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CHAPTER 1 - $1E
PHARMACEUTICAL QUALITY SYSTEM EXGHRHEVATL
PRINCIPLE IR 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
1 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§YSTEM o
1-Na:[|ona-IrEQU|;er;16;a;s reguire mah—L]f—a:cturers to
estabiish and implement an effective phamaceutical
quality assurance system. The term Phamaceutical
Quality System is used in this chapter in the interests of
consistency with ICH Q10 teminolegy. For the
purposes of this chapter these terms can be

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

arrangements made with the objective
of ensuring that medicinal products are
of the quality required for their intended

use. Quality Management therefore
incorporates Good Manufacturing
Practice.

WANR—F3EsEHEaVvEI+ThHL., E
ERAATOERENICRPLIAEIRE
FEMTAIILERETAEHNTHEDS
iz, e ht-MRADOEXRETH
5, Thill, RERRAT AV RIEIGMP
FRUYUAAhTLS,

1.2 GMP applies to the lifecycle stages from

the manufacture of investigational
medicinal products, technology
transfer, commercial manufacturing
through to product discontinuation.
However the Pharmaceutical Quality
System can extend to the
pharmaceutical development lifecycle

stage as described in ICH Q10, which

while optional, should facilitate
innovation and continual improvement
and strengthen the link between

pharmaceutical development and

manufacturing activities.
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1.3 The size and complexity of the company's
activities shouid be taken into consideration when
developing a new Fharmaceutical Quality
System or madifying an existing ocne. The design
of the system should incorporate appropriate risk
management principles including the use of
appropriate tools. While some aspects of the
system can be company-wide and others
site-specific, the effectiveness of the system is

normally demonstrated at the site level,
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1.4 A Pharmaceutical Quality System appropriate for
the manufacture of medicinal products shouid
ensure that;

(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

"""" (ili) Medicinal products are designed and
developed in a way that takes account

of the requirements of Good
__________ Manufacturing Practice; |

(ivy Production and control 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 far

verifying that each delivery is from the
approved supply chain;

(viii) A state of contral 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;

necessary controls
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

{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;

{xiti) After implementation of
change, an evaluation is undertaken to

confirm the quality objectives were
achieved and that there was no
unintended deletericus impact on

(xiv) An appropriate level of root cause
analysis should be applied during the
investigation of deviations, suspected
product defects and other probiems.
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
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identifying the most likely 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

uuuuuuuuu throughout their shelf life;

()Evii) There is a process for
self-inspection and/or gquality 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
roies, 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
guality contral. The basic requirements

________ of GMP arethat:

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

__________ with their specifications;
(iiy Critical steps of manufacturing

processes and significant changes to

{iti) All necessary facmtles 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;

........ Suitable storage and transport.
(iv) Instructions and procedures are
written in an instructional form in clear

1.8 GMP L, B zoEHEBEMICTEL.
REEAN, ABAEAXGHRERETE
REhTWA2REEZEILCHRELT—E
LTHEEEIA,. EBESAhTWLEIEER
HTAHAREIR A FO—HTHD.
GMPId. &g+ REEHEORAICEAD
STWE, GMPOEXREHE, ULTOD
EBUTHD,

(Y 2ToORETIRIZO>VT, AEICEE
L. BRIZCEBLLTEKRMIZIRET L L
Lz, KOOI BHEDEERE—E L
THEL, TORBICHEEIT L LHH
B EHEFRT L,

(i) BETHRPODEERTFTy JRUIREIC
WTL2EALGEREZ, AUT—+FT 45D
(i) UFTZ2EL,. GMPIZHERLTOHE
&&thu% &
HOCEEESAEEETA, BE
shi-AB
BULBEWRURAR—Z
S LVLERRUMAFEER
BERFEMH, BRERURT

HE

EXEZRBEVRATLICHESTEARBS
n-FRERVCERE

____________ BYSRERURE

(v BFEZRCFIEEE., HaTahr U P
FTOXECERTOIBAT, TOMWRIS




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
quality of the product was as
__________ expected;
(vii) Any significant deviations are fui‘h’/“
recaorded, investigated with the
objective of determining the root
cause and appropriate corrective and
__________ preventive action implemented;
(viii) Recaords 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,

()_() A system is avallable to recall any
batch of product, from sale or supply;
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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)Y Adequate facilities, trained personnel

and approved procedures are

available for sampling and testing

(xiy Complaints about products are| (xi) @RIZO2LWTOEFLFEL. REX
examined, the causes of quality HMOBFEFEHL., ABRERK/Iz2>NTHE
defects investigated and appropriate VU EBEZELTC. BREBLTEH L,
measures taken in respect of the
defective products and to prevent
reaccurrence.
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starting materials, packaging
materials, intermediate, bulk, and
finished products, and where
appropriate for monitoring
environmental conditions for GMP
__________ PUTPOSeS; ]
{iiy 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 guantitative
composition of the Marketing
Authorisation, or Clinical Trial
Authorisation, are of the purity
required, and are enclosed within their
proper containers and correctly
.......... labelled;
(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 preoduction

documentation and an assessment of
.......Qeviations from specified procedures;
ﬁ {vii} No batch of p-féduct is released for
sale or suppiy prior to certification by

an Authorised Person that it is in
accordance with the requirements of
_________ the relevant authorisations;
(viiwiﬁ) Sufficient referencémsampies of
starting materials and products are
retained in accordance with Annex 19

to permit future examination of the
product if necessary and that the

product is retained in the final pack.
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PRODUCT QUALITY REVIEW
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1.10 Regular periodic or rolling quality
reviews of all authorised medicinal

products, including export anly
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products, should be conducted with the BRO—BMHBUOICHEREREUEKRSE

objective of verifying the consistency of M AEOBETHREOEDEZERET S
the existing process, the | HBMTEREL. WVALRIERIZO>VTE
appropriateness of current BHEMIL, BERRUIEOUEORM
specifications  for both starting EFRETLIE, TDEOSLEER. B
materials and finished product, to EOREFEBEL-LCEBEE1RE
highlight any trends and to identify BMLTXEZERL. DB LELUTEED
product and process improvements. 52 L.

Such reviews should normally be
conducted and documented annually,
taking into account previous reviews,
and should include at least:

(iy A review of starting materials | (i) MBICHEAShILEHHPEEH. B

including packaging materials used in CEYE (Bl ¥R EsA 04 D)
the product, especially those from new DRE. LUDbITREOY IS4 57—
sources and in particular the review of YORL—~HYEYTFToIZOBTORE
supply chain traceability of active
__________ substances,
(i) A review of critical in-process (i) BEELIEANEERURRBRUSHERD
__________ controls and finished product results ; | W=
(iii) A review of all batches that failed to (i) EaAThiBEERL-IALERY
meet established specification(s) and FRUZTORAEHBORE

their investigation ;

(iv) A review of all significant deviations (iv) ﬁf@ﬁﬁtuﬁﬂf&iﬁﬂ‘ BE. T45

or non-conformances, their related CTEHETIEREHOBE, RUER L
investigations, and the effectiveness |-  LTHLOhEEREIHEBRUTHEED
of resultant carrective and EHHEIZODOWTOESE

preventative actions taken ;

(v} A review of all changes carried out to (v)y TREXESTFAZIZO>LDTIT»HE&2T

__________ the processes or analytical methods : | o#ZsoR®E
(vi) A review of Marketing Authorisation | (vi) B &h, BREXREFT I RS X
variations submitted, granted or HEE-HEF (F=ZFH (RE0H) ~
refused, including those for third DEFA3L) OBE

couniry (export only) dossiers ;

(vii) A review of the results of the | (vi) REME= 47 TS LD

stability monitoring programme and DoEE, RUBELLAHAWLEMIZDL
__________ any adversetrends; i TORE .
(viii) A review of all quality-related (villy REICHETLIETOER. EHR
returns, complaints and recalls and VERFECZZOBEICER L - KK EH
the investigations performed at the D EE
time;

(ix) A review of adequacy of any other{ (ix) FOMEZTEIXEH/HIzZO>LTRL

previous product process or FICERELAZEEHREELA ST, TOE
__________ equipment corrective actions; | W#lIowToR®E
(x) For new Marketing Authorisations (x) HHRERTRBZRUVESTRBEE ML
and variations to Marketing BICEHLT., RE#asy AL IOE
Authorisations, a review of =

post-marketing commitments;

(xi) The qualification status of relevant | (xi) BET I3RBRTL—TFT 1 U F 4 (@J
equipment and utilities, e.g. HVAC, AlEHVAC, kK, BFEHRE) O&®%
water, compressed gases, etc: 4 5F 4 4K R

(xii) A review of any contractual | (xii) B7EIZES L -2HICET ZER




arrangements as defined in Chapter 7
to ensure that they are up to date,.

WARFOL D THDIZ LERIET S
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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, liguid dosage forms,
sterile products, etc. where

_______ scientifically justified. |
; 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 guality review is
performed in a timely manner and is
accurate.
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QUALITY RISK MANAGEMENT

REUAIREXTATE

1.12 Quality risk management is a
systematic process for the assessment,
control, communication and review of
risks to the quality of the medicinal

112 MEBEUVRAIIXRD A ME, BERD
RME~NQYRIOFEM. €8, EERV
BEOL-ODOERMLTOERATH D,
MEYAIZTRIDALEE, BERIHE &

product. It can be applied both LTHHBENCIERT LI ENTE
proactively and retrospectively. b,
1.13 The principles of Quality Risk {113 BE VA3 A 2 FORAIE, B

________ 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;
(i) The level of effort, formality and
documentation of the Quality Risk
Management process is
__________ commensurate with the level of risk.
Exa;ﬁples of the processes and |
applications of Quality Risk

Management can be found inter alia in

L EDEBYTBB
(i) RE~QURIVOFHEGT. B2MBERE,
TEORRIZEICLOoTHY, BB

THEEGFEIZRERETS.

(i MEUYUAL TR A O TAERIC
DVWTOHALANL, tRFEZOER
ERUXE/LOBEIR, YAIORBREIS
BBEYRITRCAvEFOTOEARY
WRAOBEFIC2NTIEH., FITFPRruv IR
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Annex 20 or ICHQS.

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
Individual responsibilities should be clearly
understood by the individuals and recorded.

All personnel should be aware of the
principles of Good Manufacturing Practice
that affect them and receive initial and
continuing training, including hygiene

instructions, relevant to their needs.

manufacturer.

CHAPTER 2 % oH
PERSONNEL MNE
PRINCIPLE =]
The correct manufacture of medicinal | EERZEL®ET I EEAICEEL

TWahbh,  BEXEEDODEBTHLIETOE
BEERTAIC+AUBOBERLAEZSE
LatthiEasho, F40FHZO>VL T,
LEBEANEHEICEEL, EHELTWLWAC
L. 2ETOABIR. ZL2T5GMPORAZE
BEL.BDECRFEABRUEEN LS
Bilg (EEBOoEE*SL) 22HT 3
-& .

GENERAL

EREER

Production, Quality Control and where
applicable Head of Quality Assurance or
Quality Unit referred to in point 2.5 and
the position of the Authorised Person(s)
are clearly shown in the managerial
hierarchy. '

2.1 The manufacturer should have an (2.1 REXFHT, PELERRUEERR %
adequate number of personnef with the A9 2EULBOANEEHETH L. E
necessary qualifications and practical ERGEBEVATLAFETL, #ET L.

~ experience. Senior management should EHIC.ERAYNUERENICREY D
determine and provide adequate and b, ERFEBIEI, +5h2FMHY
appropriate resources (human, V—ARA (AM, HR. &, BRREUE
financial, materials, facilities and F) 2RFEL., B4 5L, —BAIC
equipment) to implement and maintain RELNDLIEBE, REICYURIEL
the Pharmaceutical Quality System and LYFEELBLEDTH>TRELR
continually improve its effectiveness. Ly,

The responsibilities placed on any one
individual should not be so extensive as
to present any risk to quality. .

2.2 The manufacturer must have an (2.2 BEF£FT, LEHFARAUVAEEELM
organisation chart in  which the OREVIC (Z2TH5E) 26 HETH
relationships between the heads of AERERIEXTHESMHOREOM®

MBEECICF—VYSISAXFRA=—YD
Mud ., EEEBOPICHEICRTIAT
BWHHBRZERLLDTAEE L B,

2.3 Peaple 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 gqualification

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

concerned with the application of Good
Manufacturing Practice.

23 EHEHOIBUICEDLIER. BERBEIC
MR chEHFEOBEZHAL. o008
BEERTOHEULEEZET LI L.
WOoDBEL, +2LEBLAILOERE
EhERBAIZEET S ENTED,
GMPOERIZRAAEDEKIIC, RiT
PHATELLVEEN NS> TRELR
Lo

2.4 Senior management has the ultimate

responsibility to ensure an effective

24 tEHEBREREIL. REEHEFERTOIDE
MUEEFFREVIATLARESTIVS
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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. Seniar management
should establish a quality policy that
describes the overall intentions and

CELHUTICHBERIZERE., ERRET
BEAEESKL,. EF&h, ETEND
CEERIATEOIRBMUBEEEZRT S,
r#HEEmE,. GEIcETLIEHOEN
MERL-AREZRLE-SEAFHZRE
L. TR AP LELI—~OEEE
BLT. EEXERAECATLOHBEL
BUMHERUCEDEL I GMPES %

direction of the company related fo REET H L,
guality and should ensure continuing
suitability and effectiveness of the
Pharmaceutical Quality System and
GMP compliance through participation
in management review,
KEY PERSONNEL FTERESE

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) designated for the purpose.
Normally, key posts should be occupied
by full-time personnel. The heads of
Production and Quality Control must be
independent from each other. In large
organisations, it may be necessary to
delegate some of the functions listed in
2.7, 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
and senior management should
therefore take <care that roles,
responsibilities, and authorities are

25 FEEML, TELEERE (BERH
MoE, REEBEIMOREEL) 4
HTLHobk, ChbDEFEOSI LU E
L1 AR OHNFTARHEOEE %
BALAathiE, ToOHMOE=HIZA—Y
SAAFER—=VY U EEBEETLH L, A
W,OXERA ML, BEHOARN DD
CE, HEBMEUVAREEHAMOERE
. EWICHITILTULWEITAEGS I
L, KHEfSICBLTIX, 2.7, 28 RV
ZOEIZEIF-#BEDOSI BN DR
FTEHLIBELHALA5. MAT. &ED
HERUHMSEESI X Tlk. RERE
ODERFREBMOEMNAZREL S H
HZEENDBH. TOLOURBRENEFEY
HEHIEER., 27, 28 R U 29151215
FAEHKTLEEENMORE L HER
FMOETHEZLLIIEAL, LEBREE
&S, BF. RUERSAEICSH
5E5BET LI L.

defined.

2.6 The duties of the Authorised Person(s) (2.6 A — VY S A X FNRN—-VY2ORAER., &E
are described in  the national DERBHIZEBEH A TEY, LTOE
requirements and can be summarised S3ICFEEHDRLENTED,
as follows:

a) An Autherised Persocn 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

2) EXSOENVFHETDOETHITESH
TWHEREZBETTDELEELIIRTRE
OBEREEIZH>»TERHESIN, Fui
EhTWHILE,. F—VIM4XFNR—
YU BIE LA T hIEE LA L,




b) The Authcrised 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;

c) The responsibilities of an Autharised

Person may be delegated, but only to

other Authorised Person(s).

—YSAXRR—YVIF . TOBODZE
FTEOLhEEREHEB -G ThH
Eiod, BENTORAFEOEMICE
U, TOEBE2EBHTHENICELT S
LT B,

T A VUSARER=VY U nEBERGT
EBCLHTEBRN, OA—VS AR
FAA—YYIZBBC &,

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
abtain the required quality;

(n) To approve the instructions relating
to production operations and to ensure
__________ their strict implementation;
(iiiy To ensure that the produc“t-i"c_)"r:.-
records are evaluated and signed by
B an authorised person;
(iv) To ensure the quaiificatiaﬁ-"_gﬁ_&_
maintenance of his department,

premises and equipment;

(v Te ensure that the

validations are done;

appropriate

(vi) To ensure that the required initial |

and continuing training of his
department personnel is carried out
and adapted according to need.

27 REWMOERX—EHBIC, LTOEHRE
5T %,

() R ohtREERRTSH. BT
BXEIZfH-T., HacEL, RET
BT LERET B,

) EEEECHETIEREERA L.
TORBELETERIT 5.

i) HEORBEEA-VSA XA
VURFML.BET A LERET S, |

(i) BELoEM. BMRUSKEOBELRE
BERTEEZRIET S,

(vii B OBMAOAAIZ, ROLNDEA
BERUBENURBEHNEEERET D& &
LI, BBFWNHEABEBIZE LTRSS KD
CELEBRIET D,

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

(iY To approve or reject, as he/she sees
fit, starting materials, packaging
materials, and intermediate, bulk and
finished products;

(ii} To ensure that all necessary testing
is carried. cut and the associated
records evaluated;

_________________________________________________________________

(iii) To approve specifications, sampling
instructions, test methods and other
__________ Quality Control procedures;
(iv) To approve and monitor any contract
__________ analysts; e
(v) To ensure the qualification and
maintenance of his/her department,

premises and equipment;

28 REBEEHMORIE—RAIC. LFOK
BEAT B,

() EooHMICk Y, MERH. AEH
B, PHES. ALOHERURERE
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(i) 2T oRBELRBARERS L. ERIZ
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i) BEE RARRERE. HBAEE
UHhOREEETREERET .

(iv) AWMEREEZRBEL, E=424—F 3,

BEoOHM, BMRUKRMBIZOLT,
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{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
8.

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

(vil BLoOEMOABIZTRKOHLADEA
BEUBERGATIIEERRT S & L
Hiz, HHFHIZEADBEIZIRLTHEER D
CtERIEET S

O REERBAORBECZLVTH, 5
BEIEEHLATILNS,

20 BENMREURESHEBMOELTIC
(BacsY) RERTNMAERTH
FOEIF—BMic. RECHETIER

($ic, EESJIBELATALAOHE. #

exercised, responsibilities relating to BEHAERE, E-4Y v IBLUHEE
quality including in particular the D) PR FHERALTCENTIT S5 B
design, effective implementation, NAEBEILUTZEE (REOEHAICL
monitoring and maintenance of the 5) .

Pharmaceutical Quality System. These
may include, subject to any national

______ regulations: o - i -
@ The authorisation of written| () FEBRUTOMOXEOKE (RIE
procedures and other documents, EL)
____Including amendments;
(i) The monitoring and control of the (i) BEBEOE=42 ) VI RUEE ﬁ

manufacturmg en\nronment

(vi) The approval and monitoring of
suppliers of materials; W ’7

and monitoring of
contract manufacturers and providers
of other GMP related
__________ activities; ..
{viii} The designation and monitoring of

storage conditions for materials and

products;

(viil) ZR R EXBIRUVGMPEENNE
XEEOREEFORBRUFE=2 Y >
outsourced 7

Tl EHBRUUROBRERFORTR
vEZSULY

"""" (QY'¥EE"?HBHﬁB?ﬂ%§'B%”EBH?&HE&EE”VJ&H""'"'"'"'"'"'"'"'"""4“#"‘"'"'"'"'"'"'"'"'"'

the requirements of Good
__________ Manufacturing Practice; e
(xi) The inspection, investigation, and (xi) BERGEICEEEREITAENESEH

taking of samples, in order to monitor Z2ERFZEE=_AS—F5LH60, alm. |
factors which may affect product| BHRBARUVREDER
__________ quality, e s
(xii) Participation in management | (xii) IROEHN . HERERVEEAR
reviews of process performance, DATFLIZDVWTDTRATD A2 FLEa
product quality and of the —~DOHFM, HVICHENREOIZE
Pharmaceutical Quality System and ®E M

advocating continual improvement,

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

process exists to raise quality issues

(xiii) RECETIBMEE2A LY —hD
DHRMICEEL. BEEOENTZLAL
CEEFTALIEBIOLZRAHEZ DR
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to the appropriate levels  of R
management,
TRAINING Zyl&s
2.10 The manufacturer should provide [2.10 ®E£H X, BRI VYL LR R U

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.

REREREEERABEICIEALL
TOALAE (Hfi. RTFEHRUEROA
BE0) kU TOFEAFAEARAEIZE
E4+RITTAEKOLIMOANEIC, &
BilgsxEkET s L.,

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 EERRE AT LEVIZGMPOHE
MEBEUERBICHT AEANLAFTIE
EPaic, FHICERShEZABE, B U
LTONERBBICELE-EENASEFI
WERTHL, HMEMNEEFTIIELE
L, TOENHLEETHNICTMT S
EL.EBE, BHEMMOERTIRBEEL
MOEQOWLWTAANREL., BEFIE S
QY SLRFMANETCHDZ L. HEFIN
BORBEZRET L&,

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 FERALFTLLHSEE (HRE, BE
REXEEEHE, %, BEEELI
EEEZHETIDEINRUEDIL IR
%) THEETHSARICHE., HHLHFN
MEERRT DL,

training.
2.13 Visitars or untrained personnel should, | 213 FRBXFHFTNEL 2T TULELA
preferably, not be taken into the Hif. REXERVKGEEEREICILS

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.

ABEHRWLWIENEEFLL, BIFLNL
WIEE L, ERTICHEE (BICABOHE
FEEHEREUAREOREERIZDLWTOESR)

FIRM\IDEELELIT,. L ETERLE
BIaHo &,

2.14 The Pharmaceutical Quality System

214 EEGREVATLAYUVIZFTOERE

and all the measures capable of UVEBZRET I 2T ET EE
improving  its  understanding  and TOFEIZO>VT, HEMNEHICHHI1Z
implementation  should  be  fully HETHEILE.
discussed during the training sessions.

PERSONNEL HYGINE ABOEEER

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 M CHEEE S S LERETL.,
IBHNOELGZ =X CTCTHEEST
Al bt WEEBIOTISAIZIEZ. AR
DRE. FEEBRBOERBRUBEXRIZEHE
TEHEFEESHLI L, BEIZ K YEE
EEECEEREEIIIBEADZETOA
EXAIAMDFIEZHEML., BELFEH=
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followed in a very strict way by every
person whose duties take him into the
production and control areas. Hygiene
nrogrammes should be promoted by
management and widely discussed
during training sessions.

CE.BHEEHRTOSS LR, B
HEL., AFHRERICEKCHET

(g R
(k= RN}

L]

en O 7

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 c¢an be of
relevance to the gquality of products
come to the manufacturer’'s knowledge.

216 2TOANER, BAB-REDH £ %
HBo L, MERHOREELT. S
DREIEET HTEMEDHDRER
BEREEE~NLENBC & ERE
TREEEFLEFAERLL L, DE
OPREZMO®. TORERVEADR
BOEORELREIC. REDHZEE

After the first medical examination, T A5 &,
examinations should be carried out
when necessary for the work and
personal health.
2.17 Steps should be taken to ensure as far {2.17 BEUEBIIBELE-EXETEKOE

as is practicable that no person affected
by an infectious disease or having open
lesions on the exposed surface of the
body is engaged in the manufacture of
medicinal products.

HEEICHBFREZETL2ENEES
HECHEELAWVWI LA ELRY HE
HEzF+r2HAFEEHELAI L,

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

operations to be carried out.

218 WEREICIBADETOEIL. EiE
TEHEEELHULL-EYLGREREFH
TAEI L,

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

2.19 fifr, HABLLKIEIHWE, RE&EW.
ek, BEHMHEELL{EIBEANEERD
BER, MERERUCRAERBATHE
ET 22 &, B, BIEREBRXIE

ISR ESELZ T2 FTNLEH 2

ODEERICBEGTIEMEMOTITAE, B

352 &,

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 BHIATLIRARURHEOH A
MREBSICHEEZEOFHNEREMT L
v i ey

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

221 ANREFHRVHBEZEMATOILIHER
THo &,

2.22 Any specific requirements for the |2.22 HELAHRIL—TFT (B2 EEFEA)
manufacture of special groups of OHEICHTLIBEHNEREEIZIONT
products, far example sterile k., Zxav o2 RICEIT S,
preparations, are covered in the
annexes.

CONSULTANTS arvyia s

2.23 Consuitants should have adequate
education, training, and experience, or

223 aAvHILA L RE, BOoAERIHE
EHICOWTHET S L. BUAGH
B. IR UVUER (XM ThoOBAH S




________ the subject for which they are retained. | he) ZHFT 5 ¢,

Records should be maintained stating | #OQOKE®. i, &#. RGav 4L 4 |
the name, address, qualifications, and YhiZhkoTRMEShI-EHOERIZD
type of service provided by these WT., BBEERET A L. 1
consuitants. : '
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EeXE
QUALITY CONTROL REER
PRINCIPLE I Al

This chapter should be read in conjunction
 with all relevant sections of the GMP guide.
Quality Contrel 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 invoilved in all
decisions which may concern the quality of
the product. The independence of Quality
Contro! from Production is considered
fundamental to the satisfactory operation of
Quality Control.

FEH[EX,. GMPHA FSAOETOBEL
GrvaregTHE S E,
REEEE, BAER. EBRURRICAD
BEbHilc, DELHEETLIHRBEEEL.
EHHRUVEROSRENBETCELLOT

HOHEHETIZETRYEZEHBERNS

oHEHFAE T YHEREFRTXEERA
D-HHEFHEALEVWI EZRET 4.
XELRUEFIEHEFEICEHLSI LD

ThbH, REERT. RBREFEIIEL T,
HIaOREICHELIAEEOHLIETOR

FIcEELETAELR AL, REEENYE
EALDEIFTLTWVWAI LG, REEEOEY
HEBIZHRAELEFEILONLD,

GENERAL ERER
6.1 Each holder of a manufacturing |6.1 HEHTOEREEL. REEEHMZ

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

HFHl L, BFHUBMIEX. tHOREFM B
MmELTE Y. BEUYLERRUBEES
TE5E (EFICT12LEOEERB=E%
BLTWASBZLE) OEBOTIZSHAC
L ETOREESEODRRHADEMD
DEEXEL - TEITSNEILER
ST A, AU v —ZAAF A
TR TEHELEL,

arrangements are effectively and
reliably carried out.

6.2 The principal duties of the head of |6.2 QEEENMOROTFLBER. E2F
Quality Cantrol are summarised in CEEHLATLD. REFEBMAER
Chapter 2. The Quality Control FRELT, ETORECEFIEEMHI

Department as a whale 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

L. Yy F—b+L, BT EHIL. BEH
HEUVEROSER -REBEOEEZ
BEETLHOE (BUTHIEE) . BHMHE
RUEROBROBELRTEXRLT
A3L- . MNBOREHEDE=_SAY LT %
BEIZT AL . HROKHEIZEEYT S
EROEHEEHICERT A EE, TO
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of containers of materials and products,
ensure the monitoring of the stability of
the products, participate in the
investigation of camplaints related to
the quality of the product, etc. All these
operations should be carried out in
accordance with written procedures
and, where necessary, recorded.

MOBELET B, —ho2T(OrEE
FEECH->TERL. (BELBE)
HETHoL,

6.3 Finished product assessment should (6.3 EREZOTMIZ, RS LM, IBRR
embrace all relevant factors, including BOBR. 8 (BEz50) XE0E
production  conditions, results of E.REBREABE~OBESRUEBREE
in-process testing, a review of MOBREEFADH. 2 TCOHEER+ES
manufacturing (including packaging) T2k,
documentation, compliance with
Finished Product Specification and
examination of the final finished pack.

6.4 Quality Control personnel should have [|6.4 REFHEHOABX. REERRUVERE
access to production areas for sampling Bor-HOBE, 8EEBICTIATETH
and investigation as appropriate. 52 &, '

‘GOOD QUALITY CONTROL LABORATORY | R ESEHRE=E0EESTHE

PRACTICE

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

routinely moved between high risk
areas to avoid accidental cross-
contamination, In particular, the

microbiclogical laboratory should be
arranged so as to minimize risk of
crass-contamination.

6.6 EEREBREOBRMAUERMIE, E3EI(C
FIREEEBEEBICHTSI—EBEHEU
BEOEREBEEHE LT L, BBRED
BT, BREVMAOXEFTLEHT I
H.BUVRAIREHOBMEZEERICHEH =
HTRGELEN, HICHEDRBE.,
TEFREODYRIEZRMDIZT DL SE
[N - Y

6.6 The personnel, premises, and equipment
in the laboratories should be
appropriate to the tasks imposed by the
nature and the scale of the
manufacturing operations. The use of
outside laboratories, in conformity with

6.6 EREOAE. BYRURMA., HiE(E
XO0MERURABICKIYELIEFRIC
BoLTHEATHACE., E7TFE (A48
RREAEE) CHERTHIRBMICARLEN
HORBEDOHERAF. BEOBBN Hh
HREFEIhIN, ChEdKEEERHE

the principles detailed in Chapter 7, CEBT LI E.
Outsourced Activities, can be accepted
for particular reasons, but this should
be stated in the Quality Control records.
DOCUMENTATION X FiEk

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

6.7 HBEOXEIE, E4EICRTHAC
HIE,. COXELOEERRELRE
ERBIZETILOTHY .. UTO#ME
HBizoWwT, R EEEMMARRICHE
AEETHDHI &,

deals with Quality Control and the

following - details should be readily

available to the Quality Control
________ Department: .

(i} Specifications;

{iiy Procedures describing sampling,

\



testing, records  (including test |
worksheets andfor laboratory

(iii} Procedures for and records of the
calibration/qualification of instruments
and maintenance of equipment;

(iv) A procedure for the investigation of
Out of Spemf:catlon and Out of Trend
results;

(v) Testing reports and/or certificates of
analysis;

(vi) Data from environmental (air, water
and other utilities) monitoring, where
required;

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

=k -HBE/ —LESD) . RIEE
RRUBRICHEISTIE

(i) WEORE BRERIARCERO
BEEECETSFIBRURER

T BEARUEAS AN RBEE
PDEERBIZET SFIE

i) (BWELEBES) BRE=-2V 2T (E
a. kRUFoMmOa—FT U Ta) B

iy G HUTLER) RBRAEONUF—
a3 UL

6.8 Any Quality Contral documentation |6.8 Ny FXEOREICHLTHEL4EICTE
relating to a batch record should be FTEACHE T, Ay FERICEET D
retained following the principles given REEEXELEBRETSH L,
in Chapter 4 on retention of batch
documentation.

6.9 Some kinds of data (e.g. tests results, | 6.9 B2EBEOT—4 (HIZAIL, HBROKBE.

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

IRE, REEHE) 3, ERofEATZ
ZE3RBEITHIEL BERAMLANER
FHREAOT—ARBNILERES T,
BFREREEHONELTH L.

6.10 In addition to the information which is

610 MwFXEED-HMTHIBEHRIZMA

part of the batch documentation, other T.BZB=2/—+- - BEHEZFEOHODET
raw data such as laboratory notebooks — 2L BREL. BRICHATRTH L C
and/or records should be retained and k.
readily available.

SAMPLING B4 ER

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

(iily The amount of the sample to be
,,,,,,,,,, taken,
(iv) Instructions for any required

sub-division of the sample;

(v} The type and condition of the sample
__________ container to be used; ]
(vi)y The identification of containers
,,,,,,,,, sampled;
, (vil) Any special precautions to
observed, especially with regard to the
sampling of sterile or noxious

materials‘

(!X)

Instructions for the cleanmg and

BUMTLUTOFEEEZLHLE. KBS -FIE
Bicf-T, BAEREMZTL., BT 5

(vii) (FZEBEXREESEEMHOBRERR
ICELT) EFTAREHILETESE

(ix) #ﬁmﬁﬂﬂﬁﬁiﬁmé‘ﬁéﬁlﬁ&ml_ﬂtﬂ?
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storage of sampling equipment.

R

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

612 BARE, ThEERL-EHEXEH
RONRNVYFERETEZIEDTHDL &,
ITETRIESEOEMNMLIES (B X
E. TIEOBOHIRETEDLY) 2E= 48—
THRH., HOBRFZERLTE &Ly,
ALiRAEnstmEiE, Byt udgsx
FL.URAIORRS A b7 FO—F
[l - e I G CO

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 BAEEFICEK, "y FES. BEAER
BREUBAHAAERZhERRERT &
EHIC. NEMERTOIALEER/T S
cEk,ERMOVRZERMNML, BEL
CRLEREEEFGEMAYZBAEE{RET
2E5EBTB L.

6.14 Further guidance on reference and
retention samples is given in Annex 18.

6.14 BFHK - REBRARICETIELSH A
AR, PRy A1 9I12ET .,

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 fBAZEENYF—1rdB2&, BN
DF— a3 EBLTVWELEES
FERAWLIREBER. Y4BABA TN
UzRiTTAE. BEREE (G

WHLEREPEFEZTHICEHSS A2 T

DRBEEE. REBShEARIZHE ST

EHET L E,

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

6.16 Bon-EBREREIEET I L. B
BELEREMEBESA RS A —42I1C
DWTOHERE., ERAZHHL. Fov
PEFTOTC.HEWIZI—BHELTWR &%
BRI E. VA LSHEIZEBUAN

recorded and the records should include
at {east the following data:

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

(ii) Batch number and, where
appropriate, the manufacturer and/or
_________ supplier; ]
(iit) References to the relevant

.......... S P_‘?_‘Eiﬂ‘?ﬁ!i.?.r.'.s._?_r_‘..ff-t.?_szﬂl‘_g__F_’f-_Q?_‘?_d_E‘_r_?_S_i_
(iv) Test results, including observations
and calculations, and reference to any

certificates of analysis;

other. Any calculations should be hUBBZLOELELTRRET S L,
critically examined. '
6.17 The tests performed should be [6.17 EBELERABIEHETE L. F0OR

BREIT, PHELBLUTOT—R2EED
) BHBEXRHNIOAHEG (BRETE
_______ A MR e

(i "y FEBRUY (BULEHEE) 8lE%

H-HoxE

ERER (BESRRUVHEZED) .
WA LD TEAESERT S
BEERETOSRE




(vii) Initials of the persons who verified
the testing and the calculations, where
appropriate;

(viiiy A clear statement of approvat or
rejection (or other status decision)
and the dated signature of the

(ix) Reference to the equipment used.

(vi) (EUIHES) BBREUSEIZODVNT
EALEZFEODA = v L

(viiiy &8 - T & (RIZthpREDHE)
COVLVTHHELERRTEESAE
AEEORMAYESR

i) BRALESBR0EH%

6.18 All the in-process controls, including
those made in the production area by
production persconnel, should be
performed according to methods
approved by Quality Control and the
resulis recorded.

6.18 £ THIRERER (UERHRNTHE
HAODABIZETIThbhd3LDESE
) k., REEESMAMNERBLEAKIC
HoTEBEL. BEZEHKT L L.

6.19 Special attention should be given to the

quality of labaoratory 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 BRE=EORE. B, F>AFE. &
#ERRUBEHROFHEICEK. BFAGIEIESR
52&, FRALEFESZEIRLT
Bl .Eg@MTHZL EBLALE, TO
RERUVHBETRERZEE T —2I1CH
LIt DTHLET &,

B B

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
compendiai 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 permitied 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 EHFZE., TOEAEMNIZHET 5L
BiId sl &, ZERLELTOEBIER
FRUGERIxHAMECTHL. XEEL
THE, DMICREESh#HEEIL
ODRATENHEBERNEET IH S,
+RHLBELYHETSBVNRY . iDL
TERNHEBEELE -KRBERLLTHE
ATl &EMNEF L (—REZEG~AD
FL—HEUYF s 2L, XELT D
Gold, CARBEGFOFRAGEHFES L
32) i IZNEERNHIAGT., EELE
k- THRBa2ALAVEY . ZLT 5HE
JEUSTICRBShERARICERT S
&,

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 starage
conditions. In addition, for valumetric
soluticns, the last date of

6.21 ABREDRE, AR, ELEHRUIEH
2k, FORNAE U E M ICHE
EOERXREETRTEALE . BEORES
e, RERUVEHOAHBPEMN
SAJLEIZCETE,. WMAT, BEDH
BORBERFRIZONTIR, BEEOEEDE
EARUEREOEZEETHEHELLT 7
R —%RT &,
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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 (o
carry out an identification test and/or

~other testing of reagent materiais upon
receipt or before use.

6.22 (HELESR) WRAEZICALNIYS
(FlRIE,. RE, RBERUVEEFR) 122
WT, TORABEEFLIZIERT S
ELHBRRUVREICEHTIEREICHS
Sl ZABXIERMIC. AENEO
HARB-thoRBEEEIT 5 &Y
%f%A%ﬁ%o

n]l

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
pricr to use.

6.23 ML, HEMICHZ U ERIZOE

' U, B EEE0DERBEEICH#-ST
HETLI L, ﬁﬁ?émh\éfwﬁ
HMOMEERIET H &,

6.24 Used microbiclogical 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 life of
microbiological media should be
established, documented and

scientifically justified.

6.24 MEVMEMABRICERALEERRUHR
BiE, EEMNTFTEEZICE-THREL.
TEFLERUBREOREEHLET S A
ZTCHRETLIL, MEMPHEBRRO®
IO OWTHS - BAEZOFDHRA %
BREL, XEBELTBELELIZ, BB/
ZHMERT L.

6.25 Animals used for testing components,
materials or products, should, where
appropriate, be quarantined before use.
They should be maintained and
controlied 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 B9, EMHRIESORABRICHERT
HEMiE, (BULES) EHMICIKS
RETDHDOL. ERBMICET DS L%
RIETILH5HEFEL. BT L L. H
KEMT s ELELEIC,. TOBERAEREE®E
TEULEHEEERET DI L.

ON-GOING STABILITY PROGRAMME

BERE=ZULT

(RE - DEORSEHTTCHELT IR OREHY
THENIIEISI—L, TOREZTREL, BT 3
—EORBIOITS LEET. )

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 iR EREORRICEEST S
ZEMOBE (FIAE. FHEHBLALR
FBEE 7O 7 A ALICETBELR) A
hifBHETE2HEYLBEHN TS S
Lzt T . REBRIEEROTEHRZ
E-AR—F Bk,

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 HEBE=_&YLYTOBMIL, B3
Richk-TEREE_SF—FT D5 L.,
BUERENLEREEHTCERHNAF

BACRF > TEY . FERFEYRITD
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to within

labelled

expected remain,
specifications under the
storage conditions.

CENUBETEINEHETH_ET
B 5.

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 buik product. For example, when the
bulk product is stored for a long period
before being packaged and/or shipped
from a manufacturing site 1io 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 EEHEFUIVIE, BEEh{-E
EREOEZERICEELLTCERETAS
N, AL ERIZVWTHLRHET S
BRI, FOAALIHEGEREST S
- RESHAASBLEBFHFA~BET DN
CEHBMRETLHIHBAE., dKEROHE

ORER~OEEEF@EL. RYTEE
BFTHEBILI_E. MAT., EHMIC
blhoTHEHEIL,. FRAEALITHER
fcoWnwTit a5 2. BEHBLAEY
GrREp e EHABRAMNGEREPICE
EeshTuhhiE. BEMNICTE=4—9 5%
BWEFAHZOA, BEIc&kY., BERBELE
HEORERHLE_A—FT B &,

(*RE AL BULSLERER-ARLLEL D)

reconstituted product can also be
monitored.

6.29 The. ongoing stability programme |6.29 REHE- A Y LT, F4E50— K
should be described in a written Blicff> CEETEEPICEEL., BR

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,

EHREELLTEREBDEST B &,
ZEMEZARAYTIZCHWDEBER (LY
DIREEF Yy R—) . E3FED— |
WRAEUGT 2w SR 1622 T, B
HERBRURTEERXTIC L.

6.30 The protocel for an on-going stability
programme should extend fo the end of
the shelf life period and should include,
but not be limited to, the following

________ parameters: ]

{i) Number of batch(es) per strength and
different batch sizes, if applicable;

(ii} Relevant physical, chemical,
microbiological and biological test
methods;

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

(vii) Description of the conditions of
storage (standardised  ICH/VICH

conditions for long term testing,

6.30 TEBE=_AY CFOERTEEL.,
HEHEBEobYETHR—FT B L,
OB ERUTORSA—FEE
ok

(Y B2HEB L. RY (ZLT2E8)

_______ BEINVTFHAREDRYFH

(i) BET IYEYN., EER., HEBFEHN
RUSHMPEHALREBAE

(vii) REOEH (EHABRICEL CEEL
Eht-ICHA-AVICHZHE (0%
RIZEASLEET0) 2HWVS 2 &)




consistent with the product {abelling,
should be used);

{viii) Other applicable parameters
specific to the medicinal product.

(viii) TOEERICFICERIALI BN
S A—4%

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
prefocol (for example the frequency of
testing, or when updating to 1CH/VICH
recommendations).

6.31 TEMET=-AYLIDER

HEEZI,
BERRRHFEEEPTREE S A4
DEHEZEHRROERETEELEYL
STHE (FZEHBOEE, RiT 1
CHA AVICH#RBEHKR~AEHIT FH
) o EEL. TOEHEMERL. U5
EHHAESHICHAET S &,

6.32 The number of batches and frequency
of testing should provide a sufficient
amount of data to allow for trend
analysis. Uniess otherwise justified, at
least one batch per year of product

manufactured -in every strength and
every primary packaging type, Iif
refevant, 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.

8.32 Wy FHBRUHBERIT. ERaK %
AEEET A+ LF—4ERERT
2O THBE L, NIARLETRESL
WIRY B8 Ech38RIZ2E, (&
L9558 sERBRU—REEDR
A FTTEIZ. D HELCELTNRNYFARARE
MIOTSAICEFAD I E (FHEIC
ELEEShEVVBEERC) . BEE
BMmEiEERTLIRBATESE=R Y
HIIREBELESATEY, EYARY R
(Y F— FEahHiT) NAELERIC
DT, RBREEICY A —A_AR D1
vhbEEFEBELTELIEZI AL, EHEE
EFTHENICHEYENEZREE. 755
T4 ERET MY XL H®RIZE
HZERMOFANEERALES.

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
cansidered for inclusion.

6.33 HBLRHATTIE, BMMOAR Yy FARELE
HEZAYVLTIZEDDZZ L, BRI,
TEXEAEIIRLIEALEENIZE
AagEBEABLIE. BREHE=2Y 4
HEETS5CL. BB, BMIREE
HE**EpEgEIBI v FIzo20nT,
TEME=FYTIcEDEZLELR
HEbHZ L,

(*3RT . E5E63E~65EHSE)

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 shouid
be a written agreement between the
parties concerned. Results of on-going
stability studies should be available at

634?%@% A LTHRBOEER, F
BEEEFRY. BI2F—VS A XK —
VURNARETHLII L, BREREC
AYUTHRBANILIVERREIERS
mOMEBHLUAOEEFRTEREESh
SZBEL. HRARBOREDENHL
b, RENEZ AV THBOBRIL,
ERICLABEOL-HELEBRTHA
AEETHABI L,
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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
reflevant competent authorities.

6.35 IR RFEELVVEERMERIZ, BEHE
EHITS_L. BEAOKBERIEEL L
GBOBERMNERSIL, iBICHFEIAE
BRoRNyFILEETLIHRE., BERA
BICHEST 2L, RGMPHA FS A
CEBSEIZHSEELIZC. BRUBICH
HKLT.MBIZHEBELTWIARAYFICR
FTEEEZEHT LI 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 fo periodic review.

6.36 EH -2 TOF—S0O8E (Jn
TS LICEATA2PRIMEREIT) X
L, RETH L. it HBMEMD,
EHHEBEEORREAD &,

Technical transfer of testing methods

6.37 Priar 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.

HBALOBEHBE
6.37 HBHEEBETLAUOERE., BE
CHEF->T, YHARAENARERZIE

RITWET IRNHTRERBEEEIC
BHIhE-HFFELBERAITLILERE
T3k BBAZORAYUT— 3
ZBEL. BFOICH/ VICH®DE
REBIFICEMLTWAZD S 2 RT3
e . HEMBRE SO R EEBTAIZE
2T . ¥y vowmEERE-XETLL.
Ao DHBEMAYT—S3 0 0OFE
AREMEET L &

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

6.38 HHEBE (BEXGEZRE) oA
HFRE (BEZRT28EBE) ~OHR
FHEOBEG. EEMHBEBECHEMICREE
52 &,

6.39 The transfer protocol should include,

but not be limited to, the following
parameters: et
""""" (1) ldentification of the testing to be
performed and the relevant test
______ method(s) undergoing transfer;
(i) Identification of the additional
________ training requirements;
(i-i-iin Identification of standards and
______ samples to be tested;
(ivy Identification of any special

transport and storage conditions of
test items;

>

6.39 BEDER .o
DRSS A —FFEL &,

BEEHLHT
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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.

vy BZEBRARICETIAIEEONY F—
YavEBREUICHA/AVICHODE
REBHE-CESCHEESE

.| 6.40 Deviations from the protocol should he
. 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 EFEEMNLSOEBIL. il E S
OEZAPQETHICEREHAT S L, &
WBEOREEEZ. 4Z 0L X0LER
REEXELT S L. (FETHEE)
FICEBRAZICET 2ENYF—v 3
VEBBETIABERET LSO L,

requiring further test method

revalidation, if applicable. :
6.41 Where appropriate, specific |6.41 (BEYHRBEE) MOHFA FS 4 2IcFE

requirements  described in  other PR TVLIBREDERFEA~ OGN,

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

BHEOHBAE (BIREERMTHE)
DBEECHLTRDLN D,

CHAPTER 7 @ 7=
OUTSOURCED ACTIVITIES NBEFEAEE
PRINCIPLE & Al

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.

GMPHA RS v —FHEHICD
WTHEHERTA2E5F, TEOLREOR
BRXITERCOGAYELIBEREFEHET S
-, BEZEFE&RL., (BARIAHN) BEL.
ERTLIIL,. ERAFLEZATOMTEHE
Magtthiheod . EEOEINRUVEE * 1
HBICEUITHL . ZAFOEERRELA
TALAE, BEOENRNyFICHFASTHEF T
3H—=YFGA AR~ YU REZOEEEE
BT AR . HREICERLAEATAIEAS
By,

CCDER, RERBRUVMENAEHE
THORMERCIT TS, HEEXEFOEREZER
D#S. SRERVERBOHERICHT 2
BEB-RETLILER, 2CERLTLRE
L, (ERZOROFEINHFMLTINSD)

GENERAL

EREE

7.1 There should be a written contract
covering the outsourced activities, the
products or operations to which they are

71 BBABERGE. B2 oBmR Ak
2 RUTHICEEL CH AN
BEROMNN - Eh T oBE N

related, and any technical Hharitk,
arrangements made in connection with
it.
7.2 All arrangements for the outsourced |7.2 SN BETHFEO-LHOLTOMR
activities including any proposed H (BT rTOoOOmMADOEREL
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A

changes . in technical or  other
arrangements should be in accordance
with regulations in force, and the
Marketing Authorisation for the product
concerned, where applicable.

EH) K. BTEIA TV EREU (B
LT HBEE) UFMURBIRIRFRIBIC
EoTWBIE,

7.3 Where the Marketing Authorisation |7.3 RERBEFZTLHUBEENF—TL
holder and the manufacturer are not the WSS, COFEIZRBE AR ES
same, appropriate arrangements should ELTEUERADAEB S CIVE I L,
be in place, taking into account the
principles described in this chapter.

THE CONTRACT GIVER A

7.4 The Pharmaceutical Quality System of |7.4 ZTRAEFENEEGHLGE VAT LR HAEE

the Contract Giver should include the
control and review of any outsourced
activities. The Contract Giver s
ultimately responsibile t{o ensure
processes are in place to assure the
control of outsourced activities. These
processes should incorporate quality
risk management principles and notably
inciude:

7.4.1 Prior to outsourcmg 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
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
farce, 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 ta his/her premises,
equipment, personnel, other
materials or other products;

7.4.3 The Contract Giver should monitor
and review the performance of the
Contract Acceptor and the

RhEZ2O0EBRUBEZISTE. TH
BRIV BEEFEOEERERELLO
T370¢t AR B TWNVE I EEFFRE
TAGEMUBEENARS. Hind 7otk
Alzik, BEYRIT R A FOERE]
FMYAN, HICELTEEDDH_ L.,
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TBHE TN TWLWAGMPORBEY
HA4 KA iS5 &%, HIC
FOTRIETHIEEREH S,

EXBT. BT A TWHWEERREY
LRI ELIRERBIZESTE
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ETORBLEANHEEZ., ZHAICHS
TEAE,. FEHBE. TOERIIE
FECEELT. SEEO0EW. &
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identification and implementation
of any needed improvement.

7.5 The Contract Giver should be
responsible for reviewing and assessing
the records and the results related to
the outsourced activities. He/she should
aiso ensure, either by himself/herself,
or based on the confirmation of the
Contract Acceptor's Autharised 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 FRHAE. AFHNHEAFEEICEEL L
EREBEUESEZEEL, BT 5588 %
HY e+, EFEBIX. BoNEZES
DAE—YIAZXZER—Y o OERIZE
ST, BZFIMLGBLEEZTOERN
BEMENGMP RUBFTERARBIZH > T
MIEhTWLWAIEERETEZE,

THE CONTRACT ACCEPTOR

RE#HE

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

76 BAG, EUALEY., HE. NBREY
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adequate premises, equipment, wirhiEE sz,
knowiedge, experience, and competent
personnel.

7.7 The Contract Acceptor should ensure |7.7 ZHEFE. BHIh-2TOER., BH
that all products, materials and HEUHEBLAZOFMBOEMNIZEL L
knowledge delivered to him/her are THUTHDIILERIHET B L,
suitable for their intended purpose. '

7.8 The Contract Acceptor should not|7.8 ZFHEME., EXBSHFBEMICIMEDIC D L

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
arrangements. Arrangements made
between the Contract Acceptor and any
third party should ensure that
information and knowledge, including
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.

P
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FEREOHELERBKIC, FHREUVOE (F
EHEOEVBAEICEETLILDES
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7.9 The Contract Acceptor should not make
unauthorised changes, outside the
terms of the Contract, which may
adversely affect the quality of the
outsourced. activities for the Confract
Giver.

7.9 REREEFR, BRNOEH L LANE, B
ADEEETOTHASHEWL. findEk
Fid,. ERBICE>THEERAEEDO R

BECEREZRETEETRAESD,

o

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

authorities.

710 REAF., NAEEHFE (RAEBRE
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THE CONTRACT
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7.11 A contract should be drawn up between

X
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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. YA BEAEZEI-BHETE2ELRD
EHRUEEIORRZHET S L.
DHEToORMAMELT. ANEEEER
UGMPIZCEALTEU A HBEEIT D
HEHEERERTAZE, ANRERTEZED
EHoETORROE. BITEHh TS
FRBEUVLAZEROBETERDBICH-LT
Whthidaod, AAEEAFARABELE
tochithidhodn,

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

parties.

7.12 The contract should describe clearly [7.12 2# U FEHOEL LA NPREHEED
which party to the contract has BSEE (FxXaBER, TR, ¥
responsibility for conducting each step 734 Fz—v,. BER. REd0RE
of the outsourced activity, e.g. EUVBA. EFHoERBREUCHENE.
knowledge management, technology HE-FEEEOER (ZIEREHR. B

FEERRUNSTEZEL) ) 2ERT HE
FrzHETH N BHFICARICEHT S
bl

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
records relevant to assessing the
guality of a product in the event of
complaints or a suspecfed 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.
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RUSERIE. EXBEN/RETH. Ri&
EHAEAFBEITIETHI I L. BHFEEL
ClERMBAEDLLEIEEICEITSE &
ODREFMITIAELANTLNLEEBE
CET2EREXRHEICERTINEERL.
EREFRTFTORANETHETAEHE L
T EAHOBESTLIFIESICEELL
s M,

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

7.14 BHEE, RREEXIHEEIZISRLE
BEZRBICI->TREShIAEER
FEEZEETALE,. ERAICTHS
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