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FOREWORD

This advisory document was developed by the OECD Working Party
on Good Laboratory Practice (GLP). The development of the document
was initiated and led by France (Medical Products) and included a
drafting group under the leadership of Thomas Lucotte (France
Medical Products) and Stephen Vinter (UK). The drafting group
included representatives from Australia, Belgium, Colombia, Poland,
Switzerland, and the US (EPA). The process included a public comment
period and review and endorsement of the document by the

Working Party on Good Laboratory Practice. This document replaces
the Consensus document No.4: Quality Assurance and GLP.

This document is published under the responsibility of the Chemicals
and Biotechnology Committee which agreed to its declassification on
21 June 2022.
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1. Introduction

A Quality Assurance (QA) Programme is a cornerstone in the OECD
Principles on Good Laboratory Practice (GLP) within a test facility.
QA constitutes an internal mechanism of continuous monitoring for
assuring test facility management (TFM) of the GLP compliance of the
test facility and of the studies conducted therein.

1. T U ®HIZ

FHEMERAIE (QA) Yr 7 J7 A%, ABRMEIZTHE T 5 Good
Laboratory Practice (GLP) (2B 9 % OECD JfHI D KHE L 725 b D
Tdh D, QAFREMH K O Z CEM & h 5B A GLP 125 &
LTWADZ E%am, MEmICila LiE s EEE (TFM) ([ZXF L IRGE
TLOAMHMEHTH D,

This document clarifies the requirements as stated in the GLP
Principles Section II, chapters 1.1.2.f, 1.2.2.b, 2, 8.1.1, 9.2.4, 10.1.b
of OECD Document No. 1 OECD Principles on Good Laboratory
Practice (OECD, 1997(17).

AL#E T, OECD X & No.1 OECD GLP JiUHl] (OECD, 1997[1]) @
GLP FHl 27 v a v I, ¥ 7% —1.1.2.f, 1.2.2.b, 2, 8.1.1,
924, 10.1.b IO ERFEHZIMEILLIZ LD TH D,

This document is a revision of OECD Consensus Document No.4 on
Quality Assurance (QA) (OECD, 1999(2)). It has integrated the risk-
based approach to manage GLP QA programmes based on the
documents Good Laboratory Practice (GLP) facilities: risk-based
quality assurance (Medicines and Healthcare products Regulatory
Agency (MHRA, 2015(3;) and Guidance for GLP facilities on the
implementation and maintenance of a risk-based Quality Assurance
programme (European Commission, 201747). It has also incorporated
all the relevant Question and Answer topics published by OECD,
discussions held at the OECD GLP working party meetings and in the
documents of the GLP series issued after document No. 4 including:
® Documents No. 7 on The Application of the GLP Principles to
Short Term Studies (OECD, 1999;s7)
® Document No. 8 on The Role and Responsibilities of the Study
Director in GLP Studies (OECD, 1999(¢))
® Document No. 13 on The Application of the OECD Principles of
GLP to the Organisation and Management of Multi-Site Studies
(OECD, 2002{7)

ALEIT . OECD 22 & A2 HE No.d 5 HEMEMRGE(QA) (OECD,
1999[2]) ZXAFTL7=b D TH 5D, XFHE Good Laboratory Practice
(GLP) facilities: risk-based quality assurance (Medicines and
Healthcare products Regulatory Agency (MHRA), 2015[3]) & T8 GLP
facility on the implementation and maintenance of a risk-based Quality
Assurance programme (European Commission, 2017[4]){Z 24 -5 < GLP
BHEMERIE T 2 7 7 AERO Y A RXR—=ZA KT Fu—F&HAE
Li-boThHD, £72, OECD BREITLEZBE#E T 5 QA FE v
7 . OECD GLP iz TORnm. L& No.4 LIEIZHAT S NIZLLT
DGLP v U —ADXENTNTHIVAENTWV D,

® U No7 NE#HRBICx T2 GLP KAl A |
1999[5])

® F Nos8 [GLP RBRICBIT2RABRE(EE O HIE & &E )
(OECD, 1999[6]).

® U E No. 135 prik bk o Mk & OVE B IZ 5 1) %5 OECD GLP
JE Al A ) (OECD, 2002[7])

(OECD,
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Document No. 14 on The Application of the Principles of GLP
to in vitro Studies (OECD, 2004 s;)

Document No. 15 on Establishment and Control of Archives that
Operate in Compliance with the Principles of GLP (OECD,
200797)

Document No. 17 on Application of GLP Principles to
Computerised Systems (OECD, 20167107)

Document No. 20 on Guidance for Receiving Authorities on the
Review of the GLP Status of Non-Clinical Safety Studies
(OECD, 2019(117)

Document No. 22 on GLP Data Integrity (OECD, 20217127)

SCE No.14 linvitro RRBRICEB T 5 GLP LA o 12> T |
(OECD, 2004[8])

X E No.15 TGLP JFH|ESF T2 EE S 5 & BHR A7 i 5% O 5%

& & OVEHE ] (OECD, 2007[9])

X No.17 TGLP FHIO 22 ¥ a— by 2T A ~D i |
(OECD, 2016[10])

E No.20 TFEEFIRZ 2 MERER O GLP R OF A ICBE T 5 5%

TEL RO DHTA XA (OECD, 2019[11])

XE No.22 [GLP F—4% A7 7 U7 41235 GLP 1E¥%
Mo T ALY —3FE ] (OECD, 2021[12])
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2. SCOPE

This document applies to QA of GLP test facilities and test sites.

9

Where appropriate, the terms of “test facility”, “study director” and

EE T3

“study” also apply to “test site”, “principal investigator” and “study

phase”.

2. jE A &5 BH

ARLEX, GLP Bl sk K VR BRIGIT O QAIC#EHA IS, &

UG U T, TikB ek ). TRBREMEE ] KO TREBR] o HEE
F. TRUBRG AT TRBREAEE ) RO TRBREE) CbEHA S
%)o

3. Definitions and terms in the context of GLP

Quality Assurance Programme (QAP): a defined system, including
personnel, which is independent of the direction and the conduct of
studies, and is designed to assure TFM of compliance with the GLP
Principles. A QAP constitutes a set of planned actions of verification,
including inspections, implemented to verify the GLP compliance of
the studies and the test facility. The QAP is independently carried out
by designated QA personnel.

3.GLP IZB:ET A EXR & AE

FHEMARFET v 7 T A (QAP)
ST L nfh%m) GLP JFHI Iz

PR O IR R R OVE ST S Ak B
L“Cb‘é &% TFM IZxf LT

ET A T%ht\%E% %éht/XTAT%
%, QAP zi nﬂﬁ&ouﬂﬁﬁm ) GLP WAEMEERIET D729
EhpXnsb, HELEZET— $@u+ﬁéﬁf;ﬁ%u.u1’ﬁ%7b>%%ﬁkén

5. QAP X, B4 &N7- QA HYUFI X - THMIY L CEE N
60

Quality Assurance (QA): resources responsible for implementing and
maintaining the QAP.

Note: The responsibilities of QA in GLP do not include, among
others, the management of the quality system documentation, the
of tools for
(although some

management improvements of organisational

processes test facilities may assign those
functions to QA), the approval of deviations or the approval of
the adequacy of the resources. It is recognised that other quality
standards (e.g. ISO 9000 series, current Good Manufacturing
Practices, ISO 17025) use the term "quality assurance” in a
different context.

EEMEEE (QA) : QAP O E i L NHFFICHEEEZA O U Y

\__.XO

H :GLPIZHIT D QA OEBKITIE, Ko, MmERIED D D LE
PEE:N ﬁﬁ%7uﬁX@&%@t®@/~w@£ﬁ(tﬁ

—EORBRIEH TIE NS OEEELZ QA 12 Défé%/\#%
é) %Hﬁ@ﬁkwu X U Y — X@J@@J‘l‘i@ﬁ(mu iaiz}’b@b\ i)
O mE R (F 2L, ISO 9000 ¥V — X HAT O 1E Rk ALY
(GMP) . ISOl7025) TIE, MEHEMRIE] EWw ) HENR - 72
TRTHEHAEIN TS Z ERBHBEHLTWVWD,

Verification: comparison carried out to confirm that there is no

evidence of discrepancies between a defined standard (e.g. GLP

RRFE : O L= H%E (B 21X, GLP JFAI,
SOP 72 &) & EBEITITbNT=1T A DM IZ

ARG E D D VI
BONRWI L2 lRT
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Principles, study plans or SOPs) and the way actions were actually | % 72 ® 24T 1L 5 H#g,
performed.
Inspection or audit: an organised verification of facilities, activities, | FE XIXEE : k. BIEL VP LEOMBEI2MRIETH > T, £

and documentation for which the outcomes are reported promptly.

Note: for some GLP compliance monitoring authorities, the term

“audit” is used rather than “inspection” for the internal QA
the

verification conducted by the compliance monitoring authority.

inspection activities and “inspection” is restricted to

In the rest of this document, only the term “inspection” is used

as previously used in the GLP Principles.

DFERDELNICHRESIND b D,

H: WO GLPEAMET=% U v 7 YETlE, Wi QA FH &% B
KﬁLfF%EJT@&<T%EJ&Vﬁ%%%@%L\ﬁﬁa

HWAMEE=FY V7 HR/PITIMIAEICEEL TWVWDH, KLED
fm®+ﬂ‘(i GLP FAITHERFEH SN T\ TFHE] OHED
HBFEHR I TS,

Study-based inspections: inspections of activities which are directly
linked to the conduct of a specific study(ies).

RRN—Z20HE (RRAE)
L BIEICH 9 DA,

: FrE O FRBR 0D FE M (T TR 4 BE 9

Facility-based inspections: a series of scheduled inspections on the

facilities (installations, support services, computerized system,

training, environmental monitoring, maintenance, calibration, etc.)

and the activities carried out within the test facility thereof.

HRNX—ZXORE (ERAE) : ik G, AR —v x|
A2 —Hbv AT A M, BEE=%V 7 BEBEDOKRST,
WIEZR &) ROZORBRIEHRN T 2 BIEICET 2 —#Ho T
EINTZ#HETH D,

Process-based inspections: inspections performed independently of

specific studies. They are conducted to monitor procedures or
processes of a repetitive nature according to an approved schedule.
These inspections take place when a process is undertaken very
frequently within a test facility and it is therefore considered
inefficient or impractical to undertake study-based inspections. It is
recognized that performance of process-based inspections covering
phases which occur with a very high frequency may result in some
studies not being inspected on an individual basis during their

experimental phases.

Note: some monitoring authorities require part of experimental

TrERAR—-ZDOHFE (FokAHWE) :
méﬂéﬁﬁo%wéﬁtz&/z—w
néiﬁ%fmtx%%ﬁiét EEENbd, ZOREIX

B 2 R AN BB 5% N T A T bnék ﬁ%@%ﬁﬁ#
%@%Xi#ﬁ%%f%é&%z%héﬁA Tohs, EEIC

%wﬁﬁf%éﬁé&%%ﬁ%&Lt7ntxﬁ§%%m¢5
ZEIZED WO ORBE TITEREBRICEBWTIND OERE
OREZEZME A ORBRIZBWTITORWI ERERIND,

DR E ORUER LT NNIC R
o T, BMYRLATD

E:E®5=F VU 7RI TE, T XTORBROERIERD—
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work of every study to be inspected on an individual basis.
Performing process-based inspections in lieu of study specific
inspections is not compliant in some monitoring programmes.

WEEMNICHEETAZLEZERTHLEZALD D,
FHREIIRZ TSI e A T/WEELITO LT
a7 ATITES LRV,

BRI L L
LW oE=20 0

Critical phases: individual, defined procedures or activities on the
correct execution of which the study quality, validity, and reliability,

or generally, conformity to GLP Principles, is critically dependent.

Note: studies can contain more than one critical phase.

HREERME : UBoE, 2450, EEME 03— A9 GLP KA~
DEAEMEZRENICELE T D il 2 OEFRS Tz FIESTHAE,

E: MBRICIEBROEBELRBERINGEINDILHERH 5,

4. Independence of QA

To ensure independence of QA personnel, they should be under the
direct responsibility of TFM and should not assume any role in the
studies submitted to their inspections (i.e.

study director, study

personnel or TFM).

4. QA Dl 1M

QA Y F DM MEZ MR T D571, 513 TFM O H £ 0 HAE:
TIZEPNDRETHY  lEN G L2 BRITBYTW R D
BELTRITEHZ2WY (bbb, ABREMLE,. ABEYE. X
IZ TFM),

If QA personnel assume additional responsibilities other than the QAP
(for example, management of SOPs, calibration and maintenance or
any other activities except those linked to the direction and the conduct
of the studies), these activities should be inspected by appropriately
trained, independent person appointed by TFM not involved in these
activities and reporting directly to TFM.

QA%ﬁﬁﬁﬁQAPKM%&ﬁM@%Eﬁﬁéﬁ%%(W%ﬁiSOPm

. BIE & RSEL X ﬁ%@tﬁk%%’%L#é%wu%@
%@@@@@L;n%@@% WA S AL, 26 O )
_i%ﬁbﬁwTﬂdhiofﬁﬁéhﬁﬁibﬁﬁkiofﬁ
EINLIZVLENDD, TOMREIX TFM ICEERE I N D HLER
5,

For small sized test facilities or in test facilities where there are
infrequent GLP activities, TFM must dedicate at least one individual,
even if part-time, with the responsibility for coordination of the QA
function. It is acceptable for individuals involved in the conduct of
studies to perform the QA function for GLP studies conducted in other
departments if there is no link to their own studies within the test
facility and there is a clear reporting line direct to TFM. The studies
where such personnel are involved should be inspected by other
independent QA personnel. TFM should that

always ensure

INBIBL 2 AR BR ME R . 1T GLP ¥ B o B B MK V3R BR e 3R
TFM X, 2 & 2 EFHTHL, bRl b — A@QA% Ex ZFITT
HEMEEFERA LTI RS0, RBRRN TH D ORER &
@%@ﬁ&<\HMKE%%%#%%%&L%ﬁ#%é%Q\ﬁ
BOEMMICEAGT2FBZMOEHM TITHiLD GLP B D QA
BERLETZLEEFREIND, TO LY RHEYENE LT 5K
X O L7 QALY F Lo THESNIVLEN D 5, TEM
X, TDO X7 QAHYEF L L COMSEMENHEMR S, HFFFEIE
SNDHZEEFICHRT OILEND D,

H A\
D&
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independence of such individuals is ensured and demonstrated at all
times.

The conduct of independent inspections excludes any hierarchical link,
ascending or descending, between the auditor and the auditee.

ML LA FERIE, AR YE LHEE OR O LT RERE
Db LEEIERE RIS,

5. Interactions of QA within the test facility

Due to the nature of their role, and their interactions with all GLP
functions within the test facility, QA personnel are often involved in
the broader operations of the organisation.

5. RARBERANTO QA &

PR K OV B sk IN DO+ X T GLP HREL Db Y
FHFO XV R E¥B BT 5,

z DOEHE
RN QA:FEéI%iLiL

5.1. The QA-test facility management interaction

TFM should ensure that there is a QAP with designated personnel,
which is performed in compliance with the GLP Principles.

51.0A L EEBTHE L OMEBRK

TFM (X, GLP JFHIIZHE » TEATS D QAP DFEIE L ENITH T
LWMEDBBALAINTVWDAZ LEZMRTHILEND D,

An essential TFM responsibility is the appointment and effective
organisation of an adequate number of appropriately qualified and
experienced personnel throughout the test facility including those
when

specifically required to perform QA functions. Therefore,

assessing the workload involved in implementing and maintaining the

HM@W%EEE'Eiﬁﬂﬁgﬁkﬁﬁ%ﬁ?é+ﬂﬁ@®
& B &2 L4 L., nfh%ﬁﬁm*“éﬁi_fﬁ%aﬁ 922 &THd, =
DOHIZIE, QA HREEEZFEITT DI L2 HFICERINIBMAENE F
ns, Lizin-o T, QAP@;% EHEFFICBE T D EE B A GRS
H%E . TFM E, @8> +407 ) V—ZAR QA ICH VB THR

QAP, TFM should ensure that appropriate and sufficient resources are | 5 £ 2129 5% M\g BN 5D,

allocated to QA.

Those appointed to be responsible for QA must have access to the | QA O ELF & L TEmI 7B X, RBEH O~ O L~ )L
different levels of management of the test facility. DEBIZT 7 EATELHLERD D,

Delegation to QA of tasks which are attributed to other functions in
the GLP Principles must not compromise the independence of the QA
operation, and must not entail any involvement of QA personnel in the

GLP FAIOM OEEIC B T 2B D QA ~DEEI1L. QA (KD
MNHEEZERHI>ILDOThH- Tid T, BHOKE (QA DML
M ’F‘;&Jﬁ“étﬁ*/a‘/4f<ﬂﬁ) ErE . QA XM E N EE

direction and the conduct of the study other than in a monitoring role | & (2B 5 L TIXZ2 6 720,

(see section 4 on independence of QA).

Every facility-based, process-based and/or study-based inspection | & X COMERMAE ., 7' v & A A, & O/ ILHA B A& O R AR
result should be promptly transmitted in writing to TFM as a | |X, X EfbSh7cH®EEL L TEH T TFM IZHESNITEZ B
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documented report.

LDREND D,

It is recommended that a summary of planned QA activities and
achievements are presented to TFM to be approved on a regular basis
(e.g. annually).

FrE SN2 QANEE) & EEOME 2 TFM (2R L., i (4
Ep ) AREZITHZ ENEIODOEND,

As they are responsible for ensuring appropriate resources for studies,
TFM must not have any QA role.

RO ) Y — AR TDHEMALDH D7 O, TFM X
W7D QA OFEEILH L TiER b 20,

5.2. The QA-study director interaction

The GLP Principles require that the study director ensures that the QA
personnel have a copy of the study plan and any amendments in a
timely manner and that the study director communicates effectively
with the QA personnel during the conduct of the study.

52.0A LRABREMLF L OMAERBRK

GLP FH| T, WBEMLEIT. QA H Y Ny | C il Bt | £ &
ZTOEEEDELEMEIZATFTEDLLOIICTD I L, KORE
EEAEPABROFEMPIC QAL F L EMWICHEKEZRY 595 2
EERDTND,

Planning of studies (e.g. by using the up-to-date version of the master
schedule) should be available for QA to schedule inspections and
ensure adequate inspections are in place. The identification of the
critical phases of the studies should be under the responsibility of QA.
Nevertheless, it is recommended to discuss the identification of the
critical phases with study directors.

QA MHAEBED AT Y a— &N T, WURRMENTHONLD LI
THEHIC, RBOFE (21X, EBEROKHTAAN—Va vz
ERTL2Z2LICLD) 2FHTELX2CTH2HENDH DL, AR
DEBEREEOBTEIZ. QA DELEDO FTTEBT ILEND D,
ClTWVWix, HEARBEBOEICOWTIIHRREMLEE L Om#ENH
"ahsd,

The active involvement of the QA personnel is necessary at all stages
of the study.

QAHLFE DM LG L. ABOT XRTOERBETLETH D,

If deviations from the GLP Principles, study plans or SOPs are
detected by QA personnel when carrying out inspections, it is expected
that the QA personnel document the observations and communicate
them promptly and directly to the study directors.

GLP JFHI, BREFEFE . XX SOP 7 & o it 75 Ff A 0 52 it I 12
QA Y FIZI - TR SNTEE. QA MY HITBER R 2 X
FL, REPSEZNICHREERFICEA D Z ENHFSR
éo

Study directors should receive all inspection reports related to the
studies under their responsibility. The study directors should respond
to inspections reports promptly indicating corrections.

RBEEEIT. TOEEO T, MY T 5K BRICBEAET LT XTO
THEREEEZITNAILEND D, ARBREMLE ITFHERE EIH
NI EIE L. REERTHLERND D,

5.3. The QA-study personnel interaction

5.3. QA L REBRHEYFE L o tH %
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QA personnel are subject matter experts regarding GLP compliance
and may be consulted by study personnel when needed.

QA M F X, GLP W FICTA2HEMECH Y . LI U TR
REAYENPOHREZT 2560 H D,

6. Qualifications of QA personnel

QA personnel should have a thorough understanding of the GLP
Principles.

6. QA HY F D E#K

QAH Y F T, GLP FHIZERICHMT HILEND D,

QA personnel should have the qualifications, training, and experience
necessary to fulfil their responsibilities.

QA HYFH X, TOEMZRLETIEOICHLELRER., HE M.
RUORBREZAELTWRITAIE RS R0,

Individuals appointed to QA functions should have the ability to
understand the basic concepts of the activities being monitored. They
must be familiar with the test procedures, relevant study plans,
standards and systems operated at the test facility. In case of the need
of specialized knowledge, or the need for a second opinion, it is
recommended that the QA personnel ask for specialist support.

QA DB I Em SN T=F X, A& DXL OEAED LA &% B
RS HREN LR E R bRy, £/, RBRFIE, BHET 5
AEBRHEE, KRR CEH SN TWAEER R X T LK @
LTWLRETHD, EMPRAEAILELREGA,. Xidt®h R
FE=F PR EREGEIE, QA HYFITEME O A — F &K
W52 L AHELET S,

It is important for QA personnel to have training in methods and tools
skills

important.

Communication for
skills
Knowledge in risk assessment tools may be useful if the QAP is risk-

based (see section 7.2 on risk-based QAP).

to conduct thorough inspections.

questioning, conflict handling and social are

QA HYEN +N L2 E T L7 DHELE FEIZHO VT
MEeZ T HZENEBETHDL, BT alia=r—3 3
VAXN N ASDORI R AFANEETCHDL, U AT
— 2D QAP O¥E . U A ZFHY — VDR N ESLOGEE R b
5 (VAT RXR—=ZAD QAP IZOW\WTIE, B v a v 72%5MH),

TFM should ensure that there is a documented training programme
encompassing all aspects of QA activities. Training should, where
possible, include on-the-job experience under the supervision of
trained staff. Attendance at in-house and external seminars and courses
may also be relevant.

TFM (Z, QAEEI O T X TOflm %z M@iET 5 XL EL I N FlE
R TLEANDDHIEERRBTHOILEND D, AJEETHIIX., BEIC
M E2Z T BEOEBER T TOEERBRELEDIXXTHDH, tt
WD EI T —RHBFa—A~ONMLEYTH D,

The training of QA personnel must be documented. These records
should be kept up-to date and archived.

QA HYEFOIIFMITXLE /SN RITNITRLRV, b DRk
FEH S, RESRLRTRIERDL RV,

7. Quality assurance programme (QAP)!

7.1. General

7. EEMBERES 2 75 5 (QAP) !

7.1.— R EIH
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Test facilities should have a documented QAP to assure that studies
performed are in compliance with the Principles of GLP. The QAP
comprises the verification of study plans to ensure that they contain
all information required for GLP compliance and the conduct of
inspections by QA personnel following processes described in SOPs.
The GLP Principles specify three types of inspections: study-based

inspections, facility-based inspections, and process-based inspections.

N e FEhg SN BN GLP OJFHIICESF L TWD 2
k%%ﬁ#ét 2, XELESNTZ QAP XL ETH H, QAP IE

GLP EFICMERT X TOFERPEENTNDL Z L A ERT
k@@ﬁ&%@%@ﬁﬂk\mpm%ﬁént7utx_fot

QAWMU FICL L2 EDO R CTHERIN D,

GLP JFHITiE, ABriid, Msxdid, KO ok AGHAEO 3 fHH
ORENHEINTWVD

The QAP should be implemented to provide the verification of the
application of all GLP requirements.

?AT@G&@EX$@® HAxRBiEd 2 7=
TOVLEND D,

\Z. QAP % FHlii

QA should maintain SOPs for the planning, scheduling, performing,
documentation and reporting of inspections. QA should have access to
the master schedule and any other relevant information regarding
planned study activities. The master schedule is also used for planning
QA activities and assessing the QA workload within the test facility.

QA X, HEDFE, ARHFHE, FEh, XEFELLOREIZET D
SOP Z# (i + & Th D, Tt HE R L OFHH S 72l BROIEE) I
T 25050 5HEER~QAIZT 7 EATXLRETHDHE
Thsd, EFFEEIZX., QA OIFEF W OIEKL, RBRMERIZH T
5QADEBEOFMIZBLEHEIN D,

! Sections of this text, in particular 6.2 and 6.5.1 and components of
6.4.1 and 6.5.2, are inspired to a large extent from the following

LR r7 gy K262 d 651 KO6.4.1 & 6.5.2 DK
REFEIL, UTOXLENLEZL ORBEZITTWND,

documents Good laboratory practice (GLP) facilities: Risk-based GLP figg : UV A7 X— 20O mERiE (FEEHES - ERH
quality assurance (Medicines and Healthcare products Regulatory A BLH T, 2015)
Agency (MHRA, 2015) and Guidance for GLP facilities on the UA7RX=2DOEEMERIET v 7T Lo EHE RIS
implementation and maintenance of a risk-based Quality Assurance % GLP fagk i A # A2 (BKINZE B2, 2017)
programme (European Commission, 2017).

7.2. Risk-based QA programme 72. YR IZR—ZRD QA T 7 F A

Employing a risk-based approach can add substantial value to a QAP. | Y A/ X— X N7 Yo —FZHHHAT H5 2 L2V QAP IZKE 7

The definition of the scope and the frequencies of QA inspections
should be justified and adequately documented.

M2 b 7253 2 &N TE S, QA Ff A o> & P K& UM E
DEFIFT, EYfLS, @EHICXELSARTNIET RS R0,

QA inspection programmes will often cover a broad range of activities
but the risk associated with each activity may not be considered and/or

Z< DOEFE. QA BWE TS 1 7T MIMEIEWRIEZ TR LT 508,
FZEAEICEE T A 2712 L i, AEOHEE & &SP,
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reflected in the frequency and scope of the inspection. The adoption of
a risk-based inspection programme can allow the QA personnel to
determine the type of inspection to be carried out, when to carry it out,
and to focus their resources in a more effective and proactive manner
commensurate with the risk that an activity has on the GLP compliance
status of the studies, facilities and systems.

BESKBNEN TV 2WEAERH DL, VAIRXR—XDHfHE&ET =
T LNEBRATLHILICED, QA Y F T, ET RIFHED
FEESCHEMZR O N TEDL LR, £12b 5 HRENRK
Br. ik e N AT LD GLP MAMICKRIET IV A7 2%EL. Y
ATICARE T VRO THLOBBHRTET (AEICLE
) VY —RAEEFIHFE, HIETEDH XD,

7.2.1. Risk

Risk may be defined as the combination of the probability of issues or
problems occurring (within a test facility, GLP compliance or study),
the ability to detect them and the impact these may have on the
integrity and quality of the data and on the overall GLP compliance of
the test facility, studies or systems.

7.2.1. YR

U7k, THIE REREHRN. GLP & L. #BN) SHED
AT HMER), [MEZBRMT D68 I IT5—% O5EaeE
RMFEEIC KT T EE, Az, AR XX A7 A7 L, GLP
WAEMEERICHT2EE ] OMAEbETRESND,

If the QAP is based on a risk-based approach, risks that may affect
GLP compliance should be identified. This will require knowledge of
the types of activities undertaken, the processes, systems, and ways of
working that are already in place. A risk assessment can be undertaken
to identify what might go wrong and the impact these issues may have
on GLP compliance. Once any risks have been identified, a QAP which
provides an acceptable state of control should be designed and
implemented, with information from the risk assessment used to dictate
and justify the frequency and scope of QA inspections for each
activity. Any risk-based approach is a dynamic system and should be
designed to consider any changes to the test facility or processes that
may require updates to risk assessments and subsequent inspection
approaches. The risk assessment process and output should be
documented and evaluated.

QAP WU AT R—ZART7 7 —FIZHESNTWHEHA, GLP

AMHICEBERIETAREBEOL D) AT 2T THLELRD D,
IR, Eiicsh28EORE, “unkt X, VAT A, KURE

WCEME SN TWAIEXEFIEICET 2HMBAMLETH D, (18 HE
Pl bR L0, b OREN GLP A M
IIETREZEETHEOIC, VAZTEARA Y MEEBI N
L, VAIPRESNTEL, FETEL2EHRELZREDL L2
QAP Z it L THEM T X ThH b, O, VA7 TR A L b
O OFERE R NT, FEEICHT D QA FH A o B <ok H 4
EHELTCESYLT OILERSH DL, VAT X=X RT7 T o —F%
EAFTIvIIRIVATATHY, FTLVRARITTEARA L ERZED
BRORET 7o —FTOFFELELTDH L) 2Bl ix7
D ADEEBETLHLOCEHFIN T NNIE LRV, U R
JTRHAA LMD TORVARKRORT T N7y bME, XERLES ., GF
fli ST TR 6 R0y,

7.2.2. Risk management

7.22. VRI7EH
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It is the responsibility of TFM to ensure the risk assessment has been

VA7 T7HZAA IR FERINTZZE2HHRL, TN L2 KRBT D

performed and to approve it. ZEETTFMOEMLETH D,
When conducting a risk assessment the following should be considered | U A 27 7 A A N2 ET HEICIEZ. L TZ2BRET HOLERDH
(this list is not exhaustive): D (T RTEMELTZY A MTIERY),
® What are the risks to GLP compliance? ® GLPEAMEIZK T DY X T (Ffrh?
® What are the activities performed in the test facility? o BRNER N TITHOI D HEAR T TH 2
® Which problem or issue may occur during any activity? ® LOXIMREEPICED XD RMERREN AT D Al
® What is the likelihood the problem or issue would occur? N D02
(probability) & TOMERHEMNRAET DAIRMITEDRED 2 (FAEMR)
® Would the problem or issue be detectable? (detectability) ® TORIESCIBIIMME ATaE 2 (B H W sEME)

® What are the consequences to the GLP compliance of studies
and/or test facility? (impact)

o B,/ NITHREBMHED GLP WMAaMEIcEn ko s i
FAET 2 (EE)

To identify the risks, the history of the test facility can give useful

information when relevantly analysed (not exhaustive list):
® Deviations and other findings detected on previous QA
inspections;

® All other deviations;

® Information on weaknesses associated with a given activity
detected by quality control activities;

® Root cause analyses of those events, corrective and preventive

actions plan, if implemented.

VAV ZRBETHEHIC, Rk CHmEICEZ 722 & 2@
o ThiE, FRAREREZBSDIZENTED (TXXTEMEEL
72U A R TiEZRwn),

® HED QANE CHER SNl FHEEOZE Do A

® ZTDMDT T D FIH

o NHEEH (QC) HHicktor T, FFEDHBIEICET
% 55 15 D 1

o EHXLFLRIIHT HMAIRE M. CAPA (FIE - TR E)
o (FEh S n=5Ae

Once the risks to GLP compliance have been identified, TFM should
ensure that controls are in place that mitigate these risks from
occurring and would detect them if they were to occur. Such controls
may reduce the risk of compromising GLP compliance and support a
reduced frequency or different scope of QA monitoring. The reduced
risk is referred hereafter as “residual risk”.

GLP E ALK T DIV A BNRESINTZL, TFMIZ, 215D U
AT OFEERBL, BAELESAICIEIHRETE S X9 2EHNK
HEWESTILELNDD, 20X ) RERAEHICELY ., GLP HWA
PEEEZRIVAZ7 BB L, QA ICLD2E=4 1V v 7 DOHE %
LI XFE=FYV v 7OEMHEHRAYRET L2 LN TE S, BN
SNV RZIZHONWT, BB Y R7 ) Lii#iT 5,
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For example, where a manual process is in place to identify the tubes
of specimens before analysis, the introduction of a second quality
control check by another member of study personnel will increase the
detectability of errors. In the same example, the use of an automatic
validated reader of bar codes will decrease the occurrence of any errors
and reduces the risk of results being attributed to the wrong specimens,
so that efforts of QA inspections could be reduced for that step of the
process.

B ZIE, DR EDOF 2 — T OMAELBHRTCEET HA .
BORBRBYEICLDZ 2O QCF v 7 #HBATHI LT,
T —DHREOAEEEHODL ZLENTE S, MU T, N—=a
— FOHBmARVEEFEHITNIE, =7 —ORENEDL .
TNAHBEBWCERNT BT RZE VR 7 2RBBT 52 L
W BDTEDEETO QAREDH INREEINDHTH A 9,

The risk assessment process will provide the test facility with
information that identifies the areas of highest residual risk and these
areas are likely to be subject to the most frequent QA inspections.
Areas deemed to be of lower risk have still to be inspected, however
the frequency or depth of the inspections may be reduced.

VAT EAAY T rERAZ, B A7 N E&bE\OHEEKE R
ETHEHMEZRBPMHRICEM L, 2o oEEBIIR L HAEIC QA
HEEZTDZ IR EEZOLND, UATNEW EHEBSR
BTG EMEREIN 2T NIE RO 20N, HEOHEESCR
ErRKCTE2HBA08H 5,

Risk management is an ongoing process and TFM is expected to ensure
the implementation of a mechanism to periodically review risks and
may include assessing the effectiveness of the QAP. Periodic review
is expected to strengthen and improve a risk-based QAP. The
assessment process can take into account significant changes within
the test facility such as increased volume of work, the introduction of
new technologies or techniques and changes to key personnel. New
regulations and guidance documents can also influence the QAP.

The conclusions drawn from the periodic review process can be used
to update and strengthen the risk-based QA monitoring programme.

U A7 EHIIMENR 7o ATHY TFM T EBMICY 27 %
RETMHADEmEZMHERT D2 L DNHHE I, QAP DAH D
L EENDIHEN DD, EHMMRLE2—1T, VAT RX—2
D QAP At L., ETLHZ LR HFEEIND, S22 T
. EEEOBM, HEIM - iEEOEAN, TEABOEFTE R L
AR NOBERREEBET LN TED, £, Hil-k
Wil oA X ALEL QAPICHNE A5 2 5 WM™ D D,
EM RV Ea— A0 EGEoN /M@t VAZX—20D
QA E=X Vv 77 a7 72T H L, MibkT5HDICHND Z
EBRTX D,

For some larger test facilities, it might be appropriate to consider the
risks on a departmental or specific area basis as this would allow for
differences in approach at a local operational level.

KB 22 B fi 5% T, ¥ IXEE E O EEBEA TU A7 Z/Et
TAHZEREURGA LS, TNIE, n— B VREH LT
DT 7T —FDENEHFETDHEOTH D,
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7.2.3. Risk assessment lifecycle

Figure 1. Life-cycle of a risk-based quality assurance programme

723. VRIJFMMEDFA 7% A4 7V

1. VA R—=ZADEHEMERIET 0 7T LDT7 A4 7% A7)

o esras | | Past experience | | CNAnEs n toguation AENE BEDEM RHCHBRIEROLEE
Risk assessment ) R il
1T < 1T
Evaluatiorgsojligspection 5 &t B () IT
Results of inspections Definition of the QAP MEHR QAP DE &
(and other metrics) (planning, SOPs) (2D DIEE) (§tE . SOPs)
Conduct of inspections RAEDE

The diagram above illustrates the cyclic nature of the risk management
process. Information from various sources feeds into the original risk

assessment as follows:
® The inspection universe should be identified: which is the
scope of what needs to be inspected, i.e. the areas, systems and

ERE, VA7 ~=x VA T e ADOMHBRKZREE 27 L TV

Lo BRa Y —=ZAPOLOEHIT, LTOXSITHE MO R 7Tk

AAY MIRBEEND,

0 HEMNENFHEINDIARNZITHD : ZHIEIHALILE L LD
O, T72bb GLP RBROEM X XBICH LN 5 HE
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activities used in performing or supporting GLP studies;

® Information gained from experience (i.e. information gained
from previous inspections and other sources such as, for
example, indicators and metrics), results of regulatory
inspections (i.e. deficiencies observed by the GLP Compliance
Monitoring Authority), significant changes within the test
facility and in the regulation, may also be considered;

® The output of this risk assessment is a QAP designed with more
focus on areas of higher risk;

® Inspections are conducted and over time generate a variety of

of

information such as metrics, information from external sources

findings. These findings together with other sources
etc. should be fed back into the risk assessment cycle at the
risk review stage. This may result in changes to the inspection
programme based on the updated risk profile.

W, VAT ARUOBEIETH D,

® KRB DLHEER (Thabb, WBEORAE. fHIEKOHE K
EEOMOFEMIENOHEE®R) ., Hl Y RmoFEME (T2
PHh, GLP AT =% U v 7B FRER LK) . B
HEANEOCHGICB T 2ERRERELEEINDIGAEND D,

@ “DUVARITERALVIDT T Ty NI, X0V RITDE
WOBICERZEWVWTET INT QAP Th 5,

& HENEMIN . FKFMORBLEELICTEARBRAN2EIND,
B OFT R, JE K ESHE R E Mo HRIR &
EHIZ, VALV Ea2—DEBTCI AT EAA L N A S
NMIZT 4 — KRNy 7 ENHREThD, TORBE, &HFHTDV
AT Ty ANIHKSE, HET R ST LARERIND Z
L dhH b,

A risk-based approach should add value to a GLP QAP, by targeting
resources to areas that present the greatest potential for non-
compliance. It should also enhance the identification and prevention
of poor compliance by ensuring processes are in place that assess risk
and consider the impact of errors on studies, systems, or the test
facility as a whole.

JRA I R—=ZR7 Fua—F|L, GLP REA DA REMEN Kb @4y
Bilcy Y —AZHE R S5 2 LT, GLP QAP ([ hnflifE % 5 z
LZRMENRNDH DL, o, VAZ ZFM L, &AB, > 27 4, ER
i 2RI T2 —ORBEEBRERT Lot A2 HEREIC
ET o2 Llcky TH#AERTD) ThHrZ ExREL, T
L2 L EBILTOMNEND D,

7.3. Verification of the study plan

The goal of the verification is to ensure that all information required
for compliance with the GLP Principles is present in the study plan,
and to assess the clarity and consistency of the document. The
verification of the study plan should be defined in an SOP and the
results should be documented, for example by an inspection report or
any other appropriate documentation or record.

7.3. RERFHEF ORER

MREE O H #9I% . GLP JR R 2 57§ 5 72 0 I B2 3~ T OIF #w
RBHBEECIEFENLTVWDLZ LOMEERE, EOWMHES & —E
iy 52 ThHh D, ABREHEEOMHRIT SOP TEHET D~
ETHY ., ZTOMRIT, Ol 2 THE®E F XL O Moo ) 72 3L
ERXRBICL > TXELTILERD D,
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It is recommended that the verification of the study plan occurs before
the beginning of the study, at least before the experimental starting
date of the study.

Al B G A O FERB I R OB aET, e < & bR O BB
AIIZAT S 2 &R I D,

Amendments to the study plan should be verified in the same manner
as the study plan.

B AR A BN
b5,

ARG EE L R ER D T A TTHRGGET D SR

The study plan may also be used to plan inspections using the proposed
schedule of the study to ensure the availability of QA personnel. The
critical experimental phases of the study to be inspected should be
identified, preferably in cooperation with study directors, and these

inspections planned.

ABRFHEEIT, QA MU FEOMNIEZHEICT HDIC, RES
ERBRAS V- A ERCHELIETSRETHD, WHER
O, RBREMEE LB L TlA T &R E 2 2 s B /F B v
EHFEL, ChOOMELHBET2LEND S,

QA should retain, at least until the completion of the study, a copy of
the approved study plan and any amendments. In addition, QA should
maintain copies or have access to all relevant SOPs in effect at the
time of the study.

QA X, K v BMMNET T2 F T, ARSIl mE
CEFEDELERETLILELRND D, S5, QA TR ENE
BEICFIH T 25293 _XCoOE SOP OB LERFET LN, 771 XA
TEXHMENRD D,

Where general study plans are in use for short-term studies, it may be
considered to verify such study plans periodically based on a risk-
based approach, and not systematically for each study. Study specific
supplements to such plans (e.g. with details on test item and the
conditions of its administration or application to the test systems,
identities of the study director and the sponsor(s), study calendar)
should then be issued as a supplementary document requiring only the
dated signature of the designated study director. These study specific
supplements should be verified by QA. The combination of the general
plan and the supplement form the unique study plan.

— W AR B EENERBRICHEH I TW A EA, kDL
WCERRIZTIE RS, VAIR—=ZART o —FIZESWTEM
PSRBT M ZEE2RIET 22 2FBLTHL IV, 20X 5 5k
W RBRE A O R SCE (B HBRYE OFEM L R R
~O®FEE TSN, RBRELE ERBREET OB R, RBRA
) 3. A SNERBREEEDOAMNAYDBL O 2 LB LT
HRRELELE L TCRITTHOLEND D, 2D ORBREAF O 2
X, QALK > CHER T HMEND D, — ARG E & e X
ZEOMAEDLOEIZEY, MEBORBRHBENERIND,

7.4. Study-based inspections

Inspections through the duration of the entire study should be
conducted by QA personnel, so that each GLP study is subject to an
appropriate level of QA oversight. The schedule of such inspections

7.4. RBRAE

% GLP BB AU 2L~ L QA fAEOM L LD ko, Bk
HM2EZEL T QAHEYENFELE T HXETHDL, 20D
EORPED AT Vo — i, MBROK R EFEET LU X7 (1

19 / 53




Japan Society of Quality Assurance

E25'

depends on the chronology of the study and the associated risks.

LoTHENRS,

7.4.1. Inspections of experimental phases

The selection of the experimental phases that should be subjected to
an inspection is made by the QA personnel. The focus of the inspection
should be placed on activities which may present the greatest risk for
the compliance of the study. Scientific techniques used to perform GLP
studies may be complex in nature. Consequently, it is essential that
phases to be inspected are identified in cooperation with the study
director or another scientist/technical expert that have an in-depth
understanding of the methodology used.

7.4.1. RRICESSHAE

A ORI G L 72 BRI EE M O BPIL, QA Y FIT L - TIT
PNHEZREITHD, HEOCESIL. ABRoOBEFIZRRKDY 27 %
LD T HREEOD DEIEICENPND XE TH D, GLP ik % 5
T DO H IR FEFEIL, BT LR OHE M
HD, LENR->T, HEOEMEIT. HBREELE IERHEIND S
e FH-HENSEL2EHEMBL TOWDH OB EE /AN EMZE & W
LT, BETHZILERAARTH D,

What constitutes an appropriate level of oversight of QA on the studies
can be subjective and will vary from study to study depending on
length and complexity. Emphasis

should always be placed on

inspecting the activities that are associated with the highest risk, whilst

ABRICBIT 2 QA DU 2R L XV AT 260X, E6EH
Thy, HIFSCEMEIICLo TR EICE LR B,

KbmWIU R ZICHETLIHRELZHET 2 LICHICEA LT E
SHBEBRDDL, —H . BEHNERRINDBIEOREIZ DV TIL,

the inspection of activities that are deemed to be routine may be | H F V K R A ED T ICEHEIND (FutRxH 5V IR
subject to a less stringent regime (see section 7.5 on process and | A DWW TIE, BZ v a 752D &),

facility-based inspections).

If not all the experimental phases are inspected in each study, the | T X TORBRBIELNZNLETLORB THESI N 2ZWIEAIT, HE

consolidated planning of the inspected phases should be arranged in a
way that all the types of experimental phases are inspected in a defined
period.

SNLEBEOMEFE T, EDLNHHNICTXTDOX A
DRBRBIENFHESNDILICRESNLINETH D,

GLP studies may be multifaceted and performed over a number of days,
weeks, months or even years. Deciding on the number of different
activities that will be inspected, and the frequency of the inspections
over the course of the study, will require careful consideration. One
consideration that should not be overlooked is the risk associated with
if an

each activity. This is not necessarily obvious; for example,

activity is new to the test facility or performed very infrequently, even

GLP BRI, ZwmMTHY, B, ZHEM. KL AH. 52Tk
ﬁa:bf:ofiﬁﬁénéi}%Arbi&)éo T T E DR~ 72 1ED KK
ERHDHER, RBRAEKBRICBTIHEEOHE X, EEEWL
EEN/VLEEEND, RBEELTEARALRVWEET REHED |
O, BEIEICHEETZY R THD, ZhiE, X FTLLHL M
TIERW, Bl X, TOBERRBREZRICE > THLVLVEDTH
L, XiE, EFICERICLNEBESN 2NV OTHDIGAE, 2
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if it is fairly simple, it would usually be appropriate to inspect it on a
study specific basis. Alternatively, if a study activity is complex in
nature, it does not necessarily follow that it should be inspected at a
high frequency throughout the course of the study. It would be
appropriate to make an assessment of whether the activity has been
problematic in the past or if it has always been conducted with very
few issues. In the latter case, it may be acceptable to inspect the
activity at a very low frequency during the course of the study or
include it as part of a process-based inspection programme.

EAZNEPRYBEMBREDOTH- TH . W ITABRA O &1
THETD2ZLERWEUTHD, HDOWIT, KBRBIEN B LS LM
MERGE T LT LbRBROEMBRES X TE2&EME THAET D
NETHLERFRERV, TOBREPBECHEIHLLOTH
STZMEID HDLWVITHICHEL RS ER SN TN E D »
ZAMliT 5 2 LR BEUTH L, BEOLE. RBROBEE TIHFIZ
BEWHETZOBRELZHETLIZ L. dO2WVWIE T XAHHAE T =
77 LD—HMELTEDDLZENTFRIND,

The term “critical phase” is used to indicate the activities that are
deemed to be essential to maintaining the quality, validity and
reliability of the study. Identifying critical study phases is fundamental
to developing an effective inspection programme. In addition to the
study specific activities described in the study plan, a critical phase
could also include overarching procedures used to conduct and manage
the study, for example, a study set up may be subject to inspection.

TEERME] Lol BRoOE, 24, KOEEME % i
FILOLOICAARTHDL EARRENDIBIEZRTIZDITHED
NoH, BEREBEZ#MINT L2 LF, DRWRFET w7 T L%
T L2ZOOEARTH D,

MRt E HFICRBE SN TV 2B A ORI A T, HEER
i BRo £ L EHRICERN SN 2UFENRFIHbEEN LS
END D, FlAIE, MBROEFBEMPHEDO SR LERDIBEN D
%o

To identify critical phases, the following points should be considered
together:
® The phase that must be correctly executed to ensure the study’s
quality, validity and reliability should be inspected for each
study;
® Unusual or new technical procedures: novel or infrequent
activities should be inspected for each study (and not process-
based) until at least they are considered routine and repetitive
and confidence has been gained in the compliant conduct of
that activity;
® Unusual test item (by its nature and/or state).

BEEEBEZENTHI20E, RORD—HIZEREEINDLIRXZTH

%)o

o HKBoHE., A, FEHMELZHAT O2LOICELIEBSH
RINE R RWEBET ARILICHESNLLINETH D,

@ HmELITRALLZHLLAVITHLWEMHFIE  FHHEITENL
BIEEZ, DR ELHENTRENTHL ER2EIN, £0D
BAEERN GLP IZHEAL TWD LHEEREBE LN D £ Tik.
(7t 2R—2TERL) RBRIJLICHESINLDINETH
%)O

& HE TIIRWEBRYE (ZoMEE RO/ XITREIZK D)

Specific attention should be paid to ensure QA personnel have specific

QA MY HD, A SN 2 EEQRBMEICEE T 5 R DMk & il
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knowledge and training relevant to the critical phases being inspected
(see section 6 on qualification of QA personnel).

WEZITTWVWDAZ L EZMRT LD, BICHEEL2RLHIVLERND
5 (QAHEYSEFOEKICET A E Y a6 525 H),

To ensure effective witnessing and communication with auditees,
physical presence of QA personnel is essential at the location where
the inspected activity is conducted. The use of other technologies such
as video calls as an alternative to physical presence may be considered
only for exceptional situations (e.g. business continuity plan or health
and safety reasons). The use of remote observation methods should be
fully risk-assessed to ensure that they provide a similar level of
oversight as a physical inspection. Enough detail within the study or
QA records should be available to reconstruct all activities, so that QA
are able to demonstrate that any technique used during inspections is
adequate.

RN EVWEEEEZTTAMED I 2= —v a3 VB
BT 27010, AEFHRNITORDHFTIC QA Y H N YE I
NMBEYIZERARARTH D, MENICTHFETLIZ LRV IC
EFAME R EOMDT 7 ) — 5T 52 LT, B
WP (FEMBRTE IREFE EZ20HEBRE) TOABEIN
L0 LR, ERBLZGEOHETIT. WHAREE L FED
VARV OBEREZHEIZIT) 2O, +08 ) A7 2§+ 5 0%
NdD, QA FiekiE., T X COIEEZ HMEET 572D ICF]H 7l 6
ThHIVENHD, ZHNICEY, QA X, RBPICHEHIND
WMRWE THDH L EHEIETE D,

The inspections of experimental phases should include the following
verifications:
® The study plan, its amendments and relevant SOPs have been
made available to study personnel in the location where the
phase is conducted;
® The instructions in the study plan, its amendments and SOPs
are followed by the study personnel.

HBRBIEEREOMEIZIT, RKORELZEZDDILERD D,

o UBRGHm &, WG WML HE, K OBE 25 SOP 28, T DB
BER R SN2 ETORBRBUYENFHATE L2122 -T

I/\éo
o GUBRH N H L, RGN E L BUBRGH WAL B & O SOP & ST
LTU\%)O

Inspections of the experimental phases are opportunities to check the
way raw data are recorded by study personnel.

Tut AHFET AT PRBEYEICL o TED L D ITR
SNTVWEINZHRBEIT LIRS TH D,

The resources used in the experimental phase can also be inspected
(e.g.
maintenance of equipment or facilities, maintenance of the test systems
etc.).

relevant qualification of study personnel, calibration and

KEBBIEBRECHERA IS Y —2b#FAEIN I 5 (F 2 1T
HUYEFEOBEET HEMHK. MR TIHMROKE LIRET. RBRZDE
B L),

7.4.2. Inspections of study reports

All final study reports for which GLP compliance is claimed should be

742 HRALEEORE

GLP HAMEZHT 2T N ToORMKHREEIT, QAHIAFNHA
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inspected by QA personnel.

T2,

The goal of the inspection of the final study report should be to
determine whether:
® The study was carried out in accordance with the study plan,
its amendments and SOPs; any detected discrepancies from the
GLP Principles, the study plan, its amendments, and SOPs have
been documented as deviations from these instructions and
communicated directly to the study director and their impact
documented;
® The final study report accurately describes the methods and
standard operating procedures of the study;
® The reported results accurately and completely reflect the raw
data;
® The final study report contains all the elements required by the
GLP Principles and requested in the study plan and its
amendments;
® The final study report is unambiguous;
® The reported events are verifiable from accurate records and

raw data.

REBREEORAEDOHMIT, ROFHEZRETHILTH D!

o ABITFHBEmE, R E AL EEKR O SOP 1T > THEME S
b, wAREHE L GLP R, BRBRGHEF, BB E W& HF
KORSOP L DR —FKIZHOWTIEL, Z2nb LB E L Ttk
L., RBREMEFICEHEHEE L, TORBIZOWTHRREMLS
VANEUE S 35 - BN

® ik EFITIE.
NTWnW5HZ &

0 WEINIEHREITIET—HE2EHEIPOTERIIKBLTNSZ
L

® IR EIZIX., GLP Al THE R &, RBREHEE K ORBR
HEZFETEREINTWVWELITRTOEENGEND Z &)

A B 5 15 B OV YR 8 T IH 28 15 e (2 RE i &

o KMKHmEENHMETHD Z L,
® WMEINLEFZRIT., EMALTEENET —F L MAEARE T
bHoHZ L,

To achieve the objective of the inspection, raw data, other study
materials and all documentation about the study environment and
resources should be available to QA personnel upon request.

HEDOHNZERT D220, ERPOLIT, £7 =%, thoRER
GE, ABRRELOCERICE T 2T X ToXEL QA H Y H 13 F
HATED2EHC9562 L,

It is recommended to carry out the inspection of the study report when
all raw data have been gathered, all applicable quality control checks
have been completed (see section 11.5 on quality control), no more
major changes are intended and the comments of the sponsor, if any,
have been addressed by the study director. Procedures must be
established so that QA is made aware of all additions or changes made
to the study report after the inspection (see section 7.8.3 on responses

TARTOET = PRESH, §XTOMEMAARER QC F = v
NETL (WEEHICET S 7 a3 115EHEBR), il b
DREREFIERINTELT, REFEFDOa A MTHFL
TORBREMLEORICNTET L TWAEEICIT, KRR EEDH
TEEMT DI ENHRIND, HEZICREREECNZ BN
T RTOBMXIIETZ2 QANRBMRTELLIICFIEAEMY L
RISy GIEHREZICHTLH2ERZFICOVWTIEEY U
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to the inspection report).

V183 HAESM),

If parts of the final study report are issued by scientists within the test
facility (e.g. histopathological report, bioanalysis report), they may be
subject to dedicated inspections at the last stage of their finalisation
or as part of the combined study report finalisation.

REHREFO —HPRBRERNOMIEEICL > TEITSND S
(B B AR AR A S L R R RUR P R R B O B
). TNO B RMEEE IR E S m&ms & ox&BEET
Frib LIEEZZ T 0D D,

Amendments to the study report should be inspected in the same way
as the study report.

RAEHEHEOFTEIR, REMEHE LR CGETRAMEL 2T T
B IR,

For short-term studies, as it may be appropriate to prepare a single
general study report, containing the majority of generic information
required in such a report, such general study report should be
periodically inspected by QA. The period between each inspection
should be defined using a risk-based approach. Study-specific
supplements to such general study reports (e.g. with details on test
item and the conditions of its administration or application to the test
systems, identities of the study director and the sponsor(s), study
results, GLP compliance statement and QA statement) should then be
These
supplements should be systematically inspected by QA personnel. The

issued as a supplementary document. study-specific
combined document - the general study report and the study-specific

supplement - is the unique study report.

BHHIRHBRICOWTIE, EREEEL L THER - BEHRO KT
EEDH -ORKREELERT L2 ENHEUREAENH LT
D, Y RKEHREEIL QAN EMMICHET 5, K& D MREIX.
VA R—=ARTTIa—F2RIIERINDIRXI TS, D &L
DI T i R I T AR BRE A OB R (] 21, BB
WE OFEM K OVGREBRR ~ OB E O B G X3 H o S, R
ELEKRORBRELETORE, RABRER, RBREMLEICX S GLP
B 2 OME EME AR AEBR R ) &2 iR e LTRITT S, 2
NHORBREEOMTER T, QA HYENKRMICHET S 2
Lo MR REREELRBREAOMEEREEGDEL LD
N, MEHORKREEL D,
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QA procedures for inspecting raw data should be defined in an SOP.
The inspection of raw data may be conducted at different steps of the
study; it may be started during study conduct, e.g. the records may be
examined by QA during experimental phases of the study or during
process-based inspections. The final inspection of the raw data should
be conducted at the final report draft stage, when all raw data have
been gathered, all quality control checks on raw data have been
completed and no more major changes are intended. The quality,
integrity and completeness of the raw data should be verified by taking
into account the following:
o All
requirements of the GLP Principles;

raw data should be generated to conform to the

® The format of the raw data recording is retainable;

® In case of a high quantity of raw data, risk assessment may
identify if procedures can be implemented to define the
minimum percentage or sample size or volume of raw data to
be inspected in a study. If implemented, these procedures
should include rules of the selection of the samples of raw data
(random or not) and instructions in case errors are detected;

® Modifications to raw data should be correctly signed, dated and
justified; attention should be paid to justifications of changes,
especially those that were not done immediately after the
original data input or capture; for electronic raw data, it is
expected that the review of the data audit trail is included;

® The extent of the inspection of raw data can take into account

any quality control activities, including any trends detected.

AT —ZRHEICET S QA FJHIZ, SOP LEEXEINDHRXTH
L5, 5T —XOREBEF.HRBOEA REMTERT L ENTX,
HKBOEEPICEHBTLZ N TE D, BlzIE, Zix. ABRo
BEEMEE LI 7o AFHBECTCQABRYERFHEST L Z LA T
D, AT OERKHAEBEILZ, TXTOET—FBNEIN, T
RCODET—HDQCTF =v I/ NET L, TNULEOKRERER
DTEINTOVRNVEEREEREREBE CEBINDINETH
L, BT =20 WE, F—MEEOmseEIX, L TFT25E L CHGE
INBHERXTH H:

@ T RTOAET—XT, GLP FHIOERFHIZHEE T 5 L ) I
ER+ 2% 2 &

0 AT —HREOTr—~y MIREARETHD Z &

@ KEBEDAET—ERHHLEHICIT. VAT TEAA L MNTZED,
1 SORBRCTEEAIGERTIEE LT, BT REET—FD
BAADOEEG, YAt A X b L IEEBREHET S Z
ENTED, EiiTHrEAE. ChLOFIEICIE, AT —FD
T oRFICET HHA (BEAZLS L ZMbRV) &
R T —NBRH SN AR TREEOLIRETH D,

@ ET—HFOEEIZIT, BEHEOBELALVCAMRREAIN, &
FEHEAZH IR TNE R R0, g, TOT—F0D A
NXITE VAR BERZRICITON P> T2 EROBE FEEZ A
IRXThDH, BFET—ZITHOoNWTIX, EEFEHOLE 2
—NEENDZ ENWFEIN D,

o LT —FOMECHIFEIZ, TN EED, HoWD
QCIEFEAZBBICAND Z ENTX D,
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The extent of the inspection of raw data may be based on a risk-based | A7 — % OFHEFLFA X, VA I X=X 77 —F 2k S5
approach and may depend on the nature and properties of the systems | &23H VW . REOET — &% Z WG, A, . %ﬁﬁiié K OV
used to capture, generate, analyse, transfer and store study raw data. | fF 3 D572 DICHEHIND AT LA OME L NFMHEICIKFET 25

BRH 5D,
It might be practice to formalise the inspection of the raw data by Bz X, AT —XBHBEXITIET —FZDODFELOWT NI, FiE
stamps or marks with a specific QA colour pen for example, eitheron | D QA B 7 — XU EMHH L TRAZ I RiF~— 7 21352 &
the raw data themselves, or on raw data copies. Such practices are ko, AT —2oRfEEREMT L ENDDL, ZDOLXIHR
not recommended but, if used, such marks should not cover nor BATIIHR I N2 WS, EHIT 2565, T0OXLo7~—7 130
modify the original raw data. DET—Z2%BoTVERLEYD LTIERLRWN,
QA should not correct nor modify raw data. QA FAET X EZEEIERE L TR L0,
7.5. Facility and process-based inspections . HERFAERV T ARE

Facility and process-based inspections are carried out independently | figx X N7 o & AGHE L, FFEORE L FMICHE LI ND, Z

of specific studies. The purpose of these periodic inspections is to o oEMPZFEO Bryix, RABRERE., RABRICEET 5 FIE
verify if study phases or procedures or systems relevant to studies are | X /X A7 A7 GLP X UV % 35 SOP IZH#ESF L TWDH N E 97
compliant with GLP and applicable SOPs. TR T L ETH D,

7.5.1. Process-based inspections 7.5.1. 7tk AFHE

Process-based inspections are designed to monitor activities that are | 7’2 AFHE L, EMWWICEITIN D, XIFETIND LI
performed on a regular basis and do not differ significantly each time | K& REWT R WHRIEZEHR T L L) TRt cshTnws, 7'm
they are performed. Process-based inspections allow QA oversight of | E AFHEIZ LV, QA U Y — 2 & F/PRIZIMZ 2>, £ < ORBR
activities undertaken for a number of studies whilst minimising QA THEMBINDIEELZ QAVNEMRTE L, Yo AFETIE, M

resources. Process-based inspections should ensure that what is BT LBEMLV—F L TCHEBEINTVWLIEIEOREN DT
observed is representative of what occurs on a routine basis. The bHZELEBERBLRETINE RO, YrEAFHE 0/ T A
types of activities that may fall within the scope of a process-based ST 5 THAIBIFORBEIZ. R THLELRH D, QAH
inspection programme are open to interpretation. QA personnel in LEE, RBRELE I oRBRExoBEEYFZ B O LT, 7
collaboration with study directors or other test facility personnel BEAFETCHIA—TCTELRIEZRELRTNIT RV,
must determine which activities could be covered by process-based D 5’ AT OMETHAA—SNDLAREMEDOH D7 vt 21T, fi
inspections. Processes that may be covered by this type of 2, FFEORKBICEA2HEOHMHE~DOHBRME DKL |
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inspections may include, for example, test item administration to
defined species of animals by a defined route, collection of
specimens, inoculation of cell lines and sample preparation
procedures.

AKOWE, MakOFEHE, KOV 7LVHBFIERN G EN D5
BND D,

QA must decide how often the activity will be inspected. Decisions
on how frequently a process is to be inspected should take into
account the implications for compliance if the process failed. Each
process should be assessed on a case-by-case basis and the
justification for the frequency of inspection should be documented.

QA T, REBMEOREHELZED TN IT bRV, TYat X
ERHAETLIHEEICETIRETIE., T An KR LSS
GLP i AME~DEEBEZEZBBICANDILERNH D, KT 0k A%E
= ANA 7 — A TR L, AESME O EYS ML CEART DR
EThD,

A number of factors may be used to establish an appropriate
inspection frequency. These will include the risks associated with the
inspected activity, the past compliance history, quality control
procedures and the criticality of the activity to the study outcome or
to test facility’s operations (see section 7.2.2 on risk management).

WO HEREELZRET D270, Z<OERZHEHT L2 L
MTED, ZNbliE, HESNLIBRECHEST LY X7 #
EOBETREE, B E B FIE, AR R SO BRI R 0 3E E
NI LEBOREREMELRENETEND (1722 Y X7 EH] 25
M),

For a process-based inspection programme to work effectively, it
must take several different factors into account. The frequency and
complexity of an activity is an important determining factor, other
considerations may include the number of operators that perform the
activity and their respective experience. The risk associated with an
inexperienced operator performing a task may be greater than those
associated with an experienced operator performing the same task.
One of the key challenges for a process-based inspection programme
is to ensure that what is observed is representative of what actually
occurs.

TR ARMET DT T LANDROICHEET H7-0ICIE, WD
MORLDEREZEICANDLERND D, BIEOHE & M
SFEERQREERNTHY , OB FEHEEIZIL, TOBRELE
T35 —F—DEEENENORBRNEENDILEDH
5o BBMOBENF XL —H —NH R HFITT5HZ LICHES
HYAZIE, LA AZ HFETTHRBEZT AL —F —IC
BT 20 27 X0 RELSRDHFAEBERHD, Tt ARAE
Ta 7 AOERBEO 1 2OF, EEICEZ>TWVDHZ &R
FHAHEFEICHEL CWVWDZEZ2HRTILIZETH D,

Combining study-specific and process-based inspection programmes
is an acceptable practice and provides QA with the ability to focus
resource so that the highest risk activities associated with a study are
inspected at a high frequency, whereas activities considered to be
lower risk may be subject to periodic review.

KBEAEORE S v /I Tut 2A@\{E T 0 VT LEELE
bEDLZZETHFRINDIEITTHY, VAZOEOVEKBREBRER
MR, —H VA7 ORWEZEZOLN D BRIEOFHEIZTEHMIC
HAEEZITOELIQADY Y —REHEFIELZILENTED LD
W25,
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Consideration should be given to commonality between activities
performed for different studies. For example, if sample preparation
for one type of study is very similar to the preparation of a sample
for a different type of study, then it may be appropriate to perform a
process-based inspection that assesses sample preparation but does
not distinguish between study types. The same may be true for many
routine activities that are common to several different types of study.

BB CTEBMINIBEMOLEEEZZBE T ILERND

5, BlZIX, AT ORBEOT-DOY TV BHI D X
ATORBOTDOY T LR EIEFITHL L TWDH 5

A, VUV EFMT AN RBR YA T ER LW T ok
AMEEEBET D EN@EYUTHLIMAL LR, ALZ L

N, WS OMDRRDLZZ A TORBICEBEBTEEL DIL—F
BIECHLYTITE D,

7.5.2. Facility-based inspections

Facility-based inspections cover the general facilities and activities
within a test facility.

7.5.2. MERFAE

M Ex B A, M ek SRR TOREZ R LTV,

Facility-based inspections are conducted to ensure that the facilities
are suitable for their intended purpose and are maintained to a
satisfactory standard. In addition, facility-based inspections may also
include general non study-specific activities. For example,
maintenance and periodic calibration of equipment may be included
in facility-based inspections.

fis AL, MR AERLZANICEL TBY, wmMaEon <K
BICHERFSNTWDL I 2RI LIEDICEBEND, &6
. MR AE T, RN RRBIEEAORELEZENDIEHE
WD, BlAIX, RIEORST & EMRMIEIT, A E
ENDHLEND D,

The scope of facility-based inspections may include (where relevant)
and is not limited to:
® the management of the test facility, the organisational
structure,
® the training and the management of personnel,
® the process of management of the studies and the roles of the
study directors and of the study personnel,
® the general process to conduct the studies, the lifecycle of the
raw data,
® the installation and maintenance of adequate facilities,
® the adequacy, maintenance and calibration of equipment,

faEk A O EIL., (BAET 5548
N, ZTHICRE SN,
o B EEY. MHRIAH o

UTzglZ LR TED

o kB DOMHE K OVE H

o HBoEFH e tA, HBBEMLELVPRBRBYFEOEE

0 RKEBERDI-DOD KM RTov A, ET—XDT7 A 7% A
%

® U] Ap iRk 0k & M ONHE R HR

® o mEUIME, R &K UK IE
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® the validation, the use and the maintenance of computerised @ I VP oa—XbT AT ADOKEE, A K OHEE &
systems,

® the management of the test systems, o HEZRDEM

® the management and the characterisation of test and reference | ®  #¢ B 'E K V% B 'E O & B K& OVRe % 53 #
items,

® the management of reagents and other materials, o HEFKOVNFOMODEMDEH

® the management of SOPs, ® SOP OEH

® archiving, o EERATF

® subcontractors, providers of services and suppliers that may ® GLPRBRICHEEBZHEZDLAEMEDOH L TREITELE, —F
impact GLP studies AEFEROCMANEE (THITEE, MAEE. P—EXEE
(see section 11.7 on QA involvement in choice of DEEICKIT D QA DEEGIZE L Tix, M11.7 Zithsk., fit
subcontractors or suppliers or providers of services). FMREATIV—ECAREFOREICBIT L QADEE ] &5

M),
The frequency, nature and extent of facility-based inspections can be | figX A OB E, AR L OfFHIT, XE LI Y X 7 FEAMIZ

driven by a documented risk assessment; for example, it would be
reasonable to assign an activity as low risk if no compliance issues
have been identified over the course of a number of inspection
cycles. Conversely, high risk activities should be associated with
high or more in-depth types of facility-based inspections (see section

7.2.2 on risk management).

KXoTHETLZENnTED, Bl2IE, MEILOHREY A 7 L
ODRicary 747 A EOMERERLIN s TGE. £
DEEEZIKRY A7 LT 52 L3R YTHAY, HIZ, &GURY
OEAEIZ, YA XNIFLVFEMARERRESSG LT & ThH
L (VR7EMICEALTIE 7220 27 & 1),

When assessing risk, consideration should be given to how
independently different GLP areas operate within the same test
facility. If two areas follow different procedures to complete the
same task, or the level of criticality within a given area for the same
task is different, then the risk associated with the task performed in
one area cannot be used to guide the risk assessment in another area.

U277zt +2%6. WAURBRBRANTRLRS GLP = U 72
EDOXOITMIZLTHEEINLTWVDINEET X THDH, b
L 20DKIA R CHERZRE T T 57085 FIRICHE - 72
D, ACIEECHTL2HEEDO LNV BRER S0 T 556,
oKW TITONIAERICEEST LS U 2713, HloXEToY
A7 RO E LTHEMAT 22 LT TE RN,

7.6. Verification of the management of the QAP

7.6. QAP DE R IZEA T 5 BREF
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As for any other activities covered by the GLP Principles and as the
QAP is an essential cornerstone of the system to ensure the GLP
compliance in the test facility, the functioning of the QAP should be
subject to TFM verification. Therefore, TFM should have processes
in place to verify the effectiveness of the QAP and have it under
continuous control. TFM should have an internal assessment
procedure in place and should not rely only on external auditing or
regulatory inspection results. This can be achieved for example via
review of inspection activities against the inspection schedule and
trend analysis of QA findings.

GLP JRHIOxt G L 72 DD iG By & RAERIC, £72. QAP LA B
BT D GLP B T2 ERTH VAT LAORARZEFETH 5
ZEMmB, QAP DHEREIX TFM ORGED MR L 5 & Th D,
L7223 -> T, TEM X, QAP D2 MGk 4+ 25 7 et 2% f

L, TNE2HEMICEETILERD D, TFM T, WNEREM T
EZFHITHRETHY, AHBEESCHK Y ROBREMS RO LI
KHELTCE RV, X, flx X, HEFEICKRS L7cH
HIEHOLE2—X, QAFTROBEm o 2@ U CERT H I &
MTED,

To verify the QAP, inspection of QA activities could be performed. If
a periodic inspection of the QAP is intended, it should be conducted
by an individual suitably trained and independent of GLP QA. In all
cases, both QA personnel and TFM should be able to justify the
methods used for the conduct and oversight of the inspection
programme.

QAP ZMFAET D721, QAVEBI O EL LM T 22 LN TE
5, QAP DEHM AL BN T 256, @UICHI S,
GLP D QA DO M LA L > TEBENDIRETH D,
TRTOGBEIZENT, QAR YE L TFM X, & v 7 7 A
DEMBEPERICHER L HFEEELLTELI L2 LRTN
X722 5720,

7.7. Required material for the conduct of the inspections

The following material should be available upon request to QA
personnel for the scheduling and the conduct of the inspections (non-
exhaustive list):

® the up-to-date version of the master schedule;

® the study plans and their amendments if any;

® all relevant applicable SOPs;

® all the generated study materials (e.g. raw data, samples,

specimens, retained test item sample);

access to raw data including those generated with
computerised systems;

7.7. REEBICLERER

QAN H T, MADHREFMEROEMD DI, ERIZHELT
UToO&ERZAFTEDLZ L GEMEBERHRY X 1),

I &1 1 3% o 5 B R
REBRFEELNEZORRFBELEEE (L LHAIT)
T X TORHHE T %@ H Al 88 72 SOP
ERENTZT R TORBRER (57— %,
SN EY T L)

A2 —FL VAT ATHERSNTZLDEE0AET — X~
DT I A

OB BEAL RE
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® documentation about the study environment and used
resources, personnel and training, validation records of
computerised systems (including spreadsheets).

o HERIRELUCMEHINEI., ME &K OFIBICE S 5 30HE,
A a—FLv AT A (AT Ly Ryr—bhE&ET) ONY
F— g Uik

7.8. QA inspection reports

7.8.1. The inspection report

The inspection report should contain the inspection results:
® dectails about the scope of the inspection;

® standards used (e.g. GLP Principles and/or study plan and its
amendments and/or SOPs) if confusion is possible;

dates of the inspection;

® for a study-based inspection, the full identification of the
study;

® details about the nature of the inspected areas and/or
activities. The use of checklists with points to be verified to
be filled in by the auditor can be useful tools but should not
prevent the auditor from adapting the scope of the inspection;

® results of the inspection: detected findings should be clearly
described so that they are understood by the auditees;

® name(s), signature of the auditor(s) and the date the

inspection report is issued.

7.8. QAFREHREE
7.8.1. AEHREE

BEHREFICIFUTOL) RFERRIGTEN TV ILEDR S

o

o 34

® AR IZEI T 5 Ak

¢ RREINVAELDIAREMELRDIGAOHEHI N ELE (F :
GLP JR HI e O XLl Bt m & & 2 0 & 8 K O/ XX
SOP)

o & DHf

o HKEHAEDCHZA. WO FERLRF

® AN G XK/ INTIEEORPICE T HREM, FHAH
WENHEAET R E2GLTF =2y 27 VA MOHERITAEH
Y= 0GR, HEMEYFEOFHERA L @IS S
D EEWYITDHNE TR,

o HAEME: RSk, il E N Tcx b &
INCHMEICRER T 2HLEND S,

o HEMUYFOLAH., BLAKOHEREZENEITINTH
¥

The level of detail of the inspection report should provide for an
accurate record of the inspection performed to be retained.

A B OFEM LV B S L7z A O IR e Rl iR & R
FTEDLIHIICTHUMEND D,

7.8.2. Communication of the inspection report

7.8.2. AEREEDMLEE
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QA should promptly report study-based inspection results in writing
to TFM and to the study director. There may be some occasions
where the simultaneous transmission to all recipients is not possible,
but any delay should be kept to a minimum, justified and
documented.

QA 1%, RERAAF R 2 EH T TFM L ORRELE ITHEHLIZ
METAHLERDH D, TRTOZEE~FABICRET 52 &0
TERWEALH DA, BEITRE/NRICH 2., EEFH Z W
L, kT 250ERH D,

Facility-based inspection results should be reported to TFM. All
study directors within the organisation should be informed in a
timely manner of the outcomes of each facility-based inspection to

i w A A RIE, TFMICHRE T 2L ER’H D5, MR O T~ T
ODRBREMLE T, RBROa L T I747 AT 2BAENRE
BaEFIM T 272010, SHEORERMREZ X A LY —IZH@EHT

assess the potential impact on the compliance of their studies. HEND D,
Process-based inspection results should be reported to TFM and all T AFEKRIT. TFM X OBE#ET 5 T X ToRREMLEIC
relevant study directors. Inspection reports should be transmitted WMETOMLENRD D, HAERESFZX., EONIZ TFM K OV A it

promptly to TFM and to the study director responsible for the
inspected study. Study directors responsible for studies that include
the same process as the one covered by the QA inspection should be
informed of any significant findings.

GORBREBLY T I2RAREMLEICEFETILERH D, QA A
DB LRDTRERALAL TR 22 G0 RKEH YT 53R
BELHICIE., BEAFTRAAGNVITEN T ILERD 5,

The effective date of transmission to the study director and to TFM
of each inspection report should be recorded and those records
retained.

BHEREEORBELEE L NTIM ~OREREZTEL., T
LORLFKERGETOILEND D,

In case of detection of findings that could jeopardise the GLP
compliance of the studies or the test facility, it is highly
recommended that such findings are immediately communicated even
before a formal inspection report is issued.

B SOTR B O GLP WA M2 GRICE 6T agEtEo d 5l
iR/ BB ENEZHAT., EXRFEEREENEITSIN DA
ThoTh, TOXLIRPAEMBLTELICEET HZ &2
HERET 5,

7.8.3. Responses to the inspection report

The study director should ensure that findings identified during a
study or process-based inspection are addressed. For the facility-
based inspections, TFM is generally most suitable to ensure that
findings are addressed. A maximum response time may be defined in
SOP to ensure timely responses.

7.8.3. AEHREEZ~D RIS

ABEMAEIT., ABRAET e 2APEFITFFE SN A
T D5 2MRICTILERDD, MRMAEDHE.

TEM (3@ & AR RICHEEIC LT 5 D0IHKE Th D, *ii
FFARER Z SOP TERL T, A A L —RISEZHFEIZT D,
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For study-related inspections (study-based or relevant process-
based), the study director should:
® Ensure that answers are provided to QA findings;

® Decide corrections to the findings;

® Propose a schedule to ensure that study related findings will
be corrected within the study timelines;

® Assess the impact of the QA findings on the validity of the
study(ies).

HBBEEOFHAE R IZ7e v 23E#) o4,
TROZ L ZITOVLEND DL,
® QADHEMEBICHTHIRENHIEICEMLEZIND X OITT
AN
o JEMRAOEELZRET D,
o HKRICEHETIFEBENRBOXY S LT A VNTELE
ENDHEIC, ATV a—VERET D,
® QA DHEMENHKBOAEIMEICE 2 D EEZMT 5,

AR R

Corrective and preventive actions could be proposed in response to
an inspection report to avoid findings reoccurring.

RRMFEHOFRLE T D720, HEREHIZISC TRIEHRE
MOTHHEZRET LI LENTE D,

If relevant, TFM should approve the answers proposed by the study
director, in case TFM’s involvement is required (e.g. implementation
of new resources, modification in the SOPs).

TFM OB E N LEREE (HrLWwy Y — 2D EHE . SOP DL HE
BRE). TFMIZEBRELE IC L > TEHEINTE-HEZE 2 KB T 50
EHNRH D,

Responses to the inspection reports should be transmitted back to QA
so that:
® QA can verify that all the outcomes of the inspection are
addressed;
® QA can evaluate the proposed solutions for compliance with
GLP Principles.

HAEREE~OBIZFX, ROLIHIIZQAIWCKETHLEN D
2o
® QA T,
TX 5,
® QAIT., BEIN/HIZLN GLP JLANZESFL TWDH N E
IMEFMTE D,

FHEOT R TOMBICRHLENLTWD Z L E2HER

For the inspection of the final study report, procedures must be
established so that QA is made aware of all additions or changes
made to the study data and report during the inspection phase. QA
should ensure that all issues raised in the QA inspection have been
appropriately addressed in the final study report and that no changes
to the study report have been made which would require a
complementary inspection.

RS R A TR, AR TRBRT — 2 RO R EEI
MALNTTNTOEMITEELZ QA PR TE D & 912,
FIHAZNT LH2HLERH D, QAIX. QAFRIE TREI N T
TOMBEPNREREETHDICHL I TND Z &, KUH 2
MR EZLELET DL REENRMEREEICMAL LT
MW LR TOILEND D,
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Any corrections to findings which can jeopardise the GLP compliance
of the study must be implemented before the issuance of the QA
statement in the final study report.

RO GLP A EZ GHRICI LT A0S 2HEREOEE
L. EWMEEOEEMERIEF R ERITANCE T 2 LEN D
%)

7.9. QA statement

The GLP Principles require that a signed quality assurance statement
is included in the final study report, which specifies types of
inspections and their dates, including the phase(s) of study inspected,
and the dates inspection results were reported to TFM and to the
study director and to the principal investigator(s), if applicable.
Procedures to ensure that this statement reflects QA’s acceptance of
the study director’s GLP compliance statement and that this statement
is relevant to the final study report as issued should be in place.

7.9. 15 #EE AR BE BOR &

GLP FLHITIX, it zfTo B BEMEsE, HEOMEL
Af, AEMSRES TFM K ORBELE ., (Y T28561F7) &
B EATH ICHE SN B AR S 725 P R RE PR B
L, BRBRBREZICEDDLZENRRDODLENLT WD, Z O/R
N, RBREMEE O GLP Mk 2 QA NZ i A= Z & 2L,
MHREBREEBCH L TERENRTVWD I L2 RIETDIEDOD
FIERE D SN TWRITIIER B R,

This statement would also serve to confirm that the final study report
reflects the raw data.

OB EIL, KEBREENET - FEKRL TS Z L 20k
T D2DICHLERILOTH S I,

Before signing the QA statement, QA should ensure that all issues
raised in the QA inspections have been appropriately addressed in the
final study report, that all agreed actions that can jeopardise the GLP
compliance of the study have been completed, and that no changes to
the study report have been made which would require a further
inspection.

B PE AR R R E B L T 5R11IC, QAL QA A THM L -+
RTOMENKEEEETHEHDICHLER TS 2, Ao
GLP BP0 T MO LIEBEINTHENT XRTHETL
TWhHZé, ROBICHEZLELT DL K REEDE
ERREINTWREWZI Ea2RAT IETHD,

The assurance of the presence of the QA statement in the final study
report is the responsibility of the study director.

HAS A FICEBEMEREM R ELNH D 2 & 2 RET DD 1F, &K
MELELEODHEIETH S,

Any correction of or addition to a completed final study report (e.g.
amendment to the final study report) must be inspected by QA. A
revised or additional QA statement would then need to be provided,
listing at least the inspection of the amendment.

The format of the QA statement will be specific to the nature of the
study report. The QA statement should include:

FERL L7 ek s F OFTIESTEMN (REREFEDOTIERE)
F. QALK VIHEShRTAITIRL RV, ZTOEE, bl L b
YRLETIE O A 2 Ll L 72 3T 1E X380 o 15 #81 M R Gk BUE 3 %
RHETDIBEND D,

B ME AR AEB R 3 O FH T, HREHEEOHEIC L K-S
bbb, FHEEREMEFICIUTZELNETH D!

34 /53




Japan Society of Quality Assurance

E25'

full study identification;
the types of inspections and their date;
the phase(s) of the study inspected;

the date(s) of reporting the inspection results to the study
director and TFM;
a statement that confirms the final study report reflects the

raw data;
® the date and signature of QA and the identity and function of
the signatory.

R
o HKErosE AT
® FE DMK OH
o JiHE L 7B Bk
o FHEMELABREMEL O TFM IZHE L7 H
® MKMMEENET —FEXML TWVWDLZ LEa2MRT LM

i
® QADHIEBL, BAHH O L AT

The QA statement should demonstrate that adequate QA coverage has
occurred for the study which takes into account the use of process-
based and periodic facility-based inspections.

EEMRE R ETIZ, 7ot XA & EH M2 MR M
% % 10 AT BB S T (R R E BB ST 5
WHPED TH DL 2WRTRETH D,

The verification of the study plan and, if applicable, any amendments
to the study plan may be included in the QA statement.

ARG E LD (YT 25013 RBREHEZL EE O BRGEITE
FMEREREFICEO LI ENTE D,

It is recommended that the QA statement is only signed if the study
director’s claim to GLP compliance can be supported. It remains the
study director’s responsibility to ensure that any areas of non-
compliance with the GLP Principles are identified in the final study
report.

GLP M~FICBIT 2 R H OME A EM T BN 25 A1
B, BEVEREHGREICELAT S AR SN D, GLP FHI
BT L TWRWE SR REREECTXTRENLTWS Z &
ERAET D01, ABRBEEORETH %,

The QA statement should be signed and dated. The GLP principles do
not restrict this responsibility to specific QA personnel, for example,
the manager of a QA department or the auditor of the final study
report. It is expected that the person who signs the statement has the
appropriate training to verify that inspections described in QA
statement are accurate and reflect the QAP for the study. Some GLP
compliance monitoring authorities recommend that the QA statement
should be signed by the QA person who inspected the final study
report to fully ensure and assume responsibility for the final study

FHEMEAEREEICITEL B ZE AT 5, GLP HHITIX,

FeiE o QA Y (B Z (X EHEMERGER M EEE O &mE &
OFEHRUERE) CZOEEEZRTE LRV, BREBCESL T
L., BHEMEAEH R ECEHBE S ZHAENEHETHD Z &
ZRHER L, RO QAP Z# KM B 572D 0l 72 il 2 5 1 T
WBHZENHFEEEIND, —EOGLPHEAMEET=XY VYR

. BT —F R EMHNOZAICK M L7 R miEEL ER2ITHE
FEL, BEfEZAITEDIC, R @MEFELHALRZ QA H L F N
MR EEICEALA T O EEZHEEL TV D,
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report accurately and completely reflecting the raw data. The
procedures for compiling the statement and the responsibility for
signing the statement should be described in QA SOPs.

ik E 2 £ & oD FIAEL OREICESL T 25 EFHMLIE., QASOP
AT ANETH D,

If the QA statement is signed and dated electronically, TFM should
ensure that the electronic signature is equivalent to the handwritten
signature and its authenticity is undisputable. To be considered as an
electronic signature in legal terms, the associated level of control
required is defined, where relevant, by local regulation.

FHEMEREHEEICETFNIZEL AR AISNLTWD Y
A, TFIMIZETFEADNFEESBELLAETHY . ZDOEERMEZ
FEVWDORMN W EERFET HRETH D, ENICETEA
ERASNDZEDICIE., LEICK LU TCHEEOBESIC X HENE
ORI T DHERD D,

The purpose of the QA statement is to demonstrate adequate coverage
of QA activities. Consequently, an incomplete QA statement could
lead to the rejection of the study by Receiving Authorities when
submitted for regulatory decisions.

ERMECRFER R FH O BHAYIL, QAVEB 2N UIICE H S LTV 54l
HaFEIETDLILTHDL, o T, NuEaifE BRI E
F. KRBHFEOLOICRH SR, 2T ALY RIZ X D5HAR
DIEBRIZORNDLAREN D D,

8. QA in multi-site studies

The QA activity of multi-site studies needs to be carefully planned
and organised to ensure that the overall GLP compliance of the study
is assured. Because there is more than one site, issues may arise with
multiple management organisations and QA programmes.

8. BEUBHABRICE T 5 FEHEMLERIE

BHEEFRABR O QA IEENL. BREAK D GLP B F N RIESh b
oo, HEEICHB L OCMBEILT 20 ERND D, BEOBFTNH
H7-0, BEOEMMER L QA v VT A TRIBENKAET D ke
MR 5,

For a multi-site study, TFM should ensure that clear allocation of
responsibilities exists and effective communication among all parties
involved in the conduct of the study established. This will include the
sponsor, QA, the study director, and from each test site the
management, the principal investigator(s), relevant study phase
personnel and test site QA. Communications between the study
director and/or the principal investigator with participating QA
personnel are critical to ensure appropriate QA coverage of study
activities.

BEGHTRABROSG S, TFM IZBEO WM 2 M3 FE L, W5
D ERENZ G 2§~ T OB O [ T 2h SR A 7 8 A il 25 e
MENTWLZLEHRBTLILEND D, ZNICE, BREGE
F.EEMERESM ., RREEE L OCSAKBRG T EHBEEE.
B B, BET 2WMBREBOESGH K ORBRET O QA 2
BEND, MBREAEE L/ TR EEE L ST 5 QA MY
FLOMOaa=r—3 a0k, RBREAEO Y 225 MR
AE DM FE P 2 R T D27 DICEETH D,
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TFM should consider the design of the multi-site study to ensure
adequate QA arrangements. It is expected that the provisions for an
appropriate QA coverage of the multisite study are documented.

TEM X, @Y R EEMERIEOR Y D 2 HRT 272010, B
BB ORFERFTI2LEND 5, B RBROEY 7A
EEMERFOEAGEOREN LELEIND Z ERHESN
60

8.1. Lead QA

TFM should designate a Lead QA that has the overall responsibility
for quality assurance of the entire study and should inform all test
sites QA of the location of the Lead QA.

8.1. EREBEMRERMMREH

TFM 1%, B 2R OEEMERIEIC 2R 2 HJEE2 A 5 EEENE
TREEF M BEAEA 2464 L. T X ToOREBRSEG T E B RAE M B
EHEICHEMTDILERD D,

The Lead QA is usually the QA of the test facility.

AR R R RIEER P B AR A (3
E&HETH D,

A R M A oD A5 R M PR RE AR P R

The Lead QA, like the study director, should have knowledge of the
GLP compliance status of each test site.

TIEEMERIES M ELE 1L, RBRELE & RIS, £RBREAT
O GLP AR NEZHIEL TWDILEND D,

The Lead QA should liaise with test sites QA to ensure adequate
quality assurance inspection coverage throughout the study.
Particular attention should be paid to the operation and
documentation relating to communication among sites.
Responsibilities for QA activities at the various sites should be
established before experimental work commences at those sites.

E AR L OR GRS P AR T BB TR R R GE S P AR L
AR A D L PR AR A L B A 5 R R A DR & R
BT DUEN DD, R E— R IT I O MR BT 2 B
fEEe CEICIE, BICHEBEELILERDD, SEIALR
BT T O QA GBI+ 5 EIL. 2D OB AT CREERE
AT ARG T ALENS D,

The Lead QA will ensure that the study plan is verified and that the
final study report is inspected for compliance with the GLP
Principles. QA inspections of the final study report should include
verification that the principal investigator(s) contributions (including
evidence of quality assurance at the test site) have been properly
incorporated. The Lead QA will ensure that a QA statement is
prepared relating to the work undertaken by the test facility including
or referencing QA statements from all test sites.

LR R GE RS T B L, ABRA RS RAE S N, BB
A GLP R &ML TVD N E S nERESND 2 L & RE

T5, REBEEDO QAMA LT, HMBREMEEOFELE (KBRS
AT CORBMEMRIEDIEN Z ZT) NEUICHAAETR TS Z
EDOMIEEZTODMEN D D, EEEMERIEMMEEE T, T
NTORRGH PO OFEMEREREEZ L, XIIZRT D
ZeT, MBREERIC L o THEM SN D MERICEE I 5 (5 MR
FER R E SR SN D 2 & B IRFET D,

8.2. QA at test sites

8.2. RBRIGAT QA
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TFM should also ensure that appropriate quality assurance
monitoring of each test site is arranged. The responsibility for this
could be by the test site’s own QA or by the Lead QA.

Fo. TIM T, #lBREFTOBEY 2 EEMERIEET =2 ) 7 &
FRIDLEPD D, ZHICHTL2EMEE. KBREATHEO QA
XAFEEEERIEBMEEAE DA D TREEDN S 5,

Each test site management is responsible for ensuring that there is
appropriate quality assurance for the part of the study conducted at
their site. QA at each test site should verify sections of the study plan
relating to operations to be conducted at their site. They should
maintain a copy of the approved study plan and study plan
amendments at least until the completion of the study phase.

FRBRGEREEMLE L. 2 0oRBREG T CHEM S 53R B0
IWEY REEMERFEN DD Z LB RAET HDHEMEDH D, FR
BRGAT T O QA L, MBRIGHT THEM S 2 BIEICE T 5B
RIEEDOEH D ZRAET DL ERH D, FRRGITO QA X, D
R ELHBBEMATETT2E T, ARSI HBRGEE L&A
BRI AEEDE LARFETOILEND D,

The QA at the test site should inspect study-related work at their site
according to their own QA SOPs, unless required to do otherwise by
the Lead QA, and report any inspection results promptly in writing to
the principal investigator, test site management, the study director,
TFM and Lead QA.

ARG IT O QA 1, EARBMERFEM P FALA I L - THID ik
TATO KO ERESNARWIRY | JHE D QA @ SOP IZHE » T
MG CTORBRBEEOIERZREL . X TORAER R L2 HKBR
EALE ., ARG ITEERMA . ARFLA . TFM K E(F#E T
AL EEFICETD CHESODICHRET 2L ERH D,

The inspection reports of facility and process-based inspections
carried out by the test site do not have to be transmitted to the study
director, unless their outcomes may compromise the GLP compliance
of the study phase. The study director and Lead QA may also seek
information about facility and process-based inspections to assure
that there has been adequate QA coverage at the test site.

RBRGATIC L > THEB SN LN T vt ZAFHEOMHERE
T, FOMENRBREP O GLP @AM IZER L TW 5D iJEEME
D7RWIRY | RBREMLF ICRMT 2 0EZ T 20, RGO QA
NEUNICHBRIEFTZHEL TWDZ E 2T 520, K&
£ L EEEERIERMEEF I IERAEL 7o AH/EDOE
WIZOWTRDTH L,

QA at the test site should inspect the principal investigator’s
contribution to the study report according to their own test site QA
SOPs, unless required to do otherwise by the Lead QA, and provide a
statement relating to the QA activities at the test site.

B GET O QA VX, EAFEHMERIEM M ELHIC L - THlo 5k
TATH ) Lo lCERanLWRY | E OREBRY P QA @ SOP I
o THBRASTHFCHT 2R IMEEOEMEZMA L., B
FTCOQAVEBNICHET I ELRETILELND S,

The study director should liaise with principal investigators about
test site QA findings as necessary. All communication between the
study director and principal investigators and test site QA in relation
to these findings should be documented.

HBEMLEIT., LEZS LT, RBREFO QA OfERIZH>NT
R EMELEEZMOILERD D, Z 5 O A RS R B
LT, BRBEME AR EMTCE,. KORBRGHTO QA L DM D
TRTORLYVIY 258k T HLERND D,
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8.3. Sharing of QA tasks

If the QA tasks are shared between the Lead QA and the test site QA
then as a minimum, for the following areas, agreements should be
made about who will be responsible for:
® Verifying sections of the study plan and its amendments, if
any, that describe the study phase;
® inspection of the delegated experimental phases;
® Inspection of the phase raw data, the phase report and any
amendments of the delegated phase;
® Inspection of text relating to the delegated phase in the study
report when there is no phase report.

83.QA Z X7 DK

QA # A 7 73 TR MVE R AEHT P AR & sUBR G PT 18 41 1 O Ak #5 FY
HEFOMTEASINLILEA. 2R EBROBEIHRICOWVT,
HERBEMLEZAI DICOVWTEETLOILERD D,
o WERFHELZEEHEDOMO L., b LI, HEBREEIC
SR RN A AR i
o ZLithlH BogA
o Litahi#iooAkT—2, RBREEELCITIEEOH
G5
o KR OWMEENRVEE O R REEOLEFLRRIC
B 28 moHE

The organisation of the QAP should be documented. The level of
expected details should be commensurate with the specificities in the
sharing of QA tasks.

QAP DMl 1T X EALT 2 ML ENH D, M DFEMO L)L
. QAZ AT DIFILBT DRHRMEICAG T b TRITNIE
B,

When a phase report is issued by the principal investigator and
inspected by the test site QA, Lead QA may determine if an
additional inspection would be required to also inspect the phase
report and the level of depth of this inspection. Lead QA may
consider that the inspection of the important parts of the phase report
could be part of the assessment of the GLP compliance of the test site
by the test facility.

RBRHEENABREMLET Lo TRITS N, ABREGFT QAL X
STHAEIND &, EEEERIESMEMLEE I, KBRREEL
CORBEDERS O L)L 2 il & 2 720 (BN O FH A DS 24 F 2
EOmEtT o560 05, FEMEERIESMEEEIL. |
BRIt OMEFEOEERI oy OPMAEN . BRI X 5B
FTD GLP EAMEOF MO —H & TELLZX22HA01H 5,

8.4. QA statement in the context of multi-site studies

The QA statement of a multi-site study’s final report should report all
the relevant QA inspections conducted at the test facility and test
sites.

8.4. BEBZMARICK T 2 EEMERIER L E

8 55 T iR BR O B A& RS 2 O fF B R GE BIUE Tk, BB i EX
ERBGITTITONTE QAREDOT RCTEBR L TIE R b
AT

Different options are available to include QA statement(s) in the final
study report of a multi-site study:

BEGITRBROREBEFEORBEMERIEMEFICIT, SEIF
IRIEBRBE D %
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® The inspections at the test site are reported in a study-phase
specific QA statement issued by test site QA in the phase
report that will be annexed to the final study report; the test
site QA statement should follow the same rules as the QA
statement of a single study; the QA statement in the final
study report established by the Lead QA can refer to the
phase-specific QA statement(s);

® The inspections at the test site are reported in a study-phase
specific QA statement issued by test site QA, supplied to the
Lead QA to be reported in a general QA statement in the study
final report issued by the Lead QA.

o HKERGAT CoOMAIL. WGP O®mE EICHRM S DA R
HET, ABREHT QA I L 2 FHEMRIERE FHIC LV #HE S
N5 s BRI O E MR EERUE F X, H— R ToEE
PERGEBR FH & W L — W ICAl 2 R& TH D ; BEEMEREE
P X D ki FEOFBEMEMRIEREETIT, AT LD
BHEMERER R EZSIH T 22 L& 5

o BRI ToOMAIL. MBREAT QA 2 XV Mk &h 25 BlER [
B OEEMERIEBEEFEIC X > TEREBMEARIETMICHE S
Ao, EEEMEREES PIE R A R il E O[5 SE A OR REBR
HFTE LD,

9. QA SOPs

The planning, scheduling, performing, documenting and reporting
activities as part of the QAP should be described in SOPs, approved
by TFM. SOPs may specify:
® A definition of the different types of inspections: study-based,
process-based and facility-based inspections;
® The requirement that each study must be inspected and which
study parts, as a minimum, should be inspected for each
study:;
® The scopes of the inspections and, if necessary, an exhaustive
list of them;
® For each scope of inspection, a detailed description of the
area(s) to be covered and the depth of verification;
® The planning and scheduling of the inspections in which
should appear:
the availability of the up-to-date master schedule of the
studies;

9. QA @ SOP

QAP ZHEpk 4 2 A . B, FEia, soék. W5 1% SoP
WCRHE &L, TFMIZ X o TR I 2T IE 2R 572w, SOP T
T TFRRESIND,

@ XFEOMEDCHEBEOESR : AL, Yok XA,
A

o KRB TOPET NER L, KEBREABE THET X
A BB AE

e HEDODHME, MERBIZENLLDREERY A L

o XHEDBEMWIZOWT,
Y

® FHAGHE L ARPWEBICIIL TALB T RETH S

FHAS XK & MREE DR E O FER 7 i

RO EFHEEAFMHATELZ L
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the criteria of selection of the experimental phases to be
inspected in a study;
the definition of a critical phase;
the identification of experimental study phases that could
be subjected to process-based inspections;
the frequencies of the periodic inspections and the way of
determination of these frequencies and, if any, the risk-
based approach parameters;
the available tools to ensure the schedule and to follow the
realisation of the programme, including provisions to
ensure that all processes are inspected on regular basis;
the available tools to assess the workload of QA;
The performance of the inspection: the different steps of the
inspection from preparation to issuance of the inspection
report should be described; depending on its scope, the
particular topics to be examined during an inspection can be
described;
The documentation and reporting of the outcomes of the
inspection: a maximum time between the end of the inspection
and the issuance of the inspection report may be defined; a
template to be filled-in of an inspection report can also be
supplied;
The mechanism for transmission of inspections reports to
TFM and the study director, timelines for response;
The procedure to deal with the disagreements between QA and
auditees;
The process to verify the corrections due to inspection

outcomes;

RERIZB T DA SR & 72 5 5B o 38 AL UE
RO E R
Tov AFEOKRG LD D DB O EBIERRE O R E

EHRADOHE L IREF L, DT Y A7 X=X F
77 a—F ORGEEHE A

HEAT V2 — L E2HIIZL, a7 7 5AOBLEL,

TRTOTrEZARHAMWICHESNLD XHITHEHT
x5V — L

QA DEBAMERIETE 5 Y — /b

DOFEMHFE: AEOEF»OREREZEOIMERE TOX
AR

A
BEENRTE I 2T NIE 2520 BWIZIS L T,
WCHEBTREANEHIND Z &

A DR L FROME: MAEOK T 2O AR E FIFENKE
TOMRZELRT D, HERETEOT 7L — P bHHTE
%

AMREEFEL TFM ERBRELE ITRE T2 FR LIS TE

AN ==N
(=RSY

QA & WA 2 TE ol Ea O FIE

A AR RS A D <SS O B RE T IE
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;3L FIEN
® The rules of issuance of the QA statements to be included in ® HMHEEIZEVAEND RXI(FEMMARIEM L EDER L —
the study reports; Jb
® The way of reporting to TFM the capability of the QAP to o HEBMEOBRBIMER D GLP # A% RiET 5 QAP O HEHE
ensure its role in the GLP compliance of the studies and of TFM IZ#HET D HE L. TFM IZ L 5 QAP MGk ® Ji ik
the test facility and the means of verification of the QAP by
TFM;
® The competences, qualifications and training required for QA | ® QA #H Y FIZ RO LN DHES . B, HE
personnel;

The archiving of QA documentation; QA FLEk D IR AF

® The rules or way of communication between QA and the other | ® QA L ffidd GLPHgE L D a I 2 =Fr —T a v b— L& ik
GLP functions;

® Ifapplicable, the management of QA in multi-site studies, as | ® ST 256, EEBEMERIET M L O/ TR E T QA &

Lead QA and/or test site QA. LTCOBEELGIARTO QA B H
10. QA documentation and archives 10. QA XE L B EHR R
The material that documents the activities of the QAP, including TRTOREDORLEEZ G QAP DIFE 2 it &k 3 2 & kX, &F
records of all inspections, should be stored under the responsibility REMREATELEOEMLOL L TREINDILERN D DH, £
of the archivist. It includes: NICIELUL ToboRngGENn 5,
® documentation of the verification of the study plans and their | ® RERFW EOMBE L OZE OB EICET 5 LE
amendments;

® inspection reports and any other documentation related to the | ® G A& & FHF L O AR R ICHEE T 5 £ Ofld FE
inspection outcomes;
® schedules, analyses, summaries and tools of reporting of the ® QAPDAT YV a—)b, mphr, ¥~V — #HEY—
QAP;

® retired or replaced QA SOPs; ® FEIENITZELEZLNTZ QA @ SOP

® training files of QA personnel; ® QAMYFEDH TR

® validation file of computerised system used by QA when ® QANEHTL2a L Ba— 4k AT DN T —2 a7
applicable. 7AN (ZETLH58)
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QA notes are not considered to be raw data. However, they may have
to be retained if the level of details of the inspection reports or any
other information do not allow QA activities to be reconstructed.

QA / — MNIFET— X L iTH I, LML, iEREES
ZOMDIERDOFEMEIC L > T QAFB ZHHEE TE R VWIS
. RFETAOIVLERLLIBAEND D,

For confidentiality reasons, the QA file specific to a study may be
archived separately from the study file to avoid its transfer from the
test facility archives to the sponsor at the end of the retention period,
especially when the test facility and the sponsor do not belong to the
same organisation.

BERFFOEM AL, RBRFAD QA 7 7 A ik, FrICHBRIE
HERBRETLENDR UMABRICE S 20WEE., REHE OK TR
IR OBERHMEFERZ N O RRETLH B SRR VWL D
W2, R 77 AV ERMICRET D ENTE D,

The QA statements are retained with the study reports.

EEVERGERGE E T, MG EHE —HICRESNLD,

11. Other roles of QA personnel in the test facility
11.1. QA involvement in developing SOPs

TFM is responsible for ensuring that SOPs are produced, issued,
distributed and retained. Part of the associated tasks can be entrusted
to individuals, including QA personnel except where this
compromises QA independence.

11. KBRERICBIT S QAHEYEEFOZ DM OKEF
11.1. SOP DERRICB T 5 QA D 5
TFM IX. SOP 23 {Ef%. FIT. WA M ONREIND Z & 2 RET

HEMEEAT D, MET 2 ERO M, QA DM A
BhahE, QAIENEZALMACELT LI LN TE 5,

QA personnel are not normally involved in drafting SOPs, except QA
SOPs, and it should be noted that the review of the SOPs by QA is
not a specific GLP requirement. However, due to the knowledge held
by QA personnel, it is desirable that they review SOPs before use in
order to assess their compliance with the GLP Principles, their clarity
and their consistency with the other SOPs.

QA LY F 1 XiE . QA @ SOP LLAd SOP D ERRIZ X B 5+
T, QAIZ X D SOP O R E LIFHED GLP Eff Tlkewnwz &LiC
BETOHIHLENDLD, LALARNL, QAYEDOEE I X
0. GLP JFH|I~@E5r, Bk S KOl SOP & o #E A M % 5Tl
THOI, EHAMC QA YENSOP A RET ZENREFEL
A

11.2. QA involvement in method validations

Unless stipulated in national regulations, there is no requirement to
perform method validation in compliance with GLP. If parameters of
a validated method are used in the GLP study (for example threshold,
linearity, accuracy, precision, stabilities, equipment settings, etc.),

11.2. A Yy ERYF—var~D QA DEE

ENHATHEZINLTWARWEDY  GLPIZHESF L7 A Y v R
VF—va vDOEBIZBHE ST TR n, NUF—FEh
T2 HEDONRNT A—=2RNGLP REBECHEHINLISHE (Fl 21X, M
., EARVE, EMEME. BE., 28, e EZE), N T —v
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validation data should be accurately recorded and stored in a manner
that protects its integrity. Validation data may be required for study
reconstruction and, consequently, it should be retained for an
appropriate period of time.

2T —ZIXIEREICRE I, TOERMEEZRIET D H1E TR
HEENDHIZRETHDH, NVTF—rarF—FFTRBROBEHED
DI MBEERIGENHY ., 0D, WY R MERFT S
VEND D,

Due to these requirements, method validations are expected to be
included in the QAP to ensure GLP compliant data handling and data
integrity.

INHDOEMNG, AV R T —2 g X, GLP IZ#ESF L
T = ORP R OT —F O 2R T 572012, QAP
WEENDHZZERNHFBEEIND,

11.3. QA involvement in validation, operation and maintenance of
computerised systems

Suitability of computerised systems is the responsibility of TFM.
Like any other activity in a GLP environment, QA should verify the
GLP compliant use of computerised systems. Therefore, tasks and
responsibilities of QA regarding the use of computerised systems
should be defined and described.

11.3. aV Pa—F{byXRTLDRNYF— gy, ERAEOHEST
~D QA D5

Ay a—Zby AT AOBEAMILZ TFM O &% Th 5, GLP B
BB 2MoEE L REIC, QA= P a— XLy AT LD
GLP #AMDOMHEHAEZBRIAET 2 XEThHD, M- T, 22—
AT AT AOHEHIZE T2 QA DEB K OEMLIL, &S
., it &sns&Th s,

To validate a system and to operate a validated system, there should
be close cooperation between all relevant personnel such as TFM, the
study directors, QA personnel, IT personnel and validation personnel.
All personnel including QA should have appropriate qualifications
and be provided with appropriate levels of systems access and
defined responsibilities to carry out their assigned duties.

VAT LEADONY T =2 a KON T =g VERVAT LD
EHIZIE, TFM, B EME,. QALY HE | ITHYE, ~NU T
—va Y FERE, TRTOBEBRENEREICH HT 208N
bbb, QQLEEDLT R TOMMFEEIX, #EULERKEZAE L, #l0 Y
TONEBBEE2ZFITTH720I1IC, @URLXLDY AT L~D
TI7 B AROHAELREERZRESNILERND D,

QA personnel should be aware of GLP-relevant computerised systems
at their test facility. QA personnel should be able to verify the
compliant use of computerized systems. The access rights used for
modifications of raw data and the completeness and suitability of the
audit trail functions and settings should be checked by QA. The QAP
should include procedures and practices that verify if established
standards are met for all phases of a system's life cycle. Tasks to
verify standards in validation, operation and maintenance of

QA Y F T, B ICHB T H GLP B# O a2 v B o — X (b
AT LhERBMLTEBILERNDHDL, QALY EFIT, =B a—F
ILENTEV AT LADOFNEICKE>T2FEHERIECE R TER b
oW, BT X OEFIERHIND T 7 &AM, BEAEILY O
BEOREDOZEMEROEUMEIE, QAL THRIND NE
Th o, HEEIH OME R OREDTEEMELOEIIMEILZ, QA N
F 2w I T RETHD, QAPIZIX, VAT 2DTF7A4 7% A7)
DT RTOEBICBWNT, Y SNEENBHZ STV D0
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computerized systems may be delegated to experts or specialist
auditors (e.g. system administrators, system owners, external experts
etc.). QA personnel should be provided with an appropriate level of
access to allow them to inspect specific computer processes if needed
(audit trail reviewing, data analysis techniques, etc.). During
inspections of studies, QA personnel should have direct read-only
access to the data.

EIYMERIET D RFIREEEEZEZDDLIRETHDH, 2B a—
AT AT LD TF—vay, EBHLORSFICBIT HEREZ
BEET 5% 227013, EMF THEMEEAN (Bl 1X, 2T A
EHE, VAT AHAHE., AHEMR) KETETHZ LN TE

5. QAHYF T, HREIZS U TCHEDa VY Ea—X 7ok A

(AR OMREE, 7 — X %) 2HAECx2 L9,
Bl7a L XV 7 7 vAEEE 2O NHARETHDH, ABROMA
. QAU FIXT — X ~OHEBEOFRAIW HHT 7 & A% FF
ORXTh D,

The documentation about the life cycle of the computerised systems,
including the validation file, is usually verified by QA.

NY)F—=var7ZryAVegiear a—2Ly AT LDT A
TH AT NVICHEHTHLEI, B, QAL THRIESN 5,

If QA uses or maintains computerised systems for QA activities, QA
inspection roles should remain independent. If QA involvement is
unavoidable in such systems (e.g., in the implementation of QA-
related processes and documents), an independent verification should
be conducted. If QA plays the role of system administrator of such
computerised systems by delegation of TFM, the use of QA external
personnel independent of QA should be required for inspection of
this activity.

QAN QATEEBN D= IZa v B a— XLy AT A&l XX
TOHOHE., QQ0AORAEBEDOEENIMY L7-FETHLIRETH D,
BHEVATAIZBNT QA O ENEEIT b2 WEHE (B @ QA
BB 7 o A RO CEOFEM) 1L, ML L BGEE £ 5
T, TEMOEEICED ., QANRYFE IV Ea—F T AT LD
VAT LAEBREFEOKEENERETHEG., ZOEHORHEIZIT. QA
MO L7 QAN EE ORI HEZRD L XETH D,

11.4. QA involvement in deviations

Deviations from study plans, SOPs or the GLP Principles should be
reported to the study director for impact assessment. When detecting
deviations by carrying out QA activities, QA personnel should always
directly inform the relevant study directors.

11.4. BL~D QA DHE

BRI E . SOP XX GLP JR A2 o it ix, EFFMO 7=
CHBREEF ICHRESNDIRETH D, QATRENIC K V@K% Ik
HL7ESE, QAN F X, WICHET 2R EME ICEHERSE
L7 idZe 67220,

Actions following deviations are the responsibility of study director
or TFM when relevant. The corrective measures proposed by the
study director may be reviewed by QA for their compliance with
GLP. QA should not be involved in the implementation of corrective

B A D HFE L, RBREAEE USRS 556 121X TFM O 5]
ECThHd, RREMEADVREET 2L EHET, GLPICHA L T
WOEMEIM QAN L Ea—FTHIENTEDS, QAL QAT
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measures to avoid potential conflict of interest unless QA processes

are involved.

gt ANEG LRWRY , BENRFIEHEK ZRERET 5720,
TEHEOEBICE G T XX TiEH v,

11.5. QA involvement in quality control

Quality control (QC) comprises routine independent checking,
measuring and testing procedures to ensure the accuracy of data.

11.5 A EEHIZBT S QA 0EE

mEEH (QC) X, 77— X O IEMMEERIET D 72D O E
M L7eF =y, MEKAOCHBRFIETHKIND,

Most test facilities do include QC activities within their processes

FZEAEORBRIZR CTIX., T— XD EHYEEHBET IO

and procedures to confirm the accuracy of data. 2t AR FINEIC QCIEFEI N FEN TV D,

Any data generated in a GLP test facility may be subject under the GLP Rk TH b 1 71 T2 X FRNCHE S A7 B A
responsibility of the study director to routine checking, measuring T e aRkiET 2700, ABRBEMLEOERMLO N TEH 2
and testing procedures to ensure it meets predefined requirements. F v, WEK U‘?ﬁ%? llﬁ DG ERDGEND D,

If the test facility includes QC activities within their processes and RPN T — X O EMEEZERT 27200 TEREKRFEIEIZ QC

procedures to confirm the accuracy of data, QA may adapt the
inspection programme to take this into account.

FHEZEODTVIHAE. QAN AZEZBEBICANTHE 0 /T
LAEEBHESTHILENTE D,

QC is not the responsibility of QA personnel.

QC X QA HYEHEDEH TILR W,

As all other study activities, QC process should be inspected by QA.

foOT_RTORBRBIELFEIC, QC 7ok 2T QAICk VA
SNLHREITH D,

11.6. QA involvement in archives

Archives and the archivist are under the responsibility of TFM, but
QA may be involved in specific circumstances affecting archives:
® Archive facilities and processes should be subject to periodic
QA inspections (see section 7.5.2 on facility-based
inspections);
® When archived records and materials are transferred or
destroyed, the transfer or destruction process may be
monitored by QA inspections;
® [f applicable, contract archive facilities should be subject to
periodic QA inspections.

11.6 BERHRFE~D QA DB E

%ﬂ%ﬁ&ogﬂ%fm REHEEEIXITFM OEETICH D

. QAT ERKN T THEMRFAICELLZZ N H D,

0 ERMEAMBEL O T v Y 2%, FEHHL QA A O x4
LT RETHD (JEEX—ADOHEICOWVWTITEY V=
v 152 B M),

® REINERLHEEVRERZBE VLFEETLIHE. B
BEXEHEEZEO T 2AEZ QAREBEIC L~ TE=HXY T
THZLENTED,

& NI HLGE ., BN ERHRAT M
DOxtHRET D,

AT T 72 QA A
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11.7. QA involvement in choice of subcontractors or suppliers or
providers of services

The adequacy of the subcontractors, suppliers or providers of
services involved in GLP studies should be ensured by TFM.

11.7 EEHER., HEEEXN TV —CRBEHREORBEIZBIT S
QA D&

GLP BRICBE T 2 (B O T T EE . ¥R TREE D
ZYHEL, TFM BREET RETh 5,

QA does not approve subcontractors. However, choice and assessment
of subcontractors can involve QA personnel for their expertise in the
verification of adequacy (e.g. acceptable documented quality
systems, compliant or not with the GLP Principles).

QAT THETERZ AR LA2WVA, Tl £ o BmR K& OFEAMmIZ
X, ZYMEORIEICE T 2 =Mk (F:GLP JR A ESF L TV
HEN, XEESNTENME Y AT A0 4ME) B L T QA
MU ENEET LR H D5,

Procedures should be implemented to define the provisions to assess
the subcontractors, suppliers or providers of services and the input of

QA.

Ti¥s., EEAE NI - A RBEFZEMT 2720 OHE
FOQADHEZMET 2 FIHZEM T L2LEND D,

11.8. QA involvement in training

QA may provide the training on the GLP Principles to the test facility
personnel. This training could be undertaken periodically based on
the documents about the GLP Principles and include organisational
changes in the test facility and lessons learnt from recent inspections.

11.8 HEE~D QA D&

QA I¥. GLP JANZBE ¥ 2 #HE & sl Bl it o 14 H TRt 5 2
EIRTE 2, ZOHEIF, GLP AN T2 XHFICE S A
BB B D AL 28 e OVl D A A 2> B AT O T2 Bl & & 0 THE
WRICHERT 22 ENTE D,

12. Multiple standards, outsourcing and assessment by third
parties

12.1. QA responsible for several standards

The test facility may conduct non-regulatory activities (studies
conducted in the same area which are not intended for submission to
regulatory authorities), with no defined standard. TFM should ensure
that any non-regulatory activities that are not conducted in
accordance with GLP do not have a negative impact on GLP
compliance status of regulatory studies.

12. BEOELE, HBEFE. BFIC X5

121 BHEOEE T 5 QA DEL

B IX, HESNEZEED L WIERBITRE ORI Y R~
HEZBEXLZ2WVWR XK CEBINDIRAR) 2T 52 &
MNTX5H, TEMIZ, GLP > TEM I Wdb & ) 5 IEHLHI
HEY2Y, BB O GLP A RMICEREE L RTI RN &%
RIET RETH D,
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The implementation of other standards within a test facility (cGMP,
GCP, IS09001, ISO17025, etc.) should not preclude the application
of the GLP Principles within that test facility. Other quality standards
contain requirements which are compatible with the GLP Principles.
Regardless of other quality systems, TFM should always ensure full

fih O H A (cGMP, GCP., 1S09001, 1SO17025 72 &) % FEhi T 5
ZriE, YHABRBBKRANTO GLP RHIOER 27560 TH
S TIE R bR, o fm'EFEAEIZIE, GLP AN #E5F 7 5 Bk
FHREFENTEBY, MOME T AT AICED LT, TFM X

GLP {GEhZ 31T 5 GLP JRAI D SE R EF &2 i ICRIET XX Th

adherence to the GLP principles for the GLP activities. 2,

QA may be responsible for the implementation and maintenance of QA ABIEER ICEB T D FOMDFE AT A O FE N OHERF
any other quality systems at the test facility. However, to avoid any X]L L TEMEZA I D, MM ZEET 572012, QA DAL
conflict of interest, the independence of QA should always be f WICHRIESNDRXThHY, GLP OIFE XTI ELICHE %
assured. Consideration should be given to the QA tasks related to K Gf‘ﬁ’ﬁfﬁﬁﬁ Do DEOMDEE S AT MIBEET 5 QA ¥

other quality systems which could interfere with GLP activities or
responsibilities.
For example:
® QA may be in charge of the approval of the adequacy of the
resources in the requirements of some other standards, which
in GLP is under the full responsibility of TFM;
® SOPs management may be allocated to QA in some other
standards without expectation of inspection by an independent
auditor;
® Treatment of deviations or non-conformities may be approved
by QA in some other standards.

(XL TIEEREEZH > XS TH D,

1) ;
® QAT, MO EMEDEREIHIZE W TILY ¥V — A D Y%
@%w%Wéﬁé%Aﬁ%éﬁ\aPTﬁHMwéﬁﬁ
Tizdh b,
@ M N L7-EEMYFICED &, MoK HETIT

SOP FHHIMMZ QAICEI D Y THZ LN TE D

® i SUIE AN A O IR, fh oo B HE D

T3HEND D,

BT QA KR

The requirements of the other standards should be taken into account
in the workload of QA activities. The master schedule that QA has
access to should identify both GLP, non-regulatory studies and other
standards activities to allow a proper assessment of workload,
availability of facilities and possible interferences.

fOEEDERFHIT, QAIEHIOEFTREIZBVWTEEIND AN
EThsb, QAT 7 EBATE HEFHEEICIL, GLP, HH4D
RBEEOZOMOEREDIEE O F 25 E L., EBE., REO
FIHAREMER X THO a2 B ICFM TE2 X215 2
Lo

Risk assessment can be implemented by TFM to assess the impact of
all the other activities on the GLP compliance of regulatory studies
and adapt the resources for QA.

LT, £ O3~ T o7 £ i 55k

TFM X VU & 7 34l % &
WELIAML, QALY YV — R A IS S

O GLP E5FIC KIE T35
HIENTE D,

m%’%

m&

¥
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12.2. QA outsourcing or external QA

It is acceptable for personnel from outside the test facility to
undertake QA functions if the necessary effectiveness required to
comply the GLP principles can be ensured. Therefore, QA activities
may be entrusted to external QA personnel which are hired by TFM
for this specific task. This may be due to resource issues impacting
QA activities or because the test facility is too small to maintain
internal personnel dedicated solely to QA or necessary to inspect the
activities for which QA is not independent.

122.QADT U MY —v v 7 XIIHNEH D QA

GLP JFHIZEF T 572 DIC L E R ANENHERI N T WD

A ABRMEHEADONED QAMREZSIEZ T LIEFTFAIN
He DFED, ZTORBTEOREBEDZD O TEFM 1T X » TE L4
DO QAMHYEFIZ QAN ERFESINILENH DH, T i,

R BR i 5% SN BB THERIC SR O N B A HEFF T E R0 T QA
DM L CWARWEBZRHET 2L END D L <IE QA IEH
WCBE R 250V —Z2AOMENRK & 72> TWAH RN H
Do

When QA activities are undertaken in the test facility, all
requirements for internal QA personnel apply to such external QA
personnel (e.g. relevant and adequate training to conduct the
entrusted QA activities, definition of the role, responsibilities and
functions in the test facility). Their training files should be retained
by the test facility. A statement on undertaking of impartiality,
confidentiality and conflict of interest may also be included.

QATEEN MM B ik THRM SN 256, A QALY HFITHT 5
TANTOEMBT, B QALY HICLEM SN D (Bl X, &
RSN QATEEN 2 FEMi T 5 72D O o 13 I bHE . BBk
Mgz 2B 5 &E, RELACEEOER), TLLOHET 74
M, R CRFT OLER D D, BNV, THREHE. A
WHARICET 2B ED LI ENTE D,

TFM is responsible for a mechanism to verify the effectiveness of the
external quality assurance function.

TFM (39058 QA BEBE D B 1 2 MEET DM A I DWW T O FHE
EHLTWS,

There should be a detailed service level agreement or other
appropriate documentation that clearly identifies the services to be
provided and defines the responsibilities of the two parties (e.g.
external QA and test facility). Frequency and nature of site visits may
be defined and should be in accordance with QA SOPs. It is the
responsibility of TFM to consider a contingency plan to cover
absences of the appointed contractor.

I LZ2Y— A ZHAEICHEL. MEOEMLEERT D
MY —ERALVRAVAEENTZOMOEY 72 CESLETH
% (21X, A QA K OVERBRME R IZ D\ TC) M X Eh [ o BEE
EMHEEERTHIENTE, QAOSOPIZHEI D ET 5,

B4 ESNEFBEAETOREEZ I AN—TFT 57200 REAFRIERZ
e+ 52, TFMOEETH 5,

The relevant QA SOPs applicable to the services should be specified,
approved by TFM and retained by the test facility. If the test
facility’s SOPs are used, there needs to be a mechanism to ensure

- RIS DEEET S QA D SOP I, HiE &, TFM
RV ERREEIN, RBRERICRTETHILELD D, ARG D
SOP NfEH SN2 GAE. ZitE g+ 20— R IC#EH I
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that the contractors receive any revised or new SOPs that are
applicable to the services they provide. If the QA SOPs are produced
and maintained by the external QA personnel, such SOPs should be
authorised by TFM and TFM should hold copies. This should be
specified in the service level agreement that is approved by TFM.

LWETHZ O XTI H B O SOP A EFIZZ T HEMA N LETH
5. QA D SOP WA D QA H EFIZ X - TIERK - #iFFS L b

BA. Y% SOPIZI TEMIC X » THERBEN., TFMIZE L 2% 1F
TAVLERBLLS, ZTHNITTEFMIC L > TEB I —E X LN

NVNEBEICHRZLINDOIRETH D,

The affiliation of study-specific external QA should be clearly
identified in the final study report corresponding to those activities
conducted by the external QA, in order to identify the reliance on an
internal or external QA activity.

LS QA DFFE DR ~D B EIZ oW Tk, WEE XM O QA
BN ~DOB G 2B 272010, S QA 2N FEHE L 7= 1K 8h 1 %f
TORMBIMEET, AHIIHRETOILEND D,

12.3. QA and assessment by third parties

The test facility can be subject to inspections or assessment
procedures requested by a third party. These external inspections
could be mandated for instance by the sponsors or by the local
regulations.

12.3. BE=FI1C X % QA L 3/

MR R . = E D ER S A SR FNE D k5 & 7R
LB HDH, TNODOIAEHFAET., B 2 THREFEE OB M
DODHHNZ L > TEBEMHFTONTWDIHERH D,

For these external inspections or assessments, QA may be the main
contact of the third party auditors and may ensure the organisation of
the inspections and the follow-up activities.

INDOHNEBEEXITFEMIC OV T, QAIXE " FEEANDOER
B L 20 HELC T+ n—7 v FIHBHOMMEHRT D
SRV H 5,

The outcomes of external inspections when considering the GLP
compliance of the test facility should not be considered as part of the
internal QAP, but may help QA and TFM to assess site compliance.
Their outcomes can be used as inputs when performing the risk
assessment for defining the internal QAP.

BRI O GLP # A4 RT3 2 B 04 A o R R 1L, Wi
QAP @ —#B L R+ _R&E Tl v, QA LT TFM 23 Jifi % o i
AMEEFM T D2OICENDLEERNH D, TOMEIT. NE QA
Tl T AEERZTDHEDODOY) AT T ERARA L N EEET DHE
DAV Ty hELTHEHATE S,

The compliance status of any test facility is the responsibility of
TFM. Inspections conducted by the GLP Compliance Monitoring
Authorities should not be considered as internal inspections (e.g.
they cannot replace the facility-based inspections), even if they
should usually cause corrections, a corrective and preventive action

plan and its implementation.

TRCRBBRO I T T4 7 v AMEHEIE, TFM O 5% Th

5., GLPEGME=% U 7Y /MNP IT o lEIX, B, BIE,
FRIEM O TR E B NS F DO EBMRLERIBETH- T

B, NEEE L AR+ & TixRy (B iE, igxX— 2D
BICEEHZHZ LFTERN),
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