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1. FOREWORD

1.F X

The following paper was developed by a drafting group of the OECD
Working Group on Good Laboratory Practice (GLP). The drafting group
was under the leadership of Thomas Lucotte (France Medical Products)
and Stephen Vinter (UK) and included representatives from Argentina,
(Medical Products), Denmark (Industrial
Chemicals), Germany, Japan (Medical Products), South Africa,
Switzerland, the US (FDA) and the US (EPA). The paper discusses the
relationship between test facilities and sponsors, and how the GLP

Belgium, Denmark

Principles provide a framework for ensuring the independence of study

directors against possible undue influence (both intentional and
unintentional) on the conclusions of GLP studies.

his document is published under the responsibility of the Joint Meeting
of the Chemicals Committee and the Working Party on Chemicals,
Pesticides and Biotechnology which agreed to its declassification on 30

April 2020.

LR @O 3CFE L, OECD GLP (Good Laboratory Practice) (2R3 % {E
EMEOEREER I NV —T Lo TERENELDOTH S,
HREERZ Vv — 7121, Thomas Lucotte (7 7 » A [EFEHELS) &
Stephen Vinter (A ¥ U X)) OEHETFT, 7TLEyF | XF—
Tryv—7 (EEHERKDL)., 7 vr~—27 (LEMALFER) . KA,
AAR(EREHAERL) . H7 7Y B, A1 A KE (FDA) . K [E (EPA)
DREZNZIML T D,

AR & B LGS & OBk, WS GLP RBR O am izt 2
WEOFE (BRI ERERKBOMT) 2% LT, GLP JFAIZ
RBRELEOMN M ZHERT D220 ORMAE &0 X 5 I L
TWVLHENIZONTIHERTEEDTH S,

ARICEIL, 2020 4F 4 H 30 HICHEMRICEE LITLFHEEZE R
CbTFME - RBIE - ANA LT 7 e —FERHEOAFESED BT
DTICARINTEHEDTH D,

2. INTRODUCTION

2=

There is a perception that sponsors may have influence on the conduct

B EREA 1L GLP B O BRI W A2 LT T RN H 5, A

of GLP studies. This document is meant to further strengthen the | E X, MR BEMLF OHE R Moz BN E L TWVW5D,
independence of the study directors.
3. SCOPE 3. &

The purpose of this document is to clarify the requirements of the GLP
Principles regarding the relationship between test facilities and sponsors
and the documentation test facilities are expected to maintain about
those relations.

ARICEOBE, B & WBREFEE & OBMRICET 5 GLP R
QOB L XEZHMICT L2 L THY  ABlEHRIZ. 2 b DHE
RICOWTHER T2 Z B8 TWD,
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This document presents possible scenarios in which the sponsor could
possibly influence the outcome of a GLP study and the steps a test
facility can take to maintain confidence in the independence of the study
director.

ALFEIT, MBREFEE D GLP R OR R I E 2 KT TRt
ooy T I A LABREEEOMSEMHICH T 2EEHZMERE T L2720
BN ED I ENTELFIMERRTLELDTH S,

OECD Advisory Document No 11! the
responsibilities of the sponsor in the application of the Principles of

discusses role and
GLP and outlines both the explicit and implicit responsibilities of a
sponsor necessary to fulfil his or her obligations. Although this new
document is addressed to test facilities and test sites, it will also provide

valuable guidance to sponsors of GLP studies.

OECD 7 R/NA # U —3CF No.11' {Z. GLP JFHI 0 12k 15 % K
BEXZOERB L HFBLICOVWTHER, RBREXEZORB L R-T
O ELR, RREZFEZEOPARINTWSLELE LRI R
ENTWVWAIEROM 2R HEDTHD, ZOH L rE TR
Brfiat & RGBT 238 & LTnbH 2, GLP REBEORBREFEH I
bEEREHZRETIOOTHLH D,

! The Role and Responsibility of the Sponsor in the Application of the | 1 GLP J7 R # /H 12 & 11 & #A g F &£ & 0 & % & &F (T
Principles of GLP (ENV/MC/CHEM(98)16) (ENV/MC/CHEM(98)16)
4. RESPONSIBILITIES 4. B

The sponsor initiates and supports, by provision of financial or other
resources, non-clinical health and environmental safety studies and/or
submits such studies to regulatory authorities in support of a product
registration or other application for which GLP compliance is required.

RBREFIL. B XITZOMOBEM ORMIC LV | fE L BREIC
X o EMIKZ 2R Z A LT, BB L, GLP BHA N EK S
NDRMBESLMORGELXFT L2200z, Bl )RICE
45,

The study director has the ultimate responsibility for the scientific
validity of a study. To ensure proper independence, it is strongly
recommended that the study director and the sponsor representative are
not the same individual.

AMBREEE I, MBROBZENZ A VW TRBENRELEEA D,
WY M 2 MR T D o0 ic, MBREMLEA LHBREFEE M OR
RETFR - AW TIE 2w MR EIND,

Test facility management has the formal responsibility for the
organisation and functioning of the test facility in compliance with the
Principles of Good Laboratory Practice, and, as such, should ensure that
the conduct of studies are free from external influence that could impact

the compliance and conclusions of the studies and/or the test facility.

EEE A T B ER O MRk & HEREA GLP R H A BEsF4 5 K 9,
ERXARBTELErA->TBY., oD, GEEZMEIT) GLP JHHAIO
EBEF, ABoOSRELITHABRGEHRICA NI V25 XD B4
B LT MBRMERTELI LI LARTNIERD
AT
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5. A SPONSOR WHO MAY DIRECTLY BE INVOLVED IN THE
STUDY

5. ARICEXBEE T 2RO D 5 AREHREE

The sponsor organisation can be directly involved in the conduct of the | RERZFEHE X LT O X 5> G A ICIX, RBOERICEERE S35
study in the following scenarios. ZENTED,

The organisational design of the sponsor and the test facility should | flfk Al I B W T, REBREFLHE & %ﬁ%ﬁﬁﬁﬂ EI 2N B I E &
ensure that roles are clearly defined. Transparency regarding study and | 7L CW 2R T L IE 72 & 7o v, R BR K OViE 3% 1 & %}EE WEIZET S
facility management decision-making is critical; therefore, systems | ZEHIVEIZIEFICEHE ThH LH720, AR OFEM %2 HBFE L. GLP JH|
should be in place to retain documentation and correspondence required | D EF A RFET A7 DI M B R LEKX PHBELERFET L2700
to verify study conduct and demonstrate compliance with the GLP | A 7 AT & ThH 5,

Principles.

In a multi-site context, the sponsor and one of the test sites involved

in the study belong to the same organisation. For example,
bioanalytical phases in non-clinical safety pharmaceutical studies are
often performed by the sponsor as they have the experience and

knowledge of the test item molecule.

BEEHITRBR T, RREZEEIRBRICEETIRABRBERO—D L
LTRICHBZIZBEL WS,

Bl 21X, FERIR L 23R T
LA TWb 72,
T5HIENEZN,

AR ZERL A SRR E BT D Ak
AR 22 BT A DS B W T B 43 A B B A SE i

In such a situation, communication between the study director and
principal investigator should be suitably documented and retained to
allow study reconstruction. The study director must take the overall
responsibility for the conduct of the entire study. Therefore, direct
communication between the sponsor and the principal investigator about
a study that excludes the study director must be avoided.

XA RBREEELABRTEIEEOR DI 2= —
a v EEUIICENAML, RBROBHEEZATREICT L2 OICHREFL
TBELIRETHS, ABRELEFEIABRoOLETELZADRTLIE R
LRV, LR T, RBRICHOVWTHBREBELEYBR W T., RBREE
FLRABRIEFOR CEE I 2 =r—va a2 d b L
RITHIE R B u,

In a multi-site context, the sponsor conducts the pathology peer-
review. In this situation, it may be justifiable based on the fact the
sponsor has experience with the test item gained during the development
of the test item and has a greater understanding of its toxicological
profile.

HEESEHRR T, RREZEELEVFREZHOEL T V2 —2EET D
i}/ifl:lo

IOLOGAeE, RBREFZEDIEBDEORE R ICE-ELEFEN
Tu 7 AN EIDESBEBELTVAELEWNW)IHEEICHESWTIEY

ftEeh 2 AEEND S
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To allow for the full reconstruction of the histopathology outcomes, it
is expected that the test facility will document and retain all relevant
the all

correspondence regarding the histopathological evaluation of the slides

details on organisation of the peer review including

used for peer review between the sponsor and representatives of the test
facility and the peer review pathologist in the study file.

REMBR AR EO R BHBELZAREICT 20, RBRELA.
X RN EZELOE T LE2—YaY 2 NEDE T, 7 L
Ea—llEHEINTEAT A4 FEROFIEMHEFZWIEMICET 2T
RTOFM (REREEEL) 23XEL, RBET7 7 4 VITRET
HZENRRBEHIZROLND,

In a multi-site context, the test facility and the sponsor are in the
same organization and the role of the test facility is limited to the
location of the study director. Under this scenario, all the experimental
phases of the study are carried out by principal investigators in
contracted test sites that could be located in other countries.

BEEFHART, RBRER CARZEFIACHEMZENICHY . R
BEROBREIRRBEEEOHREMIRESNIER. 20 L)
A RBROT N TORMBEME T, MEICHRE SN D TEED S
LR INTZHBGTORBREEEFICL > TEBINDLIARETH
2o

For such a situation, it is expected that the final phase reports or all the
raw data generated in the study phases (or authenticated copies) should
be available at the test facility.

ZOXI R T, REEEO®REE, NITHBREE THRONT
ETOET =2 (FFRAEF A = v —) Rl Bfiasx THI M e T
o EBHFESIND,

The test facility where the study director is located should implement
systems to comply with the GLP Principles and is subject to a GLP
inspection by their local GLP compliance monitoring authority.

RBRELEPEE SN TV DR IE. GLP JRANCHEM L 7= >~
AT AHHEANTRETHY, MO GLP EAME=ZY 74 )F
XD GLP IR AEDORSR LD,

Staff from the sponsor can act as study personnel. This may occur
when the routes for administration to animals require a specific surgical
procedure or in viral clearance studies where the experience of sponsor
staff is requested to mimic the process in a reduced scale.

RREEEORF y 7 RRBRUFEF L L CEEZR LT LA T
EH5E. 2L, B~ O 5D FER IV ILE & 2
LT HBAERL. TANA T VT T UARBRICBW T, /S
BETCT o A2 HMT 57-DICKBRELT RS v 7 ORBRNEXR
ENHLEICEZIVESD,

In such a scenario, sponsor staff should be considered as study personnel
and fall under the control of the test facility.

COXIRGEICIE, RBETLEAY v 7 XA FE & g S
N, RBREHFROEHEFICEIDLIRNETH D,
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Therefore, documentation on competence, training of the sponsor staff
in the GLP Principles and in relevant test facility SOPs should be
retained at the test facility. The competence of the sponsor staff to carry
out their tasks in the study should be approved by the test facility
management. These requirements should be fully described within a

contract or technical agreement.

L7 -> T, /. GLP JFRHI L OB 3 5 3B i © SOP 2B 9
LZRBELEEFEAY v 7O BICET 2 CET, ABRERICHRE S
NAREThHD, RREFXFORY v 7RRBREB L FITT HHE
iE, EEEHEICL S TARBINDIRETHD, 26 0EM,
. BRI EIEIFZOBICETRHEINDINETTH 5,

The involvement of the sponsor staff should be described in the study
plan and the fact that they were supplied by the sponsor organisation
must be clearly stated.

RBMEFEE ALY vy 7O IZ O TIE, BWERGEHHEHICRHE L, AR
ZREEPDLDIIRES NI L 2WEICRET L2 TH D,

Any work carried out by the sponsor staff should comply with the GLP
principles and facility procedures and be fully documented. Any
deviation from the study plan or from the SOPs in the sponsor staff work
should be reported directly to the study director.

HBMELEAY v 7P EK L7ZETOMEEIT GLP O J & OV i a%
OTFNEEBSF L, eI LEINRT RS v, 3B G E
DOBMPL, XITHBREFLEAY v 7 OIEFED SOP b O i i,
HABRELEFICHERESINLLIRNETTH D,

The final study report should describe the role of the staff from the
sponsor in the study experiments. As the study director should state any
deviations from the Principles and their impact in the study report,
deviations generated by the sponsor staff should also be reported and
their impact assessed.

REM R REHREEICE, RBRERICBT2HRBRETEEARAY v 7
DEEEZFTLETRETHD, RBREMLET L, HEHREEIC GLP R
Hioo@l &0 Bri#fi I XxThbsrind, RREEE A
Ay ZIZXDBBIZOVWTHEHE L, TOREBLZFHMT XX TH
Do

The sponsor assumes the role of Quality Assurance (QA) for the
study (or nominates a contractor to conduct the study specific audits).

ABREFLE DS, RROBEMERIE (QA) DRBFIZHSHE (UL,
MR AREEYERT 52 DICHRAETLRLT 256,

Such a situation may create a conflict of interest and jeopardize the
independence of QA. If this situation cannot be avoided, it should be
fully justified in the study plan (for example specific critical phases that
require specialist QA personnel to be inspected). The test facility
management should officially appoint this external QA in order to
approve their appropriate qualifications and independence.

COXIRRIIT. FIRMEKAEAEL S, QA DA G S < T
LAEHEERS D, 2O LI RRWERT D ENRTERVEEIT,
AREBHEEOF THYICEYLENDIRETHD (B 21X, HED
QA HYFZ OEEZ VLB LT HOREOEE R 7 2 — X L), EE
EHF T, HOREREMIMEEZRKRT LD, 204 QA &
EXICEMTIRETH D,

Documentation on training for the necessary expertise and experience
of the external QA should be available at the test facility.

MBI MR SCRBRICE T 548 QA D b L —=v T O LEE
KB TAFLTEBLIRETH D,
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Any audits should follow the test facility systems for reporting to test
facility management and the study director.

S QA BEMT AW\ rEAEL, HEFEHEELXORRELE
WCHET D01, RBRERD S AT AWK RETH 5D,

6. A SPONSOR WHO MAY BE INDIRECTLY INVOLVED IN THE
STUDY

6. ARRICHENICHEET S WREDCD ZHRBREFESE

Contract Research Organisations (CROs) that act as test facilities and
test sites undertake GLP studies on behalf of a sponsor. The nature of
this relationship could potentially lead to a sponsor exerting pressure on
the test facility and/or test site with respect to the conduct and reporting
of the study. It could also lead to a desire by the CRO to meet the
needs

customer’s while neglecting the need to ensure that the

compliance of the study and the integrity of the data are not

compromised.

B R X OREBRGHT & L CHEET 2 5EF 2086 B (CROs) I3,
AR EEE IR > TCGLP R A EMT 5, ZOFROMEE L,
B ZEFEE DB O F i OV E 2B L TRl s o sl R 5 o i
JEN N T DR REMENRD D, 72, CRO TR O GLP JFHI#E5F <
F—AOEENERNELRbREVE YT I NEEEZEM L TR
FHEDO=—RIZIEAZTLEI WJHEMELD D,

Therefore, correspondence between the sponsor and CRO should be
retained to allow full verification of all study decisions and the input
received from the sponsor.

LEen->T, 2ToRBROMHERMER LHABREZFELE P OB &z
FEARNWCKIET 5720, RBREFEHE L CROMOEE TR DN
TThHD,

6.1. Common scenarios

6.1. —xW 72T+ VU %

In a multi-site context, the test sites could be chosen by the sponsor
and not by the test facility management.

BHEETRROGE. RBREROEEFHEE CIIR ., BRRE
ERRAREFZ2ER T2 D%,

If parts of the study are contracted to subcontractors by the sponsor, the
sponsor should be aware that the responsibility for the whole study
remains with the study director, including the validity of the raw data
and the report.

ABREREDRABRO — M2t OZFEHBICEZLT 25610, &
BREFLEIET -2 ROMEEORAEZE D, RBREEKOEIE
FRBREEFICHD I L2RBTRETH D,

Therefore, communication between the test facility and the test sites
should be retained by the test facility to ensure that the study director
is the single point of control. Direct communication related to the study
phase between a test site and the sponsor without the involvement of the
study director must be avoided.

LMo T, Btk & SRR AT & o fE ek, SRR ELH 2 M
—EBEEZAESTWVWAZ L AWHMEICT 7010, RBRERICHRES
nNoRxTh s,
ABELEOMBE LR LI,
BB L - BB A a3
XThD,

REBRGT ERBREFEE & oM TRl E
2= —varyEiTH Z EITRET AR
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The draft study report is reviewed by the sponsor before being
finalised.

BEEKBREEODERII, BKILEINIFICRRBREZFHEFICL-»TCL Y
=2—3h5,

To demonstrate the extent that the sponsor commented on the final study
report, it is recommended that relevant correspondence between the
study director and the sponsor and/or draft versions of the study report
be retained by the test facility.

KB ELEDPNREREZICIA LN LENEEZRALNCT A0
W, RREMLE LRABREZXL LOMOMEE TECERKRFEEDHE

FrlBEP"RE L TR R IND,

It is strongly recommended that the study report be audited by QA at
least after the comments of the sponsor have been integrated by the
study director.

REWMEFT, PRCLEVRAREFLEO I A PBARABREMLHAIS
FoTWMY ELDOLNTHEIZ QA ITKIERZZITHZ LML
RSN D,

The sponsor may delay the review of the draft study report, the
provision of test item documentation, or the completion of the study
after the end of the experiments. Such a scenario could lead to delays
in the prompt reporting of the study, failure to close the study, or a delay
in study archiving (which increases the risk to the integrity of the study
recorded).

HRREZEH L, BERBEZEOERD VY2 —, HRVWEOXED
B, XIEREKTRORROETE2ELESAIBERID DB E.
ZOEIRGAIE, RBROBELRBE ORI, REBEOK T OREE,
XIFRBROT — A4 TORE (ZhickyidEksnzA Roxse
HIZXHT VR BHERKT D) IZORDBDDIAREENRD D,

To avoid this situation, it is strongly advised that test facilities define
required timelines in the study plan or in any service agreements or
contracts. For example, a test facility could include a maximum time for
the sponsor to review the draft report after which the final report will
be issued by the study director with or without comments or additional
required information from the sponsor. This scenario should also be
considered in multi-site studies.

ZO XA EIRET D 0T, BRI R R AR R T
— B R T 7Y —=A P L ERHICBWTERIND XA A
TAVEEDDZ ENBSHERRIN D, Bl 21X, BRI, KB
FEDPREEERZ L2 — T 2500 KRERMEZHRITLZ &
NTE, Tk, ABREMLHF T, RBREZFLEZNLLOa A 0B
DOMBEREHROGEIZ PO T, HEREZELIERT D,

COVFIFIF., BEEFRBRICBVWTILEZEEINLIRXTH 5,

Sponsors always play a primary role in test item management. The
supply of test items by the sponsor without an appropriate level of
characterisation information (especially when pre-prepared) can be
problematic. The transportation of the test item to the test facility is also
a critical phase for the integrity of the test item and is often managed
by the sponsor.

RREEZ I KB EOBTBRIBVWTE L FEREH 2R T,
FRIZ FRTME 2 9 2 A 3@ U] 2 R e 2 L CTRBR B FER 25 1
BB AT 22 LT MEICRVED, ABRGER~DHEBRYE
DEES ETo  ERMEOTEMEIC L > THELREBETHY . £<
DEE., MREFRENEHRT L,
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Test facility management is responsible for the test item received by the
test facility being fit for purpose.

FaER
EEHAAE I, RBREENZ TR~ ENERICES LT
Wbl E%ﬁoo

OECD Advisory Document 192 provides guidance for test facilities on
the expectations of national GLP compliance monitoring authorities on
how, among other things, test items are transported and characterised. It
will not be repeated in this document.

OECD 7 F‘/v’*f‘) — 3 192, %@ GLP B aMtE=4%1

TERN EICHEBRE N DO LX) IcEmE IS B ibEn s nic
OWT\ﬁ&%m»%ﬁ?éhkLOPT®ﬁ4ﬁVX%%@L
TWb, ZOXETIEFHRYRI 20,

2 Advisory Document of the Working Group on Good Laboratory
Practice on the Management, Characterisation and Use of Test Items
(ENV/IM/MONO(2018)6)

PGLP fERSZ DT FANL Y = F, RYE O EFH, 1R
K CREHT 1220 T(ENV/IM/MONO(2018)6)

Communication between the sponsor and the test facility related to the
test item should be retained by the test facility.

PR I B 5 B EREE & IR R oo @
fiEx DRIFTNETH D,

EEVE I ES

If characterisation data are not fully disclosed by the sponsor to the
contracted test facility, and the test facility has not performed a
this fact
report. Incomplete

characterisation themselves, should also be explicitly
the the

characterization of the test item may result in a critical deviation from

mentioned in final information on
the GLP Principles depending on the extent and nature of the missing

information.

PR R REE DS A L 7o A B AR (S BR W L O R R R A 58 42 1T B
AL TELT . B T Kk nq:{ﬂﬁ%?TOTU\fﬁb\iEél\\u@%

ELERMEBREFICHARTILEDR D, HBRUWEORMEICET S
WA ATEEREE., ARLTWDIEROHEHM & MEE _J:ofﬁi
GLP JFLRI 2 b B RN & 72 D ATREMEDN & 5,

6.2. Less common scenarios

6.2. DFEV TR (A VLFXa2TF—7R) IV A

In a multi-site context, some sponsors indicate that a phase of a
study is too technically difficult to be performed at a GLP test
facility and wish to conduct the phase in their own non-GLP
laboratory, even if potentially suitable GLP test facilities exist.

BEEGEFRBRIIBW T, —HBORBREBFEE L. GLP RBEHR TE
T HICIEERNICHETHD LEWL, GLP ARz EEATRER
HWERNHDHITHEPPLOLT, ME DI  GLP gk T—# & Eii L =z
WeEZXTW5S,

The study director must maintain his or her responsibility for the
conduct of the study, and must be aware that some GLP monitoring

REBREMLE L. RBROFEE
—%@Gw%*5)yﬁ%ﬁ#

WX T A ELZMPF LR TINE RS T,
HEHNEOBMEERINDS Z

authorities require notification of the proposed activity and will need to | & X°, FE GLP Mgk fE HO KB A2 T AL ENH H Z & 27k L 72
give their approval of the use of any non-GLP facilities. < TIEWITF 22wy,
When commissioning a non-clinical health and environmental safety | ftfE & BRIZ IC kI T IR Z 2R 2T T 2546, ABREGE
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study, the sponsor should ensure that the test facility is able to conduct
the study in compliance with GLP and that it is aware that the study is
to be performed under GLP.

HIX B E R S GLP ICHEHL L Tk 2 Efii T, B2 GLP F T
ESNDZ L EWRBTILNERD D,

Nevertheless, if a sponsor chooses to conduct a study phase in a non-
GLP site, communications related to this choice should be maintained
in the study files by the test facility.

T b b3, RBREFLHE D IE GLP sk TRERO — %2 %=
MidTHZEAER LSS, TOBRRICET 2EEDHEIT. AR
MEex W ER 7 7 A WVITRFE LR TR b 720,

The study director should clearly indicate in the GLP compliance
statement in the final study report the non-compliance of the test site
and assess the impact of such a deviation to GLP and on the validity of
the study.

R EEE T, ZIEREEZEOMR T, REBRETO GLP R4 %= 1
L., ZTOGLP DO EELRBRDOZ Y ME2FTMT X Th S,

A sponsor may decide to perform vendor audits during the conduct
of a study to ensure that the study is conducted in compliance with
the principles of GLP.

HBREFEEFX,. R GLP JRAJICER L TCEBEINLTWVWHZ L %
BRI HHIZ, RROEBHFICARREREEDEBELZIET S
TLENTEDHHAE,

In this scenario, the audit, if conducted during or after the study, should
remain independent of the test facility’s systems and not influence the
outcome of the study (see scenario above: “The sponsor assumes the
role of Quality Assurance (QA)”). The test facility is responsible for

documenting any deviations relevant to the study in their own systems.

ZOYF U AT BB SOIBERE I I S D AT R
ROYAT AL L REZHFEL, MBROBRICEREL S
ARVWEICTLHMENS D (ERROT T IV A2 [RBRERT
FixamERIE (QA) O&HE M 1),

MBI ERIT, MREHF DY AT A THMAICEE S 5 RN E2 XCEL
TLOERELD D,

A sponsor may decide to terminate the study in progress before it
has concluded.

RREFEED, ETFORBRERPHIMNICRAROPIEZRET
HILEBRTEDHHAE,

The early termination of a study may occur prior to, or after, the
completion of the experimental phase of the study, but before the data
has been assessed or incorporated in a final report. In both situations, a
study plan amendment must be produced in order to provide an
explanation of why the study was terminated. Some compliance
monitoring authorities may expect that the key findings up to the point
of termination are summarised and that the summary report is subject to
a QA audit.

ABORMP 1T, RROEREBEOK TRIITK TR, 7 —#
FEAMAT, 5 W RKEREEICHIAEITADIENITDAD, WTh
oAb BRI INT-HEABAEZHAT 0, RBRFEEDO
ERELERTLOILEND L, —HOBEGHEE=2U 7 HFEIX,
ML S ETOTELRRBRELENEN S, BHOREEN QA #
BEOXBIZRDZERRDOLND I END D,
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To ensure the termination of the study is done in a controlled and
transparent way, the test facility should retain communications from the
sponsor that justify the decision to stop the study. The same process
about documentation should apply when the sponsor asks for a GLP
study to be changed to a non-GLP study.

REBROP IR, BFHINTEEWEOD 2 HIETIToRIZZ L 25k
FET Dol BRI, RBREFEE b OB P IO E & IE
‘é’l{hﬁ“éi&i%&%ﬁémﬁ“éz%ﬁ%éo ABREFEHE DY GLP B & 9
GLP ABRICEAE T 5L O ICEKRTHEE L. FAKOFIHZ @M
DMHEND D,

Terminated studies and studies for which the requested status changed
from GLP to non-GLP
schedule.

should be indicated as such in the master

kSN2 B, KORBRO S BbEREI NI RAT — X XN GLP H»
LI GLP ICAEE I NT-HABRIX., FEEBICZOFE LW T HILE
N D,

Sponsors can request test facilities to generate interim reports or
intermediate results of studies that are conducted in accordance with
GLP. An interim report is a report of a non-completed study. Interim

reports are requested by some receiving authorities in specific

circumstances, for example, in case of public health alerts to expedite

RREFEE T, GLP - TEB SN IRBROPRMEEFE N ZTF
MHEROERZABRBER CEKETDIZ LN TE D, THEEEL
T RETORBROBMEET Th 5, THREMEEFT, 6l 2 1 XAREE
FOEEWRENH - 72HEIT. WK BT OB Y E O R T ke

HERDLD, HD2VEFHEMEICHETIHERZINET LD L,

the availability of the test item for clinical purposes or to collect | FFE DKW T T, —HOFEEL MO ERIND,
information on its toxicity.
It is important to note that the GLP Principles only recognise the final %ﬁ%ﬁff*% EWET ORKREZETOR GLP JRHINBEFI N &

study reports to report the study results. Thus, there is a risk that an
interim report will not be accepted when submitted to a receiving

DB ENDZLzMo TBL ZLEFHEETHD, TOD, TH
MEZEPLRPLERSIN TV RWVWEEIZE, PRSBEEN TR

authority for decision making if such a report is not requested by the | IR ED L DICEEYRICHH I N TEZEH IR WI X7 03 H
authority. D,
Nevertheless, there is no objection to issuing interim reports or [ £ 2 1EE 9 b DD, REBREMLHE O GLP EF OBk 2 5 & 72\ o i

intermediate results that do not contain any study director’s claim of
GLP compliance.

HEESCHBMRZELT L2 LICEMmITRV,

A sponsor can decide to conduct a complex study across several
studies (not in a single or multisite study but split across several
individual studies). For example, the in vivo phase of a chronic toxicity
study may consist of one independent study, the bioanalytical phase on
the plasma specimens may constitute another study, and the calculation
of the toxicokinetic parameters a further study.

RRZEFEE R, BHORR (BE—HERXEFIEEBFICIIRRT

2, BEROBEHNRRICFE L TERET D) bté?ﬁ‘\:ﬁ%
&LT%B@T%:&%H&%?‘%’&ﬁ'@%é Bl 203 18k

Bk D in vivo BRPEIX.
DM L 7R B, é%
ko 5,

R R D A2 ) 22 1 45 *ﬁﬁxﬁbb%%ﬁm?‘éﬁu
L TK N T A — X %23 EH T 500k T
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When several studies are presented to a regulatory authority in a single
package, the responsibility for the integrity of the assembled package of
unaltered final reports lies with the sponsor. However, it is essential that
if this approach is adopted then all studies must be suitably transparent
to reconstruct the performance of the work package. Each single study
must comply with the principles of GLP with study plans and reports
containing clear links to the other related studies.

BEEORBPHE -0y r—Y THEIYBICRBENDIHA, &
EORVWEMBREED Sy — VORI T 2 EEITRARE
ECHD, L, ZoT7 Tu—FERATLIHEE,. TITOR
BRiX, FERNy r—VOMRBEZHEET 2-DICHEHY) &M%
BETAHZEMAARTH S, lHx ORBIL GLP O JEHI %2 #85F L.
fhOREE T 5B E OWMER Y > 7 Zor LR BREEE &K O
FEAER L 22T 6w,

Some receiving authorities may not accept a safety study that is
conducted as a number of independently organised GLP studies.

FTEYFICE > TIT, M2 L CTHBSN-2H O GLP #B & L T
Eisnd —2o0ZEMERBRESZ T AN WEEND 5,

In the context of each single study, study directors should define the test
item and the test system in the study plan and provide a conclusion for
their study in the final study report.

8 % OB T, B EALH T, ARG EE O P THBRME LBk
rERL, KEBEEOPTTHRBETTLERD D,

To define and characterise a test item of a stand-alone analytical or
calculation phase could be challenging. Furthermore, references to the
other studies that generated the specimens that will be examined in the
the
documentation (including the study plan and final report) to allow for a

study or the dosage results should be available in study

full reconstruction of the entire package of work. Transfer of study
materials between test facilities involved must be fully documented and
the documentation should be retained.

N U= BB IS H AR oS ELZTE L., B35
CEIRETHDL, EHIC.RARBREROELLHEENAREERD
Eoc, BATAHIEREZELIT-ODOMORBRLKE-EE2S T
oo, B E R EZLAVEKBEELZ ) IZF0H
SNTWNDHEREITHDH, BHFETH2REBEMxME CORBREE OB H)
FERIIELRL, ZOXEZRFLRTNLIER SRV,

Sponsors may request CROs to reopen reports by amending them to
add additional data.

RBREFEEIT. CROCKH LT, 7—F2BMNTH2DICHREEFED
BEEZEKBETDH I LETES,

The OECD Principles of Good Laboratory Practice provide provisions
for errors in the final report to be corrected and admissions to be
addressed by issuing a study report amendment. However, it would not
be appropriate to use a study report amendment to facilitate the
reanalysis of data or the addition of new data to a final report except
under exceptional circumstances.

OECD GLP 05 HIIE, WM& ER D0 & A EOET &
RATTH L TROLND LI CHEL TS, Liv L, B2
SAERE . T X O WM R E B~ DH T — 5 D
EME T B I R EME T RS ICEET S LT
AN

Exceptional circumstances would include requests from receiving

IS 22 RIS IE . GLP B O HHZ RO 2 F AL RO O HiF
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authorities to reopen a GLP study. Such requests are usually made so
that data can be reanalysed. For example, studies may be reopened to
reassess statistical analyses or to review histology findings.

NEFEND, ZOLIDBREFHITEE. T —XOFMITZ2ITO 12D
Thhvd, Bl 21X, et O FR-<CHBEZHIITR o RE L O 7=
DICHRBREZHHET 20D D,

Monitoring authorities will usually not allow a study to be reopened if
the test facility or study sponsor wants to reanalyse or add data.
However, most monitoring authorities will assess each request to reopen
a study on a case-by-case basis.

T Y 7Y FITER., RBREX XITHAREZLETLN T — X OHF
THREMEHLET 256, RBOBRALZFF AT LAV, LML, 1Z
EANEDE=HFY U THERIE, F— AN —A2ATRBROFEHO
BAKHE &2 FEm T 5,

If a GLP study is reopened, any changes to the original text or the
addition of new text must be presented in the form of a report
amendment. All the original data must be retained in the final report and
the reason for reopening the study should be documented in the
amendment. If additional work is performed that was not required in the
original study plan, it should be covered by a study plan amendment.

GLP B A B INTZHE, X ~OEELH 272 XLHEOBEIMIX
WEZEODEEODE TR R LRIV LRV, 2 TORT — XX
mEMmEHFICRFSA, ABRL2HR LB ZEEREHICHE
Bl T 2620, YHPOFHEEFETELELEINRN-TE
MBHER AT ON TG EIX, FEEOCEETCOAN—LR2ITNIERD
AR

Sometimes a sponsor can supply specific reagents, equipment or
other resources for the conduct of the study.

RBREEEBVFEOERBOT-DITHEETORE, BB, XiXFof
DV —R2RMETEZLENTEIHBAE LD D,

In this case, the test facility management should ensure the conformity
of these resources and retain the documentation to demonstrate it.
Attention should be given to the transportation step that could affect the
conformity of the resources supplied (e.g. thermossensitive reagent or
equipment that may require new calibration after the relocation).

ZoLE, ABREROESEHEEIX. b Y Y —AO GLP # A
PEEMRE L. TN EZFEHT 2 CEZEEE LT IE R D 2w, G
SNV Y —ZA0EE %_%m%ﬁzéﬁ PED B D WhEAT v

TIWCEBZL I RETH D (B 21, 15 EZ AL HUSK 72 5 38 i 26
BRI TR EE VBT 5 REOL DR E),

Some sponsors may request, for exploratory research purposes, the
test facility to collect specific samples of the preparations of the test
item or of specimens.

RREFEZOFCI, RENOMEDOBHNDOT-DORBRIMER T, HR
WEORMDXIIREDCDHEEDOY LV IVINELZBERTIHAN D
60

Such tasks must be scheduled in the study plan to inform the study
personnel of such specific handling requirements. In such cases, these
activities should also be reported in the final report. Nevertheless, the
study director should clearly state in the final report that such sampling
and handling was out of the scope of the GLP study, including an
assessment that the additional sampling did not interfere with the

COXOREET. RBUEEEICMOE LI, BARK 7 Bk
Bz ABFtEEoRiIciifian TRz s v, 2o k9
RGAE. INLOREIREREECLRBEINIRETH D, &
Sz, RBRELE X, BMoY 7)o 720 V2 GLP &
BRo#wHNA THoT-Z L, RBOERE2 LTI, RKBRO GLP &
HEHEISLBEVWEWVWIFMEEZD, REREEICHTL T & T
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conduct of the study and did not jeopardize the GLP compliance of the
study.

b5,

The GLP Principles require that all information and data required by the
study plan should be included in the study report. Some GLP monitoring
authorities may therefore require that all data, including results from
exploratory research analyses, be reported.

GLP JFHIIZ, RRABMETLEL SNETRTOBMET — 4 %
EGRHEE I G DA LA TERL TS, 207 H. —HD GLP
=47 URE, BROFERIEREGCRTOT— 40
WEEZHERTI2HEERD D,

7. CONCLUSION

7. FE R

The potential influence by sponsors on non-clinical study outcomes is
an important issue and is not sufficiently covered and clarified by the
GLP principles and guidance. The sponsor’s actions and behaviours as
described in the scenarios above could possibly compromise the GLP
compliance status of the studies and/or the integrity of the data and the
study outcomes. This position paper clarifies the expectations of
GLP

recommendations in this area.

national compliance monitoring authorities and includes

RBREEEICLIFHERABROER~DEBEN 2 EBILIEE M
BMThY, GLP OFHAIE O A X ATIEE+RIc R —3nTE
L. A EnTWARY, EfovrF ) FicE#HshTnsd k)
RRRMEBFEE OITEE T AL, RO GLP E AR T — % KW
AREROTEEELEILSTLARERH D, AR T g o X—
NR—1Z, FEO GLP #E AT =%V 7Y FOIHFE2HMEIZ L,
OB TORHBEER LT L TWVWD,

14/15



Japan Society of Quality Assurance

e

— e AEEIEANB AR QA MFE S GLP & B 1 o F 4
2022 4= 9 H {ERk

GLP Ik ONE G MHE=4% U > Z7IZB 9 % OECD v U — X No. 21

GLP B Ol ISR BFLE DB L 5 X5 W HEMEIC SOV T D OECD DR Y ¥ g = ri—

YL - IR %

JR3E (FE) T OECD LU TOX A ML TABEA TN D,
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