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CHAPTER 6

QUALITY CONTROL (EXE #a|)

Principle (¥%))

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.
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GENERAL (2tF AFEh

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.
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6.2 The principal duties of the head of Quality Control are summarised in Chapter 2. The Quality
Control Department as a whole will also have other duties, such as to establish, validate and
implement all quality control procedures, oversee the control of the reference and/or retention
samples of materials and products when applicable, ensure the correct labelling of containers of
materials and products, ensure the monitoring of the stability of the products, participate in the
investigation of complaints related to the quality of the product, etc. All these operations should be

carried out in accordance with written procedures and, where necessary, recorded.

6.3 Finished product assessment should embrace all relevant factors, including production
conditions, results of in-process testing, a review of manufacturing (including packaging)

documentation, compliance with Finished Product Specification and examination of the final finished

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

as appropriate.
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GOOD QUALITY CONTROL LABORATORY PRATCTICE (9 &3 2| H™4 7]

T)

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 crosscontamination. In particular, the microbiological

laboratory should be arranged so as to minimize risk of cross-contamination.
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6.6 The personnel, premises, and equipment in the laboratories should be appropriate to the tasks
imposed by the nature and the scale of the manufacturing operations. The use of outside
laboratories, in conformity with the principles detailed in Chapter 7, Outsourced Activities, can be

accepted for particular reasons, but this should be stated in the Quality Control records.
6.6 Algdel o5, A4 8l THl= M= —E—%“EI dA0 20| s Futk
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Documentation (2A47)

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:
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(i) Specifications;

(i) TE8A;

(i) Procedures describing sampling, testing, records (including test worksheets and/or laboratory
notebooks), recording and verifying;
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(iii) Procedures for and records of the calibration/qualification of instruments and maintenance of

equipment;
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(i) 71712 E8/MAE 7t W FH R0 2t X A V|,

(iv) A procedure for the investigation of Out of Specification and Out of Trend results;

(iv) OOS2t OOT ZA1to CHsH Z=AL B X}

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

v Al 23M B/E= 24 SZM(CoA);

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

(vi) 2RAl &7, 2 A 7Bt #E2E) 2HEHE HOolE;

1

(vii) Validation records of test methods, where applicable.
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(vii) SHESt

6.8 Any Quality Control documentation relating to a batch record should be retained following the

principles given in Chapter 4 on retention of batch documentation.
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6.9 Some kinds of data (e.g. tests results, 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.

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

N

6.10 HiX| EA2] 2FQ FE Qo e LE S/Es 7|E0 #2 7|Et Raw HIOIHE E
5

2z[of 2A 0|8 ZtstlioF siCt,
Sampling (4Z2))

6.11 The sample taking should be done and recorded in accordance with approved written

procedures that describe:

6.11 MEZale SolEl MU MAto| W3 8D 7| 2E|0foF St 0 MAtojs CHEO| EtE|of
of BhC}

(i) The equipment to be used;
(i) AHEE ZH|;
(iii) The amount of the sample to be taken;

(i) AHE,

(iv) Instructions for any required sub-division of the sample;

(iv) ME9| A8 HXL

AT

(v) The type and condition of the sample container to be used;

(v) AHEE M

[k
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(vi) The identification of containers sampled;

(vi) MES k=3t 27|90 Ald.

(vii) Any special precautions to be observed, especially with regard to the sampling of sterile or

noxious materials;
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(viii) The storage conditions;

(vii) ME B3 =A;

1

(ix) Instructions for the cleaning and storage of sampling equipment.

(ix) =S TFHC MH X 220 oigt X H.

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 ¥E2 M FXMLE MFZ2 HiXIE CHESNOF ottt 89| 7t AEL AT B2 BE
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=
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6.13 Sample containers should bear a label indicating the contents, with the batch number, the date
of sampling and the containers from which samples have been drawn. 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 ¥ME 87| WES, HiXl Bz, HET W A WEO| FEE 7|8 LEW= 2HES &
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6.14 Further guidance on reference and retention samples is given in Annex 19.

6.14 #xE A 22 MO it 7t XFH2 £F 199M HSECh

Testing (A/ &)

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 Al Y2 2|00 ME|0{0F St B2 #2|HojdS UK B2 A0 Al Y-
Z: =3

o
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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.

6.16 HOIT Aut= 7|EE|0fof ottt Sact FE £82= AEE ntetijgel 2= gy 8
= A

7t=|0{0F Bt M2 22d0| A=K =QIx[0fof BiCf BE A2 MNESHH HEEZO{OF otot

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

data:

6.17 =& A2 7[ZE[00f ot, 7|F0f= x|t TOFZ H|O|E{7F et E[0fOF Bt

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

() ¥ E£= HMZQl 0|8 o digEl=s 82 A

0%t

I

(i) Batch number and, where appropriate, the manufacturer and/or supplier;

(i) BHX] M= S Lot B2 NM=gA /L= SS€A;

1
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(iii) References to the relevant specifications and testing procedures;

(iv) Al 2o 28 2 A =g, 24 SSMCoA et &=

(iv) Test results, including observations and calculations, and reference to any certificates of analysis;

(iv) A, AMAM S Zoet Alg 21, 242130l Chet 2 m 22,

(v) Dates of testing;

(v) Al 2Rt

(vi) Initials of the persons who performed the testing;

(vi) Al ==Xt ofL|E;

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

(viiy Al & AL HBT ARl oL &

—

(viii) A clear statement of approval or rejection (or other status decision) and the dated signature of

the designated responsible person;

rir

(viii)

%O| = |:||-E1(|:|:
2 M3
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’

(ix) Reference to the equipment used.

—

(ix) AHEE ZHO CHet &=

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.
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6.18 M= oM M= Qo o3 +dE= Z= IPCE 2 2| BAMAM Selot L-

e} A |ofof o, 2ut= 7| E |00 Bt

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 Algd Alef, 8, w2l 7|7, #EE A HIY HiX[e] BEO S22 FE 7I200F Lt
O[22 MU ZXof M2t F=H|=lD 22[=|0jof s5tH, &2 =22 ME FHIF AHg 7tsth &

§ CIOIEOf HIZ3{OF otCt.

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.

620 EEE2 AFE8 L0 A #2|Z|0jof oot BEFC| AEAL A EAM= YA F
AElD ZMetE[OfoF StCf E=o| of2X el F2E Mot SE HHUEEZO0| 2850 U
= 8 2 MEEEF ot0{oF SICh A BEZS| AHE2 1A BREZ2EREH E7t

=
0 FHYo| =HE ZAS U HEECh 2 SI0M 2| SIEX @

rir
%
N

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 standardisation and the last current

factor should be indicated.

621 AlEd A, Y, 2#EE A HiY HiX|= &H| % & Rt Ol FH|oh AtEel MO
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A 2PH EA|Z|OfOF otrf. o HESIE o] 2 OX|8 BESE ERel 7+ OhX|ate| A+
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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.

622 2% F? Al MY ALEEl= 2E 22O Al 89 X B#EF) 25 ERE 87
of ®AISHOF SFCE ARE 81 EEH X HE ZF3M0F ottt £ 0= 2+ Al == A T

AloF Tzof Oiet A2 Alg J/EE 7|EF AldE sdsiof & == QUCH

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 Z=XNoiM AtEst= HiXl= Z=of 277t fle ot MMM HMAIS =HMYHo| w2t =X
SHOJOF OICh 2= HiX[2] §52 AMEE[7| T HSE|0{0F SHCt

6.24 Used microbiological media and strains should be decontaminated according to a standard
procedure and disposed of in a manner to prevent the crosscontamination and retention of residues.
The in-use shelf life of microbiological media should be established, documented and scientifically

justified.

6.24 AEE Od= HiX[et BF& HEE=HE X0 M2t 2F=0| M 0oF 5tin, At it

UR=S SRSt LA2=2 H7|5to{of otrt. Od= HiX[2| AHE 7[Zhe &F3t1, 2AM =t
f

r

]

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.

625 d&, AN E£= HE Al AEEE =22 E2% 8% A& Ho A2 /oo o,

O=E X0 MAS=E Z2|L|0joF YLCE S22 AEE00F 5t 2529 AHE O|Hof Cfst
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Ao 7|5 2t2|ofoF ghLCt.
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On-going stability programme(A[E & 2t & ZZ=3%)

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 TOi =0z AEE ZFYJEHOM =gat BB E HZY EXMO| . 2= +F £ 85
2 ol

2ot Hah) miefs A X|HHo|n HAES

I=

2o et of fFel AYdS ZLIHDE

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 expected to remain, within specifications

under the labelled storage conditions.

6.27 XN&H otgd 28 42 gR7[¢U0 24 ME S ZLUEHSID BAE Ef =A 9}

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 reconstituted product can also be monitored.

6.28 O|l= F& TOix|=
7= ZHE n{s|oF B
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6.29 The ongoing stability programme should be described in a written protocol following the
general rules of Chapter 4 and results formalised as a report. The equipment used for the ongoing
stability programme (stability chambers among others) should be qualified and maintained

following the general rules of Chapter 3 and Annex 15.
6.29 X[£HQl g Z2IAM2 Chapter 42| 28 &S =2 MEH Z2EZ0| 2F&/0{0F
oth, Zit= EAMZ FASIE OO SLCE XM obEd T2 A8l FH|(2HEY

MH &)= Chapter 3 W £E 159 28t &of wet A4S #4310

o
2

40
>

|2t2| &|ofof gfL(Ct.

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 parameters:

Hel g Z2I8"E fleh ZREZ2 RSVl A SHEEO{0F 5t0Y, Cig1t Z

—-ll = =
=& ZES{of SHX|2H Olof =THE|X| REOFOF SfL|Th

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

() g X oHE HiX| 3712 HiX| =, SiSEE B2

I

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

oot

HiH.
o d,

(i) A =2|H, 2tstH, DjdEstd S dESHE Al
(iii) Acceptance criteria;

(i) o1& 7IE;

(iv) Reference to test methods;

SRS

rot

(iv) Alg 2ol o

(v) Description of the container closure system(s);
(v) 7| O A|AE=of Chet 29,
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(vi) Testing intervals (time points);

(vi) Al F=21AIE);

(vii) Description of the conditions of storage (standardised ICH/VICH conditions for long term testing,

consistent with the product labelling, should be used);

<
_>J
FH
™
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s
ot
nx
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o
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>
oot
mjo

et BESHE ICH/NVICH =40| HEF 2hEd Dt X[t

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

off

g 7IEt H& 7t ofetolE.

— —

ot
Ajm

(viii) SHE <<

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

ICH/VICH recommendations).

6.31 X&XQ oY Z2OMg oot Z2EE2 E3 47t M0 MEE =7 F7| etEd

Aol ZREEZW CHE £ Yo, Ol ZZEZ0AM HESIStD EMISHCHO: AlE HlE =
= ICH/VICH #IOAROf M2t AHo|EsSts 42)

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 year). For products where on-
going stability monitoring would normally require testing using animals and no appropriate
alternative, validated techniques are available, the frequency of testing may take account of a risk-
benefit approach. The principle of bracketing and matrixing designs may be applied if scientifically

justified in the protocol.

6.32 HIX| ot A[d s dd 245 ¢lct S22 HOlHE M3siH, thE gt olf7t
gle o, 2EE 2= gE A 2RE Fo XY R0 o ojd X o HiXel ®MEF0| 28l
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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.

633 S% NYOME XSHOl @YY TROU0| 27t KIS THAIZCL 0B S0f, BY =
S ERO| 3% #F E SOUE 0| BN Tols NEHe Y ARE FUHCL XY
XY, W7hE EE B4 HeE mE RS nefwc)

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 the site of manufacture for review by the competent authority.

ox

6.34 X|&£HQ egyg A Zite F8 28, 55| RATHAN|A 21510F of0, X|&HHol ot
d A7t =2 W EHNE E= 2HMEF M= MOIEZ o CHE AOIENM sdEE 32,

B OGARRL 2ol M ehovt RSCE Al 2 obgd Ald Zite Al 7|20 M= F20M

e

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.
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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.

636 AITH 3 oPYN Z2IWIN MNE DE GOl Q% TRIU0| 3 Z2S EFHO
5T QARSI 0f %2 FI|HOE HEWCL

Technical transfer of testing methods (2412 0/%)

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.

2 = O[Tty TOf, O AOJEE Al ¥E0| &5 37t £ #& 7|g EM0AM
2o At LXSH=KX| =Qloof oot AlY dEol | #2[Hojds FESIe ¥ ICH/VICH
2TFMEE E=Fot=Al 2QAeoF ottt 7[&H O WS AlES| Mo +AE[0jop & FIHH

— o
ol W2|Ho|H0] ERSHK| =I5ty o] ARt BAS At =AM}l of otbt

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 o AHH(ZI=0[ ZEY)0A CHE 2E(2A 222 AR 48 o2 Z2EZ0
A

SMB| 2 0{0F ohot.

6.39 The transfer protocol should include, but not be limited to, the following parameters:

639 7|2 O ZREZ0& U310 22 Lf2t0|E7t Ze&|X[2F 0|0 =¢He|X| GEOtOF oLt

(i) Identification of the testing to be performed and the relevant test method(s) undergoing transfer;

() +8Y A-D O/F SO B AY ol Ay,
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(i) Identification of the additional training requirements;

() 7t 2% aRAgel Mg,

(iii) Identification of standards and samples to be tested;
(i) Al B2EE X dMel AlY,
(iv) Identification of any special transport and storage conditions of test items;

(iv) Al g=9

o>
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Ho

(v) The acceptance criteria which should be based upon the current validation study of the

methodology and with respect to ICH/VICH requirements.
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(v) ICH/VICH f7Aro] el SAx A Eo f2|fold A& 7|He= 5iof ot

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 requiring further test method revalidation, if applicable.
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6.41 Where appropriate, specific requirements described in other guidelines should be addressed
for the transfer of particular testing methods (e.g. Near Infrared Spectroscopy).
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