC L. SEZRFTLDXEIC
mMAaT. K& (BRXE, ROREP. &
B-TEE. RBEH. - - -) BOT
LTERTCER.ZCODBERATH
3

5.14. Checks should be carried out to ensure
that pipelines and other pieces of

514, BIRi 2 HA5REEHM S 5 O KX ~#iX
TELLOAVIEERVMOEERMN
ELLWAEZTCEHESAhTWEZLZH

equipment used for the transportation of
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products from one area to another are
connected in a correct manner.

TS, Fzuv I35 &,

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

515. ERIEXEFIRE, S ORMB (L. TR

BRYBITS L, BERNAEELGS
FEHE. REEEMMLrSNL. ERZ
BFIHENEEDTERRBISAC &L,

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

516. HEBM~ DI AL,

Faxht-FIC
BEdTHZ &,

ek 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. B . EXAREOLHORERIZE

WT.RUEEREEOLODOEREZR
WT.EEXERZRETSILREETS
&,

PREVENTION OF CROSS-
CONTAMINATION IN PRODUCTION

HECBETA2XRFROBIL

5.18. Contamination of a starting material or
of a product by another material or
product must be avoided. This risk of
accidental cross-contamination arises
from the uncontrolled release of dust,
gases, vapours, sprays or organisms
from materials and products in process,
from residues on equipment, and from
operators' clothing. The significance of

this risk varies with the type of
contaminant and of product being
contaminated. Amongst the most
hazardous contaminants are highly
sensitising materials, biological
preparations containing living
organisms, certain hormones,
cytotoxics, and other highly active
materials. Products in which
contamination is likely to be most

significant are those administered by
injection, those given in large doses
and/or over a long time.

518 tHORMHXTIHKICLS. HERH

NEEGOFREEBLETAEL S
B, BEMAXIXBEOVRIIE. I
EPORMHIGHAENL, ZEELOR
BYHLs RUFERDERNAOLA
B, AR, K. RTL—XEBEHVO
FlshibBEITE>TELS., OO
JRAIVDEXREIZ. ERXYPERVFR S
hEBENEREIZIVYRLES. RV EE
BERXMHER. SREEOVE. £B Z
BHTHIEMFUA. HLEBEOKRILE
v.HBRE . RUVHEOEERYVMETHS.
FENMZLVEREEZEAORSIERIT. F
5% . SRAE - RMBICBESESh A
ThHd.

5.19. Cross-contamination should be
avoided by appropriate technical or
__.....0rganisational measures, for example:
a) Production in segregated areas
(required for products such as
penicillins, live vaccines, live bacterial
preparations and some other
biologicals), or by campaign
(separation in time) followed by
__________ appropriate cleaning;

b) Providing appropriate air-locks and
air extraction;

a) RBIhEREB (RS UYVE &7

519. FIZEUTOLS GBBEVNLGHEBHR

FHBLOFRICK>T. XXFEZEH

Fo. EBEFARVHLIEOMDEME
HAHAFOHRKITROLI D) RTHET
5. RIFFxvoR—VEE (BHZEST
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¢) Minimising the risk of contamination
caused by recirculation or re-entry of

[ e untreated or insufficiently treated air;
d) Keeping protective clothing inside
areas where products with special risk
__________ of cross-contamination are processed;
e) Using cleaning and decontamination
procedures of known effectiveness, as
ineffective cleaning of equipment is a
common source of cross-

contamination;

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

c) RUEBELBLEAT+ARERD
BERXEBEARACLYSIZEIELD
_______ BRYRVEBMCT D,
d) EXELORAUBURIERSHURE
MITAEBATREREEMRT 5.

e) HFRUMERDFIAL. B MMM
DLOERAT S (AHTHVEERS
REXFERO—BHLERETHS 1
H) .

D BER THRIRTLT EAND,

g) BEBMERBIHELLLIT . KEBIZHRE
KEERTT 5.

5.20. Measures to prevent cross-|520 XXFREEZBLAETHIFERUVUZTOSH
contamination and their effectiveness MHEE.AMEOFIREICR>TEHAMIC
should be checked periodically Fzvi3 b,
according to set procedures.

VALIDATION NYyF— 3

5.21. Validation studies should reinforce |5.21. Ay F—LaviE. GMP 2%{tT 3

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

LDTHY . BERShEFIREICH®-T
EETEE. BRRUBRERET S
&,

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

522. HFHROMENAEXREIRBE S EZLZHRA
T53RIET. FhAEBEOIREICET S
LERIATIBBEROCE. FEDOR
MHEBRUVEBZRAVWAHEESAhEIE
T2V TIH.ERZhDREOHEHGNE
MHIZIBLOhEIEERT L,

5.23. Significant amendments to the
manufacturing process, including any
change in eguipment or materials,

which may affect product quality and/or
the reproducibility of the process should
be validated.

523 SR RE - -IROBEBRMHICEEZRIT
THREENHGLIBETIRB~ADEXRLGE
H (REEXIFRMHOEREZEL) X,
N)TF—rT B2 ¢&,

5.24, Processes and procedures should
undergo periodic critical revalidation to
ensure that they remain capable of

524, ITREUVFIELFMBOBEEEZERT
EAHREEZRIETAID. EHMMIZLY
FTAANGEREFERYF— 3 %17

achieving the intended results. SFESls
(*RE . RBEABPhEERTEEH LS 4)
STARTING MATERIALS HERE

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 HEFRMHOBAREZELXRBTHY.
TOHRBEFICOLVTHEELNOHEMEN
BHBERET AR IMNEAET ST
&

5.26. Starting materials should only be
purchased from approved suppliers
named in the relevant specification and,
where possible, directly from the

526. HERMIFT. BETLIREEFICEKAS
NTWLWEIRBShhE-HEREHLLDH
BAL., (AETHIIE) £EEHNMSE
BEBASTSC L. HEXEN HILILELY
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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.

RRBOBEIZOVT. #HBEEHEELER
THEMNEESh S, SREHERHMD
SERUVEEOZ2TOME (MF L. K
FTRUSEOEREH, A VICEHHFLE
EBUTEBHAETDOFIREZEET) 220
T.BAEFHFLHREBINRBTI S L
FEETHS.

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. HABRUHEIMMOELE. HLULITHEH
BEBMBEEBERTEDO—HITOVT, &
ECEIIBBEFIVITAHIEL,

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

528. 1HORMBEBENBRLDINYFTH
BHEhTW3BEE. EXNvFREEKR
B. EBRRUCHEFASHEICODVWTHE
DEIDERGTT &,

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:

' » The designated name of the product

and the internal code reference where

applicable;

Where appropriate, the status of the
contents (e.g. in quarantine, on test,
o.........feleased, rejected);

Where appropriate, an expiry date or
a date beyond which retesting is

M1 L0 S5 8 AL ISTiE 1 ¥ S G e 5y Secss
When  fully computerlsed storage
systems are used, all the above

information should not necessarily be in
a legible form on the label.

529 REEBICHAHERBZ., BUICE
KT A E (ES5E13EESM) . EF
T. DECELLUTOEEREEZSL C &,

T HAOERSNEAMRY (BNT D
BE) HROBEa—F

> (BYLRBE)NEVMORKE (Hl 2 1E.
Roa@eth, ZBHR. 88 - F&%)
TS T (EYssE) AVERXEEhEE

ABEUTRIABBEELSEM
T RRIEAVEA A ERERELRT
LEBLZBAR. LEOLTOEBA
BFLESALELHEHBhEBETE
CTHEL,

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

530. HEBRHOEERZROAREBYDOR—#%
FHEMNDAIABULFIEREFELAD S
&, RAEMREmME A ENLIBHRIE.
HEShdCE (E6E13HSR) .

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, REEEHMICKL~TERHAEEH
. ADHERNOHERMOAZERYT
6:&0

5.32. Starting materials should only be
dispensed by desighated persons,
following a written procedure, to ensure

532. ELVRHEMNEBERLNDHEYLERTO
BRICERIIFEEXRIHESNDSIIE |
ERETSL-O. HERMIE., FIRSTIC |
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that the correct materials are accurately
weighed or measured into clean and
properly labelled containers.

T . HEShEEOANLVWEHT C
&

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

533. LW HZIh-ERH RV ZTOEEX
FEERFMBEIZFzvI L. ZOF vy
JHEREREBTEH L,

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

534. hvHEhfEHE#HIE. "yF T LIZE
EHDTHREL. FDOEMNRBILIDL I HRT
T5Z ¢,

PROCESSING OPERATIONS
- INTERMEDIATE AND BULK PRODUCTS

IBE-—DTHMRIRTCAALIEEG

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.

535. TREZZ#MBETHMIC. YBEEXEER
BEUEENFTRATHY . RTEXRICT
ExHERHY. 5. ER0BRBYRE
XENGTWI LZRATIRBEZRT
Sy

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

536. PEERERUNALIERE. BULE
B TFTTRETH L,

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

537. EEIRBBI . NUFT—+FT BT &, (K
B “NYTFT—av” 8R) .

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

5.38. XELIRERNEERUVRREHEZR
EL. B&ITHC &,

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

539. M EMNLODHOELIRKZREL .
REARAT S5 &,

PACKAGING MATERIALS

aEHH

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. —REEMHRUVHRBEIAEEES
HOBA. IBRVWRUEERICIK. HER
HIcH T 230 LRAKICHBDEE %
W5 &,

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

541 MRl shi=#MHEIZH LT, HHDEE
52 &, HREShEMBIZ, &
AIAZHKRTHSLSBEYICRELRK
BTRETASACE. By FIANLRUM
OHBLLPT VR ShE=MBE. BER
ZEETEELISHMNRDODEALE-BEHRPT
RERUBEITAC L. BEMBOLE
LIZ. EBShEFIEEIRK-T. BFE
ShEzABDOHMNITI 2 &,

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

542. HBZh:-HEHXIFT—RaEHHIC
DWT, BEZEXRIFNRNYyFIEIC, B
BHLzEEBEEXEGHENZESZMAFT &,

5.43. OQutdated or obsolete primary
packaging material or printed packaging
material should be destroyed and this

543. X LEBHELCBEHREGR > F—R
BEMHXEEAR S -aEHMBITH
B945C ¢, CcOBDERBEIDCE,
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disposal recorded.

PACKAGING OPERATIONS

SEEX

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

544. AR KCEDODTONISLERET S5
SlF. XXFLE, ERAXETHMELOY X
YEBRMMETHIEOHENOITEZIS
CE. MEMICRETATLEVEY.

or substitutions. Different products BELhsEStaELTAELTEAES
should not be packaged in close T,
proximity wunless there is physical
segregation.
5.45. Before packaging operations are 545 GXEEZHOHIHIC. FERE. &

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.

ESAV HMFRRVBMOKENFHRT
HHCE, AVIT (RITEFISFETH
hid) DEIERSHhEEE. RMHE X
XENGTWC E2RIEATHIRBEZRT
CE.FAVINTISUORE, BYLT
TV YRR TEET S &,

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

546. RYBEPHLISIBRGDEMHER ULy F
Bz, ROEFEBHAXIEET A v
B/ RTH &,

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. fASh I ETORFEVUAERH
FAEDMICHBETIERIC. BHE. @—
HRUVAEERELEOD—BEFI vy
TAH5 L,

5.48. Containers for filling should be clean
before filling. Attention should be given
to avoiding and removing any
contaminants such as glass fragments
and metal particles.

548. RCTAHDERIT. RTARICHERT
Hbt, HFIAR. ERHFZEDFTR
MEZEEBL. BREITSHITEZHSC
&,

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

549. BE. ETARUHILAIZHELT. &

REABRGBBYROLOMIITIZE. £5
THWVWE ST, ERXETIB--FFAE
CYBBEWVWCI LZRUATIEULFIR
*EHTBHLE,

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. BIBEICREBEO—FRTHTHLIASH
FEE BAE. I-—FFNR— BH
HBR) AELCEBEShTWSZEETF
v L. BREIDIE. FERICES
HFzZEIEEZHAW., —EOMRETETF
vV 95H5 L&,

5.51. Special care should be taken when
using cut-labels and when over-printing
is carried out off-line. Roll-feed labels
are normally preferable to cut-labels, in

Ay bSRLEFERATHHEERY (A
vFEE, EDYESFO) RBIYAHER
NE 2534 TTLIDIEEE. BRE
FEEFIRS L. O—LBHESIANLILE

5.51.
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helping to avoid mix-ups.

E. EROEMICRIE, hy S XL
& UirELL,

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

552. EFMa—FRyYy—4—, SR )Lhov
2 —XRIZRIHBELZT/ISARIET. ELLETH
LTWACEZRIEAETHED. Fzvd
T5C &,

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

553 BEMHELICHRSIAXETRERY S
hi-HRIZ. ABRTHY . HhORBEXIT
HELIZKWWIZDTHAC &

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

a) General appearance of the packages;

¢) Whether the correct products and
packaging materials are used;

d) Whether any over-printing is correct;

Samples taken away
packaging line should not be returned.

554 AEBABICEBTSEKRDOALITA
EHEF. DU EEUTEF v I 95
S &

BESA UM EBRLEBREIZ. RLT
TR B,

5.55. Products which have been involved in

555, REUERICHAbHEZIRIC

an unusual event should only be RI0F. BALAaR. RARXRARUR
reintroduced into the process after Exhf-ABICKIERBHEIhT-R
special inspection, investigation and ISR &, COEREITODNT, A
approval by authorised personnel. RREZREITH_ &,

Detailed record should be kept of this

operation.

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.

556. NIV VERRUHRBELE-BEMH
OB ELEEEShEaA =y FHEDE
ATELVWREEREEREHEN AR oA N
. FEAXHAL. HEa5HEMICT+ S
ICEREAMNGENRBZ &,

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. BEEENETRE. NvyFa—FN
MFEFSh-BEMHETERLE >
LORETHEL. BREOREZTS C
E,A—FHFOLGVHBMEIh =M ZE
EEICRYEAIE. FRECHS &,

FINISHED PRODUCTS

BREE

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

558 BRHEIIZ. TOBRNAEGTITEH
EET. EXEFEIFABEILEEFHTTE
SBRETH L,

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 RRHEGOBRTD-HOHEAE ¥
EHICBREBEELESINIABREGRUXE
OFffil, $6F (REEH) TR
hTld,

5.60. After release, finished products should

560. ERHESAL-EREREE. FAME
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be stored as usable stock under
conditions established by the
manufacturer.

TREODEEL LTHEZRENELL
FEBHTTRET S L.,

REJECTED, RECOVERED AND RETURNED
MATERIALS

FakyE. BRARARUVEGSAERMAH

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. FTAKHESAhEEEMHERUERIE.
FOEMREITYT—EFL., FIBEBIC
SITTHRETAE. Thold, g%
HEITERTHAHRIT GEUGIHEE) BM
IZELLIEBETEIPONThAILATSH

3ot WThoBENBELONSEE
. BEShEABAREL. BT 5
Sdey;

5.62. The reprocessing of rejected products

should be exceptional. It is  only
permitted if ‘the quality of the final
product is not affected, if the

specifications are met and if it is done
in accordance with a defined and
authorised procedure after evaluation of
the risks involved. Record should be
kept of the reprocessing.

562. TERHESIL-HEOEMIIE. A
AMEELOTHDICE. BREJORE
ICEEZRIFST . ABICEET D E L
iz, 5V RV EFEMmMLE-ET. BE
Th,. BEEShEFESEICH>TRET
PBHEIcOHBHLNS, BMNIOEHK
ExzREHETHEL.

5.63. The recovery of all or part of earlier
batches, which conform to the required
quality by incorporation into a batch of
the same product at a defined stage of
manufacture should be authorised
beforehand. This recovery should be
carried out in accordance with a defined
procedure after evaluation of the risks
involved, including any possible effect
on shelf life. The recovery should be
recorded.

563. BTN Y FODEBIXIE—E %/ T
NDHEEBBETR—EKONYFITAL
AL EITKYERREICEET S &
SEBANATAIRE. BRRBEERITS
ek A SBRRACREL, S50 R
(EDHMB~OEEOTHEEEZED) %
FmLiztT. BBSh-FIEEITHE-
TEREIT S L, UZBHNAZEET S
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(*RT . BATR . BEOZUENXTESAGLERY .,

BEANYFORATBEDOMABTVOTEET S
k. LFRL)

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, REETHEIMEF. BMILE (XIEE
AR EANAALL) BREZOEMRN
FEBRovENHERETEIL.

5.65. Products returned from the market and
which have left the control of the
manufacturer should be destroyed
unless without doubt their quality is
satisfactory; they may be considered for
re-sale, re-labelling or recovery with a
subsequent batch only after they have
been critically assessed by the Quality
Control Department in accordance with
a written procedure. The nature of the
product, any special storage conditions
it requires, its condition and history,

565. HEXFEOEHEZBMA T LE 2
BhALOERSERKIT. MELVECRED
METEAHLDOTHITAE, HET S
E.FIEEICHR-TREEEHMARKL
CHFMLE-RIZOA, BRARKOBR
T.BRRXBZUBONYF~AOEBEFA
*ERLBL. finsFETE. TOH
ROME. PELTHIRHBELEESRH.
ZORBRUVERE. XIcHFmsInTH
BoRBRME2ETERICALS I &
EHESZENRT AEARANGILEFENE
MIFAE M LAGVLA. RAORE
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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
of re-use, although basic chemical
re-processing to recover active
ingredients may be possible. Any action
taken should be appropriately recorded.

CHLBRBNELSBEAE. BHEX
BERAICETSEEATRELEGL, &
CLonf-fgBIF. @YICRET I &,

CHAPTER 6 FeE
QUALITY CONTROL mEER
PRINCIPLE IR Al

This chapter should be read in conjunction
with all relevant sections of the GMP guide.

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

XEEZ.GMPHA FSA O THOHEE®
vavi@EeTHRE O L,

GEEEME. RAER. BERUARICED
Eebic. ELGEETIRBREERL .
EHHRUVEZOSENBTRETELHL0DT
HIALEHHITL2ETEIYUZRMHPZRAND
OHEHFRTET., UZBRERTE(THB
DE-HOHEFTHFTLAEVEEZRITT HHEHE.
XEECLRUVHFABRHEFIRICEAHLZ LD
ThHd. REEBIE. HBEEEICBLT.
HROREICHHLLITEEOHLIETOHR
FBICEASLEFAEGLLL, REEENS
EMALOHMILTWAZ LT, REEHOEY
BREBICHLAEEZLND,

GENERAL

ERER

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 WEHFWOERFERX. REEEHMZ
FyHCE, AWM, thOHAAD B
MILTHY. BULERRURERZSR
THEE(RBTIC1D2UEDERRABEZ
BELTWSCE) DEBROTIZHSC
E.ETOREEEORROLNDEM M
DPEHEEZI - TETShSZLER
ET SO, TRV —XNFBAATRE
THELTREL G,

6.2 The principal duties of the head of
Quality Control are summarised in
Chapter 2. The Quality Control

Department as a whole will also have
other duties, such as to establish,
validate and implement all quality
control procedures, oversee the control
of the reference and/or retention
samples of materials and products when
applicable, ensure the correct labelling

62 REEEEMOREOETLBEIZ. £2=
tFEEHDhTWVS, SEETEHMMIEL
FELT. ETOREEEFIELRES
L. AYF—FrL. BT 5. BEHM
HEVHESOSEZE - RERAOEE%
BEBT AL (LT E8548) . BEMH
RUSGORFOBEELRTEZRATT
B E.BHRORERNDE=SYLTE
BEICTIE.BAORKEIZHET S
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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.

tOBEELHET S, Chb2THDHEEZ
FBEEIZE->TEHBL., (BELHBE)
Eol s e B i

6.3 Finished product assessment should [6.3 REHGOFMIZ. HEEFH. TERH
embrace all relevant factors, including BOHR. & (A%%8¢) XEDOR
production conditions, results of E.BRAGRE~ODEESRUEREE
in-process testing, a review of ROBREXED.2THOHEEELEZES
manufacturing (including: packaging) T52 &,
documentation, compliance with
Finished Product Specification and
examination of the final finished pack.

6.4 Quality Control personnel should have [6.4 FEEBOAERER. RAERRERUVRER

access to production areas for sampling
and investigation as appropriate.

HO-HBE. BERBICIATRETH
52 &,

GOOD QUALITY CONTROL LABORATORY
PRACTICE

REETERREZOEEEE

6.5 Control laboratory premises and
equipment should meet the general and
specific requirements. for Quality
Control areas given in Chapter 3.
Laboratory equipment should not be

6.5 EEAREZOEBYRUREIZ. EI3FIC
TTHEEEREBICEATSI—BRMRU
BENDERBHEEZHL-T L. BREOD
BiFEIE. BEMLEXEFTRERT L
H.BIYVRIVREOBMZBAENICBE S

routinely moved between high risk ETHEHELRL, BITHEDSERE,
areas to avoid accidental cross- REFEOVRIVEZRBMNITHELSE
contamination. In  particular, the BETHE,
microbiological laboratory should be
arranged so as to minimize risk of
cross-contamination.

6.6 The personnel, premises, and equipment [ 6.6 REREDOAE. EMRUREHLS . HEHF

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,
Outsourced Activities, can be accepted
for particular reasons, but this should
be stated in the Quality Control records.

¥0MERUVBRBIZIVELSIERKIC
BoLLTEVTHS L, ETE (488
RHEERE) CERTIRUMICERL M
BORBREOFRHI. BEO0BEdHaNH L
EHBEShIN, ChZREEBRREGE
IZfEB&E;ET D&,

DOCUMENTATION

b g 24

6.7 Laboratory documentation should follow
the principles given in Chapter 4. An
important part of this documentation

deals with Quality Control and the
following details should be readily
available to ~the . Quality Control
________ Department: ..
_______ (1), Specifications;
(ii) Procedures describing sampling,

6.7 RBREOXEIIF. FA4EICFRTEAIZ
HSIZE, COXELNDEERHSIXRE
EHICHTILOTHY . U TORME
BlcoWT.,. REEEMMAAESZICHA
AETHH L. '




testing, records (including  test
worksheets and/or laboratory
] notebooks), recording and verifying;
(iii) Procedures for and records of the
calibration/qualification of instruments
_.....and maintenance of equipment;
(iv) A procedure for the investigation of

Out of Specification and Out of Trend
__________ reésults; S NM .  SUNAEEA <5
(v) Testing reports and/or certificates of
__________ endlygis; BT MG L ENE 8
(vi) Data from environmental (air, water

and other utilities) monitoring, where
__________ required;

(vii) Validation records of test methods,
where applicable;

"HBRE/ - F£A0) . BRE
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(vii) (4T E235R) BBAEzONY T—
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6.8 Any Quality Control documentation |6.8 Ny FXENDHEESIZCEHLTE4EIZF
relating to a batch record should be TRAICE T, "y FRBRICEHET S
retained following the principles given mEEBENEEZTREISH L.
in. Chapter 4 on retention of batch '
documentation.

6.9 Some kinds of data (e.g. tests results; (6.9 H2EDVT—4%2 (AZIEL. HBEOHR.

yields, environmental controls) should
be recorded in a manner permitting
trend evaluation. Any Out of Trend or
Out of Specification data should be
addressed and subject to investigation.

IRE, REEE) . HRAOFEMMNTEZ
HALE58HTIHIE. HRAM B NTEX
FREAOT— 2B EEREST.,
RARBAORRET H &,

6.10 In addition to the information which is

6.10 /% J?"SCEOD BTHLIEHRICMZ

part of the batch documentation, other T. RBRE/—F-EHEFOHMOET
raw data such as laboratory notebooks — 3L REL.BHICHRATRTHD S
and/or records should be retained and &,
readily available.

SAMPLING BUEFER

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

(iv) Instructions for any required
.......... sub-division of the sample; |
(v) The type and condition of the sample
__________ container to be used;,
(vi) The identification of containers
________ sampled; ]
(vii)  Any special precautions to be
observed, especially with regard to the
sampling of sterile or noxious

materials;

(ix) Instructions for the cleaning and

BIMLUTOEHRZREBLE. KBS IFIR
Bl T. BAEKRRZET L., 8HKT S
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(vii) (FEBREREASRMHORFER
CELT) BFTRERALEIRSE

(ix) BABRDHRB[BORFRUCKEICEAT
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storage of sampling equipment.

SER :

6.12 Samples should be representative of
the batch of materials or products from
which they are taken. Other samples
may also be taken to monitor the most
stressed part of a process (e.g.
beginning or end of a process). The
sampling plan used should be
appropriately justified and based on a
risk management approach.

6.12 BEKIZ., ThEEMLEEAMHXETH
BONRNYFERRTHAILOTHBH &,
IBRTRIEADEMNDLIES (HlZ
. IBDHRHRIEIBHLY) =42 —
T5EH. thOBRAEZERL T &L,
ALWA2HREERGERX. BYICRZ4HEZ
FLLURITRS AV FDODFT TA—F
&3 &,

6.13 Sample containers should bear a label
indicating the contents, with the batch
number, the date of sampling and the
containers from which samples have
been drawn. They should be managed in
a manner to minimize the risk of mix-up
and to protect the samples from adverse
storage conditions.

6.13 REBHR/ICE. "y FES. BRAERR
BRUBRHEILABREAE-BHFZEZRT &
EHIZ.NBYMERTSIALZHAGT S
cE,. BRRAOUVRYVERMEL. IFFEL
CHBWRESEILLZBHRERET
5L5BETH L,

6.14 Further guidance on reference and
retention samples is given in Annex 19.

6.14 3G - REBKICETIELSZ A
FURMF, PRy R19IZiRT,

TESTING

B

6.15 Testing methods should be validated. A
laboratory that is using a testing method
and which did not perform the original
validation, should verify the
appropriateness of the testing method.
All testing operations described in the
Marketing Authorisation or technical
dossier should be carried out according
to the approved methods.

6.15 BBAZENYT—rTHZE&. RN
DF—2avERBELTVWEVLEARSA
FZERAVIERBRER. 4ERARFEOE
UMZERIET S L. RERZBEXNRIR
MG ERIBRFEEHICERSINAEET
OHBRIFEZ. RBShEFERITH-LT
KEIT S &,

6.16 The results obtained should be
recorded. Results of parameters
identified as critical quality attributes
should be trended and checked to make
sure that they are consistent with each
other. Any calculations should be
critically examined.

616 BoN-RBRRERERT S L. B
EREBMLIBESNEAS A5
SVTORRR, MAEHHL. Fxv
b%F-o>T.EWICI—BELTWAZ &%
RRTHCL. WHARBHEICLERY AN
HUBLLDELTRETHC L.

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

(i) Name of the material or product and,
where applicable, dosage form;

(i) Batch number and, where .

appropriate, the manufacturer and/or
.......... SUPRler,

(iii) References to the - relevant
specifications and testing procedures;

and calculations, and reference to any
certificates of analysis;

6.17 EELE-HBREIERKT S L. TORE
BREZ. PG EBUTOT—5%280
&

(i) FHMHXEERKOLEHRY (HHT D
BE) Ak

(i) N FESRY (BULHBE) HER
H-HicxE

(ivi RBRER (BESHERVUHEZSD) .
TSI orDFNERENBERT S
BAREOSEE




(vii) Initials of the persons who verified

the testing and the calculations, where

__________ appropriate; ..

(viii) A clear statement of approval or

rejection (or other status decision)

and the dated signature of the
designated responsible person;

(ix) Reference 'to the equipment used.

(vii)y (EULRHES) BBRERUY
BBELEEEODAZVY L
T (vii) B# - FaE (REoREOHE)
IC2WTOHELZZHERUEESIAT:
EEEOBHAVESR

(ix) FRALELEEBRREOSHEE

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 £ THOIBRHNEE (MERBRNTHE
HMAOABIZE>TITDhEL0D%ESE
) X, FEEERMANEKBELEAFEIC
->-TEEL. EREZREHETH L,

6.19 Special attention should be given to the
quality of laboratory reagents,
solutions, glassware, reference

standards and culture media. They
should be prepared and controlled in
accordance with written procedures.
The -level of controls should be
commensurate to their use and to the
available stability data.

6.19 RBEOHE. HR. #15XAHBR. B
ERRUBHOGEIZE. HALIEEZ
o5&, TNORFIREICH > TH
B.EHTSHE, EELANLE. 2D
ARRUVAATRELREMET — 4 ICH
BLI-3DTHBZ &,

6.20 Reference standards should be
established as suitable for their
intended use. Their qualification and
certification, as such, should be clearly
stated and documented. Whenever
compendial reference standards from
an officially recognised source exist,
these should preferably be used as
primary reference standards unless
fully justified (the use of secondary
standards is permitted once their
traceability to primary standards has
been demonstrated and is documented).
These compendial materials should be
used for the purpose described in the
appropriate monograph unless
otherwise authorised by the National
Competent Authority.

6.20 BERFE. TOFHAEMIZET R
BITHE ZEFELTOEEMER
BRUSERIMZHFTICEHL. XL
THE, PWICEBESh-HBEXTL S
DAEENBEBERNFET ZEESIE.
+TRLRYMETSLVRY ., ind e
EENBBEERZ—REERLLTHE
TS5 ENEFLWLW(—RIELER~AD
FL—HEUTAZEREL. XEELT S
ol ZREZELESOFEARAEHFR L
)  HihILAEENRERE. EELHBE
CE>TERBESALBUVWEY . Z4T5HE
JUSTICRBBEIhE-ARICERT S
TIPS

6.21 Laboratory reagents, solutions,
reference standards and culture media
should be marked with the preparation
and opening date and the signature of
the person who prepared them. The
expiry date of reagents and culture

media should be indicated on »the label,

together with specific storage
conditions. In addition, for volumetric
solutions, the last date of

PREOAE. k. EERRUEH
2. Z0ORAFBRUBAHBE IR
BEOEBRERTTAHAE . BREOBRESE
ez, AERUEBEHOEHMEN
SANEIZERTZE, MAT, BESH
BOBERIZODVWTHH. EEOBEDE
BERUVEBEOEETCEH LT 7
D9AaA—%T T &,

6.21
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standardisation and the last current

factor should be indicated.

6.22 Where necessary, the date of receipt of

any substance used for testing
operations (e.g. reagents, solutions and
reference standards)  should be

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

(BHLELRGES) RREXICAVLIY S
(PzI1E. BE. RRARUVEER) T2
WT.ZD0ZFABZRERLEICRTRT SHC
E FERARUREICHATHIEREIZHKS
ZE. ZABXIKERMNIC. AEDED
RERBR -thoRREERT I EHD
ELQBELH D,

6.22

6.23 Culture media should be prepared in
accordance with the media
manufacturer’s requirements unless
scientifically justified. The performance
of all culture media should be verified
prior to use.

6.23 EMIF., HEHICZIKEZRILGULR
D, BHMOREXFOERERICH LT
ARTIE. ERATHHEIIC. 2TOH]
HwoOMEERIET S L.

6.24 Used microbiological media and strains
should be decontaminated according to
a standard procedure and disposed of in

a manner to prevent the cross-
contamination and retention . of
residues. The in-use shelf Ilife of
microbiological media should Dbe
established, documented and

scientifically justified.

6.24 WEDFENHRICERALL-ERRERUER
BT, EEWNLFBEEICR->THREL.
REEFEZRURBRIORBEMHILT SA
ETHRET I L. MEPENEERABO
BiicoWTHE - BAE20F808BE %
BEL. XEBETHEEDIT, HEMIC
RUMERT &,

6.25 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.

6.25 Bio. EMHXBERKRORRICERT
58MmiE. GEULESR) ERAMICES
RETHE. EREMICET S L ZE
BIETHALS5HFL. BEET S &, #
GEBANTHELHIT. TOERBEEE TR
TEUGRBEEEZERETSH L,

ON-GOING STABILITY PROGRAMME

REME=SZUCY

(R FEOREEHTTRRETINROREY
ERGUICE=S—L. TOREEXREL. BET
—EORBIOTSLERT, )

6.26 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.-

6.26 RESh-BERBEOHKICEET S
REHOME (AIZIE. FHHLALX
B ITOT7A4NIZETRZELR) ¥ H
hiZRETE3EULR#ENTRIT S
LIZH->T.BRRIEEKOTENK %
E-4—FBHZ &,

6.27 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

6.27 REMEE=AYVIOBME. EHH
Blchlkz>THREE=Z2—FT B2 &
BRURTINEHREFHETTRHELR
BAICBE-THY.,. E-BFYVHITS
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within
labelled

expected to remain,
specifications under the
storage conditions.

CENMFTESINZEHEST S LT
Hb,

6.28 This mainly applies to the medicinal
product in the package in which it is
sold, but consideration should also be
given to the inclusion in the programme
of bulk product. For example, when the
bulk product is stored for a long period
before being packaged and/or shipped
from a manufacturing site to a
packaging site, the impact on the
stability of the packaged product should
be evaluated and studied under ambient
conditions. In - addition, consideration
should be given to intermediates that
are stored and used over prolonged
periods. Stability studies on
reconstituted product are performed
during product development and need
not be monitored on an on-going basis.
However, when relevant, the stability of

6.28 REME=2V I, RESh-E

EREODEXERIZEELTERSIL S
N, AL HBIZODVWTEIRBET S
. BZE. FONNLIBEGEAET S
AR EBHAILEREER~ABET S0
TRYPMGEEI ARG, A0S
NDEEBE~ADEEXFHML. RVITEE
#HBTTHEBRISSE. MAT, REMIC
DE>TREIA. FRELZ2PHES
COVWTHRHATEIE. BABRLH
BCREOREHRBANGARRICR
BEhTUOhiE, #EMIcE=4—753
BEFEWVWA, BEICLY, BERBRLE
HROREREIE=S4—TFTH_ L,

(*REF - FRUBURFZARBHE -AMLELO)

reconstituted product can also be
monitored.
6.29 The ongoing stability programme |6.29 REMJE=-F2 V) V5 IE. F4ED—#%

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
ongoing stability programme (stability
chambers among others) should be
gualified and maintained following the
general rules of Chapter 3 and Annex
15.

Al CTREHFEERICEHL. HR
FHEELE LTEXLBLDET H L,
REEE=-AUTIZRAVWDHEE (&Y
hbIREMFY /A=) IZ. E3EFD—
BRARUVUPRY I R1B5IZH#-T., B
HEIRVETEHEETS 2 &,

6.30 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

6.30 KEME=-SF Y I/OREHBEER.

EDHMOBEHhYETHA—FT B &,
T, OB ELUTFONRSA—4 %8
Lok,

parameters:

(i) Number of batch(es) per strength and (i) BERARBRIE. RV (HZEBTHEE)
different batch sizes, if applicable; BUBNYFHAXZTEDNY FH

(i) Relevant physical, chemical, (i) BEETLIMEH. LEH. MEDED
microbiological and biological test RBUAEHMENLRRAZE
methods;

(v) Description of the container closure
system(s);

(vii) Description of the conditions of | (vi) BEOEH (RYPRBRICEL TE£L
storage (standardised ICH/VICH EN-ICH/VICHEZH® (HEOx
conditions for long term testing, RIZESLELD) ZAWSC L) 22




consistent with the product labelling,
__________ should be used); |

(viiiy Other applicable parameters
specific to the medicinal product.

(viii) ZOEERIHICEREIA IO
S A=A

6.31 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 [CH/VICH
recommendations).

6.31 REMET=AY VI ORBHEE.
REARIREEEDTRAESh S
DEYPLREMHNRBOEBTEELRLY
STHEWN (MAETHBOEE. XIE1
CH/VICH¥EEHKHE~EHT S5
B) . EEL. TORYUHKEERL. HEK
EHHEEDICHARZT S &,

6.32 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 vyear). For
products where on-going stability
monitoring would normally require
testing using animals and no
appropriate -alternative, validated

techniques are available, the frequency
of testing may take account of -a
risk-benefit approach. The principle of
bracketing and matrixing designs may
be applied if scientifically justified in
the protocol.

6.32 Ny FHREBEURREERX, BHRASH %
AT i+ T—42E2RET
5L DTHDIC L, JIEREEEZRSA
WY  BE8EshIHRITODE (&
LT EHBA) EERBRUV—XRAEDAE
A TSEIT.DPECELTITNRYTFARE
TR TSLIZEEFNDIE (REEIC
2CEESAhBVBEZR) . BEIX
BYEERATAIRRARERE=S Y
CHIIRBEELSATEY . BULGKREEZ
(N F—rEht5BEMH NEE&IC
DNWTIEF. RBREEIZVRI —RRT 4
v FEZBLTELXAAL, REFE
EhTHENICZEEEZRERE. T34
FAVTERUIM)FOUTERIZEK
AERHORAM%ZERLES.

6.33 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.

6.33 HAHPERAFTTIKR., EMONRYFERE
HE=ZFYVYTIZEDEIZE, AR,
IRBXRTOXIZRIEALGEERETE
AKagEAHIIE. REREE=2Y T
BRZETS5 L. BUE,. BMNMIXEE
FAREOHEEIZRDINYFIZIDOVT.,
EERT=ZAYLVTIZEDEIIELELE
B B R

(*3AXT . E5EZ63H~65ELR)

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

6.34 REME=-S Y BBROBRIT, X
EEFERV.BITA—VYIFTA X FR—
VURHBATETHSI L. TEHE=
AYUTRBANLIBEGERERKEE
ROBUEBHFUNDBEERRTRESh
2BAI. AREMOBRRARHOENH S S
E,. REBEZAVVIHROBRIT.
LBRIZLIBEO-HHEEFRTHAA
HETHD - &,
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the site of manufacture for review by the
competent authority.

6.35 Out of specification or significant
atypical trends should be investigated.
Any confirmed out of specification
result, or significant negative trend,
affecting product batches released on
the market should be reported to the

relevant competent authorities. The
possible impact on batches on the
market should - be considered in

accordance with Chapter 8 of the GMP
Guide and in consultation with the
relevant competent authorities.

6.35 WA XBEFLULVWEEEERIZ. RE

EHT I L, ABIOHERXFTEL L
BOBERAERSILh,. HiGICHTIAT
BEONYFIIEETHIHEEIT. BRY
BITHET &, RGMPHA K 4
CESEIH#SE LI, BENBICH
MLT. BICHEBLTWVWS RNy FIZR
Ry RBEBRHT DI L,

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

6.36 £ EhE-2THOT—20OHE (FO

T3LICETSPHMREREZIL) 22X
EEL. REITSHE. indBE.
EHHNREONREL S &,

Technical transfer of testing methods

BARAZODEHBE

6.37 Prior to transferring a test method, the
transferring site should verify that the
test method(s) comply with those as
described in the Marketing
Authorisation or the relevant technical
dossier. The original validation of the
test method(s) should be reviewed to
ensure compliance with current
ICH/VICH requirements. A gap analysis
should be performed and documented to
identify any supplementary validation

that should be performed, prior to
commencing the technical transfer
process.

6.37 BBRALEBETHIHORRE. BE

ITEI-> T, BZEBRAEARTRRE
XIGEETAIEMMLEERBHBFEEEIC
RBEBIhEFEIZEET R EZRET
THIE . BABRAEORNYT—2 3
ZBEEL.BHITODICHA/AVICHOE
KREBEICEMLTWSA I EZRIET S
e . BEMBETOLERERBT HICK
U>T. Fyyv T HHERE - XEELEL.
AMeMrDHBERH/ASYT—Sa3VDRE
NBREIERTH L,

6.38 The transfer of testing methods from
one laboratory (transferring laboratory)
to another laboratory (receiving
laboratory) should be described in a
detailed protocol.

6.38 HEHMRE (BEAHARE) ol

BRE (BEZSHA3RBE) ~ORER
FEORBREX, ERFESICHEMICREE
Fud s

6.39 The transfer protocol should include,

but not be limited to, the following
parameters:
(i) ldentification of the testing to be
performed and the relevant test
__________ method(s) undergoing transfer;
- (ii) ldentification of the additional
__________ training requirements;
(iii) Identification of standards and
__________ samples to be tested;
(iv) ldentification of any special

transport and storage conditions of
test items;

6.39 BEOREABEER. PLBCEHLUT

DINF A= FZBL &,
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(v) The acceptance criteria which should
be based upon the current validation
study of the methodology and with
respect to ICH/VICH requirements.

(v) SEZBBRAFXICETIEENNY T—
DavREREUVUICH/ VICHOE
REECES(CHER:E

6.40 Deviations from the protocol should be

investigated prior to closure of the
technical transfer process. The
technical transfer report -~ should

document the comparative outcome of
the process and should identify areas

6.40 EMHEENLDEREIX, BRiBE S
Ot ADRTHICRERHT S L. &
MBEOREET., UL TOLXAOER
EEAYELLT AL, (BUTHESR)
HIEBRAZICETHEIENYT— 3
VERBBEETEINHERETSH L,

requiring further test method
revalidation, if applicable.

6.41 Where appropriate, specific | 6.41 (FEYLIZE) OHS FS A VIZE
requirements  described in  other PATVWEIEHEOERZFE~AORIEH.

guidelines should be addressed for the
transfer of particular testing methods
(e.g. Near Infrared Spectroscopy).

HEORBRAFZ (HIRITEFRNDHE)
DBEIZHALTROLON D,

CHAPTER 7 E7TE
OUTSOURCED ACTIVITIES NEMEEEE
PRINCIPLE FHA

Any activity covered by the GMP Guide that
is outsourced should be appropriately
defined, agreed and controlled in order to
avoid misunderstandings which could result
in a product or operation of unsatisfactory
quality. There must be a written contract
between the Contract Giver and the Contract
Acceptor which clearly establishes the roles
and responsibilities of each party. The
Pharmaceutical Quality System of the
Contract Giver must clearly state the way
that the Authorised Person certifying each
batch of product for release exercises
_his/her full responsibility.
Note: This Chapter deals with
responsibilities of manufacturers towards
the Competent Regulatory Authorities with
respect to the granting of marketing and
manufacturing authorisations. 1t is not
intended in any way to affect the respective
liability of Contract Acceptors and Contract
Givers to consumers; this is governed by
other provisions of national law.

GMPHAKFSAVRBNR—FTEZEHFEICD
WTHBEXTI2EARF. TEULSREOH
BRIFEZEIZODLGEAYVEIRBEZERT S
=, BEICE&EL. (BEEHN) BEL.
CEHIT R, EXBLZEEOMTENSE
Rt hiELod . EBEORARVEHBZH
HBI_HEIT I E. ERBOEERARE X
FLIZ. RGOERNYFICHATBTHEEFT
52 —YSARXRFNR—Y R EOLEKE %
BT 5%, BRICERLATAELDS
Ly,

CNER. RERBRUBEHFTERE
TEHRHRMUBIIAT S, HEXEFDOHEEZW
YIRS, RRABRVEREOHRBICAT D
BEBHICEETLH LR, 2E<EHRLTLE
W, (BERZEOHOEFEARFMLTLS)

GENERAL

EBER

7.1 There should be a written contract
covering the outsourced activities, the
products or operations to which they are
related, and any technical
arrangements made in connection with
it.

71 SEZNBEXEE. BET LIRSS
£ RUFLIZEHELTLHINE-EBT®N
HERROBADNRN—ZIAhTVWEIEPEN
HhdH &,

7.2 All arrangements for the outsourced

activities including any proposed

7.2 HENABEAEZFOLHDOETORR
H (BITHXEZOHMOBMAROOEET %=
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changes in technical or other
arrangements should be in accordance
with regulations in force, and the
Marketing Authorisation for the product
concerned, where applicable.

L) F. BT TWSERRY (&
2T HBE) ABRHRKITHKRIRTRRIC
E-TWBZ &,

7.3 Where the Marketing Authorisation
holder and the manufacturer are not the
same, appropriate arrangements should
be in place, taking into account the

principles described in this chapter.

73 RRERBRFELCHEXRENRA—TAH
WEEE. COEICEE#IAERAUZE
BLTEUGRROAE--TWNSE I &,

THE CONTRACT GIVER

ERE

7.4 The Pharmaceutical Quality System of
the Contract Giver should include the
control and review of any outsourced
activities. The Contract Giver is
ultimately responsible to ensure
processes are in place to assure the
control of outsourced activities. These
processes should incorporate quality
risk management principles and notably

________ melufley I—Ltind n€a ppimel
7.4.1 Prior to outsourcing activities, the

Contract Giver is responsible for
assessing the legality, suitability
and the competence of the
Contract Acceptor to carry out
successfully the outsourced
activities. The Contract Giver is
also responsible for ensuring by
means of the contract that the
principles and guidelines of GMP
as interpreted in this Guide are

oo followed;

7.4.2 The Contract Giver should provide
the Contract Acceptor with all the
information - and knowledge
necessary to carry out the
contracted operations correctly in
accordance with regulations in
force, and the Marketing
Authorisation for the product
concerned. - 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/her premises,
equipment, personnel, other

.........Mmaterials or other products;
7.4.3 The Contract Giver should monitor

and review the performance of the

Contract Acceptor and the

74 EREOEERREIRATLIEF. ABE
REEOEBRUBEZ8O L. £5
FEX NS EREEOEBEREELLOD
TEH570ANRNEB-TWNAR &/
TEHEIREKMNLGEENASHS. ind ot
A2k, GEYVRIT RS AV FOFA
ZMYAN. BHITLUTZE8H5HZ &,

741 EXZHNBERTHICKIL-T., &
EEE. DHBICOVDTYRISBE
REXZBUICEETH-HOEE
., BEEHERUVEENZFMmT 5EE
BHd. EXEE. FHAF31Y
TBEEhTWLWAGMPORARY
HAESAVIZRS ZEFE. 2HIC
EOTRIETHIEELH D,

ERXERER. BT ESATWLWE3ERRUD
HEZEURICBRAIERTRBIC-TE
AEEZBEICERTS-OBER
ETOERENEE. ZRBICHEB
THEIE, EREBEIRX. TOERRBRXIIZE
EEXICEAELT. Z2REOED. B
. AE. hOoREHHX TR S
cEEZztLh-oTETAAHIHE
RHENEZAEELT+HICERT S
EERIET AL,

ZREFEI. REORTRAZE=
2—L. BETHLLEBIZ, BRER
BELAHGNIEIEEL. RIET S &,

5

1




identification and implementation
of any needed improvement.

The Contract Giver should be
responsible for reviewing and assessing
the records and the results related to
the outsourced activities. He/she should
also ensure, either by himself/herself,
or based on the confirmation of the
Contract Acceptor’s Authorised Person,
that all products and materials delivered
to him/her by the Contract Acceptor
have been 'processed in accordance
with GMP and the Marketing
Authorisation.

7.5

7.5 EREIX, RN BERIEELEICEHEL
BREVREEZBEEL.HFEILIEEZ
BT 52L. EREIT. BoXEEZRSE
DA—YSARXAER—Y L OHERICE
SNT.Z2qxEIPLBLEETHOEAX
TMEAGMPRUBRFTRRBICHE ST
MIShTWEIELEERIET D&,

THE CONTRACT ACCEPTOR

ZiEd

7.6 The Contract Acceptor must be able to
carry out satisfactorily the work ordered
by the Contract Giver such as having

7.6 REEBIX. EBULEY. BHE. ABERU
BB, bVICHAELABRZRTLHEF. &
AENRILLEEEEYNIIRETE

adequate premises, equipment, BithiEE s iz,
knowledge, experience, and competent
personnel.
7.7 The Contract Acceptor should ensure 7.7 SE&ILX. BHHEhi-2TOHRE. BH
' that all products, materials and HERUMBELAZTORBOBEMIZEL L
knowledge delivered to him/her are THEHYTHDH_LERIET S &

suitable for their intended purpose.

7.8 The Contract Acceptor should not
subcontract to a third party any of the
work entrusted to him/her under the
contract without the Contract Giver’s

prior evaluation and approval of the

7.8 BREER. ERESFRICTMRHITON
TOFERVERETSI LG, T
Eht-EOVLHILEIBHLE=FIC

BEEILTRELAL, BRELE=F
OB THINIMARHIE, THOERE L

arrangements. Arrangements made SHREOMEAKIZ. BERRVAE (B
between the Contract Acceptor and any SEOEYHFMIcARTIINES
third party should ensure that ) NHATETHIIEERIET S D
information and knowledge, including DTHHC &,
those from assessments of the
suitability of the third party, are made
available in the same way as between
the original Contract Giver and Contract
Acceptor. J

7.9 The Contract Acceptor should not make | 7.9 ST HIX. ZHOFHEI LN T, FEEF

unauthorised changes, outside the
terms of the Contract, which may
adversely affect the quality of the
outsourced activities for the Contract
Giver.

AOEFE£T->TIRAELBEWL, HFiIMDE
FlZ.EXBICLE-THHBEREXEDOR
BIIEEELZRETETALD S,

R FrB|

7.10 The Contract Acceptor should
understand that outsourced activities,
including contract analysis, may be
subject to inspection by the competent

authorities.

710 2RERX. A BEREE (ZERRZ
BL) NLUBICLPERE2ZTHEHAN
HHECEEMTLHI L,

THE CONTRACT

ZHE

7.11 A contract should be drawn up between

711 ERELZAEORMTRHELER
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the Contract Giver and the Contract
Acceptor . which specifies their
respective responsibilities and
communication processes relating to
the outsourced activities. Technical
aspects of the contract should be drawn
up by competent persons . suitably
knowledgeable in related outsourced
activities and Good Manufacturing
Practice. All arrangements for
outsourced activities must be in
accordance with -regulations in force
and the Marketing Authorisation for the
product concerned and agreed by both

L. BZNBEXEEEICBHETHIERD
EERUVUEETOELERZRET S L.
ZHEOEMHMAEE. M BEXTEER
UGMPICELTEYCHEEZRFT S
BEENERT AL AHEEFEZED
FODETORRDHIEF. BITShTWS
FRBRVAZESORFTFRBICHST
WEThEGZLT . GUEFSHAREL =
LOTCRHITAIEES G,

parties.

7.12 The contract should describe clearly |7.12 BN LUEZFDELELANBELTHRED
which party to the contract has EBE (PFIARORBREE. FfigEa. Y
responsibility for conducting each step ITS54Fz—>. BER. EMHORE
of the outsourced activity, e.g. RUBA. BEMHORBRRUBEYE.
knowledge management, technology HE r - mEEBRORE (TERNEE. &

transfer, supply chain, subcontracting,
quality and purchasing of materials,
testing and releasing materials,
undertaking production and quality
controls (including in-process controls,
sampling.and analysis).

HTERRUSHTZETL) ) #XKT5E
EExFTHH. RPYEICTHEICEHT S
&,

7.13 All records related to the outsourced
activities, e.g. manufacturing, analytical
and distribution records, and reference

samples, should be kept by, or be
available to, the Contract Giver. Any
tecords relevant to assessing the

quality of a product in the event of
complaints or a suspected defect or to
investigating in the case of a suspected
falsified product must be accessible and
specified in the relevant procedures of
the Contract Giver.

713 NBERERIEEL -2 TORRE
(FlZRERE. SHRVREORRE)
RUSERIZ. ERESRET S, I
ERENFAARTHIC L., BHEL
CRRMARDILZBECH T 5 E
OREFEX XEERNEDNEBE
LEHAREEHEET 2 REEE.
ERENTVLAARTHEIREL S
¥ . EREOMETIFEEECAELY
HhiEA S AL,

7.14 The contract should permit the Contract
Giver to audit outsourced activities,
performed by the Contract Acceptor or
their mutually agreed subcontractors.

714 2HERZ. REBXEIHEIZEEL:
BR2RBICLE-TERShE-SBEER
CEZEEIT I EE.ZETHIZED S
LDOTHBH &,

CHAPTER 8 g8 E
COMPLAINTS AND PRODUCT RECALL EWRERUSRMEIR
PRINCIPLE R Al

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

REOREELHLIERICRIETOER
RBUtMoBERIZ. FIEEITH--TEERCE
BELETAERLHEL, 2ETOFADOELEIC
HBAT., (BWELGEE) REAHHLIZELHE
RENE=XEZOUREOHIRIETHIE
DO BEONMIIDURMICTERT 5L Y
ATLEEREHT B E,
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be defective from the market.

COMPLAINTS AL

8.1. A person should be designated [8.1. EFORHF V. RU+HLEABDOHER
responsible for handling the complaints By TEHITHELAASHEDOREIS
and deciding the measures to be taken BT AERELIEET AL, COEE
together with sufficient supporting staff ERNFA—VYSAXFER—YTHITH
to assist him. If this person is not the F.A—YSAXER=YVIZER. R
Authorised Person, the latter should be AXBAXEEMICODLWTHLESZ &,
made aware of any complaint,
investigation or recall.

8.2. There should be written procedures [8.2. ER RO ATHEMHICHKRIBTENEL
describing the action to be taken, BEICELIRNEZHE (ANZERHT S
including the need to consider a recall, BEHEZESL) ITOVLWTRHRBLEFIRS
in the case of a complaint concerning a nHbHZ &,
possible product defect.

8.3. Any complaint concerning a product [8.3. HERMICKESIZENHIIE. £TOX
defect should be recorded with all the DEHFEREKICEHEL. BENICRE
original  details and  thoroughly RHET S5 ¢L, REEEOEEENE
investigated. The person responsible ®. i SHEORNICEAET S L.
for Quality Control should normally be
involved in the study of such problems.

8.4. If a product defect is discovered or |[8.4. HA N Y FTEHGREMNER A XX
suspected in a batch, consideration BbhdaBESRR. oy FITERELD
should be given to checking other ENESHHUETEHEH. Oy F %
batches in order to determine whether FryHTHEERETHICE. B
they are also affected. In particular, T, $ZREAYFOBREMEEST A
other batches which may contain R HI BNy FIE, BET S C
reworks of the defective batch should &,
be investigated.

8.5. All the decisions and measures taken as |[8.5. ZENDHER L LTCELLAhEE2TOR
a result of a complaint should be ERUHBBZEHL. BB T S5/ \y Fid
recorded and referenced to the SRICEAEMITSC &,
corresponding batch records.

8.6. Complaints records should be reviewed | 8.6. T BRBZ EHMICHEEL TEB]RE
regularly for any indication of specific ABRET, RRSAhEZRROERIZON
or recurring problems  requiring NYUBIAREOXIBHREOHEEZT
attention and possibly the recall of BLTWLWHEWLWhRERTE E,
marketed products.

8.7. Special attention should be given to [8.7. EEMNAEITL > TEL TR, FE
establishing whether a complaint was BT, BAGEIREEHLSI L.
caused because of counterfeiting.

8.8. The Competent Authorities should be |8.8. HED AR AREHE. HADOEHL. K&
informed if a manufacturer s OHRAXFBRIHFESHOEXRLTSKE
considering action following possibly tomME+=Z+T. AEXBENBEER
faulty manufacture, product HLTWLWALES . MEBERICALGE
deterioration, detection of ZAY s P
counterfeiting or .any other serious
quality problems with a product.

RECALLS ] 4%

8.9. A person should be designated as |[8.9. EIRDEFTERUVRAEOEEEFLEEY
responsible  for execution and peictiz.@RODETORETmEBY L
co-ordination of recalls and should be BRAETRYHESI OTALTABDOR
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supported by sufficient staff to. handile
all the aspects of the recalls with the
appropriate degree of urgency. This
responsible person should normally be
independent of the sales and marketing
organisation. If this person is not the
Authorised Person, the latter should be
made aware of any recall operation.

Ay INLEBBEEETMHIET DL,
NDEFXEEIEE. RRRUYI—Y T 1
SHEEMIMSHILTWE L, HiNdE
RAE—YSALAKNN—VOTHITAIE.
F—=IYSAXENR—Y VIZEREEIC
DWW THLESRZ &,

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

8.10. EINMMAERZERHMITTRET 5D,
BHMISFzovIEh, ERBEICE
HEhTWS . BILEFIEELH S C
&

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

8.11. EINREZIZ. WO THLEOMNICEHIET
BETHE I &,

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. HRITRMEAHEIXIEZTDOELNH
H-HHBEMPRLELSTS2EBEEE. &
MAEESIh-AEEOHEI2THOE
DETHOLEBAFONHLESZ &,

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. MEEHEIX. BIREEHNFEPLHMIC
FIEARRETHD D ELELIC,. HFEERV
EEHLLEBERCET AT LER
(Ef. REREARUEBEBSOESE -
FAXEE. B2\ Yy FRUKE) 28
T (RHARRVERAY YT LO
BEEST) .

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

8B.14. MWL EHREFHEB L. ZOoU05ICH
TEOREZHF M. RELEBIZHE L
THRETH L,

8.15. The progress of the recall process
should be recorded and a final report
issued, including a reconciliation
between the delivered and recovered
quantities of the products.

8.15. I BROEH ZEHE L. BRORE
T(RAOBERELRYHMENREZ
BO) EFEETSHL.

8.16. The effectiveness of the arrangements

8.16. EIRDMRDH DAY £ . EHHIF

for recalls should be evaluated fisbdce&.
regularly.
CHAPTER 9 EOXE
SELF INSPECTION BECRE
PRINCIPLE IR Al

Self inspections should be conducted in | GMPRANDEREUVESKRZEZE= 4 —

order to monitor the implementation and | L.  EL R EHEBEZRET SO, BB A

compliance wit Good Manufacturing Practice | %175 Z &,

principles and to propose necessary

corrective measures.

9.1. Personnel matters, premises, |9.1. AE. EY. BHE. XEL. ¥E. & HE
equipment, documentation, production, TE EEXROoRZE. SRRUVUEROR
quality control, distribution of the RO, BLUITEBERBIZIODWVLT., £h b
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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.

ARERIEOFRICEBMLTLE MK
T AH. FORYRDoAETOY
SLizft- MR TRET S &

9.2.

Self inspections should be conducted in
an independent and detailed way by
desighated competent person(s) from
the company. Independent audits by
external experts may also be useful.

9.2.

BEeRBRIEI.HANTEESLI-EED - &
BOHLSEN. RAMNDHEMLEFETE
BT B & AEBOEMRICK DML
~EELAHEATHA S,

9.3.

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

9.3.

ETOBHERBRERET AL . REE
. BEABRPOLTOMRRY (&Y
T588) RERBEOREZSL L.,
FOHRICELLOAEHEBICEHT 5B
YERITHE,

(BRE : IRBTRY LEBAESEOBETHR TRV, PIC/S GMPHA FSAY

N— b1 26EEL THE

ST 5 -0EET S LIz, BETHHOMRED—REFOHALN SFEOEBRBHZT o 71<.)
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