OECD Nol6JREET L Ea—HA ¥V AXR (A ABEREES

2015.3.16
ENV/IM/MONO(2014)30 ENV/IM/MONO(2014)30
26-Sep-2014 201449 H 26 H

Series on Principles of Good Laboratory
Practice and Compliance Monitoring No. 16

Advisory Document of the Working Group on
Good Laboratory Practice
Guidance on the GLP Requirements for Peer
Review of Histopathology

GLP ¢ EAEHHREDRA]
No.16

T YY) —X

GLPU—X% VT I N—FDOT7 RS —&E

GLP Btz B4+ A RBEEG e 7T L E 2 —
HA B R

FOREWORD

The OECD Working Group on Good Laboratory
Practice, at its 24th meeting in 2010, established a
drafting group under the leadership of the UK (Dr.
Andrew Gray) to prepare a guidance document on
how pathology peer reviews should be planned,
conducted and reported under GLP. The drafting
group included representatives from the UK,
Canada, France, Japan (medical products),
Sweden, Switzerland, and the US (FDA and EPA).
The Working Group agreed key stakeholders in
industry should also be consulted during the
development of the document. The stakeholders
were identified by the members of the drafting
group, and included representatives from trade

associations, expert societies, large
pharmaceutical companies and independent
pathologists.

Drafts of the document prepared by the drafting
group were circulated to the key stakeholders and
Working Group for input. The 28th meeting
endorsed the final version in April, 2014.

This document is published under the
responsibility of the Joint Meeting of the Chemicals
Committee and the Working Party on Chemicals,
Pesticides and Biotechnology of the OECD.
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1. Background

1.1. The histopathological assessment of tissue
samples is one of the key endpoints of a toxicology
study, and the results obtained will contribute
substantially to the outcome and conclusions of
the study.

1.2. Because the assessment of tissue specimens
is based upon the expert opinion of the slide
reading pathologist, it is common for test facilities
to have implemented a peer review process
whereby a number of slides are assessed by a
second pathologist. The process is a means of
assuring the quality and the accuracy of
interpretation and maintaining best practices.
Although there is no absolute requirement in the
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GLP principles to conduct peer review, most
receiving authorities expect that some level of peer
review will be performed. This document is
concerned with the processes used to organise,
perform and record the results of this review.

1.3. The peer review process can lead to changes
in the interpretation of the slides and the reported
results, and potentially the outcome and
conclusions of the study. The purpose of this
document is to provide guidance to pathologists,
test facility management, study directors and
quality assurance personnel on how the peer
review of histopathology should be planned,
managed, documented and reported in order to
meet GLP expectations and requirements. This
document is a complement to the guidance
provided in section 3.6.3.7 of OECD Guidance
Document 1161, whose focus is on how
histopathology peer review should be conducted.

1.4. There may be particular studies where the
study sponsor requires that some or all of the
slides are reviewed by a specific peer reviewing
pathologist. This may be because the reviewing
pathologist is an established expert in a particular
field of pathophysiology, or has particular
experience of the physiological affects of the test
item under investigation. This approach allows for
consistency of finding terminology and
interpretation throughout different studies which
are investigating the effects of the same test item.
It is acknowledged that relevant experts are not
always employed by a GLP facilty and
consequently it may not always be possible to
perform the peer review in a GLP compliant facility.
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2. GLP Requirements

2.1. Any requirements for peer review performed
at the test facility or by external consultants,
should be clearly described in the study plan or
subsequent study plan amendments. This should
include information on how the pathology peer
review will be planned, managed, documented and
reported. It should also be stated whether the
review will be performed contemporaneously or
retrospectively. If some or all of the above
information is documented in an SOP a reference
to the current version of the SOP would be
acceptable.

2.2. The study plan or subsequent amendments
should provide an appropriate level of information
to allow reconstruction of how tissues will be
selected for peer review whilst allowing sufficient
flexibility to react to unexpected pathology
findings.
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2.3. If the pathologist that is appointed to
perform the peer review is located at a site
geographically remote from the site where the
study was performed there is no requirement for
them to be formally appointed as a principle
investigator. Because the reviewing pathologist is
interpreting data and not generating data it would
be appropriate for them to be considered as a
contributing scientist. The study director maintains
ultimate responsibility for ensuring that the peer
review process is conducted in accordance with
the principles of GLP (see bullets 3.1-3.3).

2.4. Details of how the peer review was conducted
should be documented and retained within the
study file. These activities will include information
on the identity of the tissues that were reviewed,
when the tissues were reviewed and by whom.
Notes made by the peer review pathologist which
are used to record observations during the
histopathological examination of individual slides
do not normally have to be retained in the study
file.

2.5. Al correspondence regarding the
histopathological evaluation of the slides used for
peer review between the sponsor and

representatives of the test facility and the peer
review pathologist should be retained in the study
file, including minutes of teleconferences between
the sponsor and the test facility.

2.6. For the purpose of reconstruction, raw data is
defined as the documentation described in bullet
2.4 and 2.5. The original histology slides that are
assessed by the reviewing pathologist are derived
from the test system and meet the definition of
specimens. However, the slides and
corresponding blocks are needed for the
re-construction of the histopathology portion of the
study and consequently must be archived for the
same duration as the raw data.

2.7. If the peer reviewing pathologist does not
concur with all or some of the conclusions drawn
by the original pathologist a clear, transparent and
unbiased process should be implemented to
resolve their differences. This process should be
documented within the facility's SOPs or
procedures.

2.8. Where the peer reviewing pathologist’'s
findings were significantly different from the
original interpretation of the study pathologist, a
description of how differences of interpretation
were handled and changes made to the study

237 LB a—7 — & LTHA S e
FIN, ARBROD i S TRk S HIEL) I BN -
BN Wa 56 TH, BRELE P I{EmT 5
MBI, 78, L2 —T 35T —4 %
IR 208, T—XEERLRVWOT, HEICE
Bk L7-% (contributing scientist) & L C#H H = &8
WETh D, RBRBLHITIL, ETLE2—DOF
G2 GLP o JFH| (3.1~3.3 B 129t~ TEN
INDZEEMRT DREETE S D,

24 BT LE2—NED L HITHE SO
MIE, SrEbL, BB 7 A LI FES ARG
U B0, ZHUZix, EofREN. o, i
LB a—SNmnt W) BEmaeahd, W,
BT L Ea— T —RERTICA T A NMEOBIERE
RETET D — MIRR Y 7 A MRAET D
CEN/AVAJTAN

2587 L B o —IZR1T B IR AR R RGBS
LT, AR — BBEREE, 72—
T ORIV 1T, AR — LR EBREER L O
BRERROTEEL T, RTHRRT 7 A /AR
73 R&EThHD,

26.24 BEX O 25 THIZRENTZHON, FHMEE
ROTZODET—ZThHDH, LE2—T—|ZLo
TEHMI &4V PF L OFEEE A 54 RiL.
HBRNOLERHINTEARL L TOEEICAEEK
TEHLDTHD, WHATA REHIETH Ty
70%, RBRICE T DR > O F B O 72
DIZHETH Y, E7—F LR CHIRRT LR
T2 B 720,

27. 7 L E a—T7 =3, REREY OfFIEF S
DOFREFRDOETH L IT—HEICFEE L WgGEEE,
e, EADORN /R FIAT, WO RMFEOEN
R RETHDH, ZOHEL, Hiko SOP %
FIEFIREOHF TR T RETH D,

28. BT L Ea—7—0 RN, BRI O EE
HMZDOITLOMREZ L BARDGEIL. EDX
INZZOEWBLELS L, EO X ) IR O
SRR Z D ICOPFT LA ST 22N T D
AN, EHEZIZBW TR T RE TH D,




pathologist's original interpretation should be
discussed in the final report..

2.9. If, despite following procedures designed to
resolve any differences of opinion, agreement
cannot be reached then an independent expert or
panel of experts may be used to resolve the issue.
The conclusions of the panel should be clearly
documented in the final report.

2.10. In most cases where there are no significant
differences of opinion it will not be necessary to
report in detail the outcome of the peer review in
the pathology report or the final report. A simple
statement that it was conducted and that the
pathology report presents the agreed findings
would usually suffice.

2.11. There is no requirement for the peer
reviewing pathologist to sign the pathology report
or the final report. However, in the absence of a
signature there is an expectation that the peer
reviewing pathologist will sign the statement
described in section 2.10. This statement should
be retained in the study file.

2.12. The identity and affiliation of the peer
reviewing pathologist should be listed in the final
report.
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3. GLP Compliance of Peer Review

3.1. The peer review process can lead to changes
in the interpretation of histopathology findings that
in turn may influence the outcome and conclusion
of the study. Consequently, there is an expectation
that the peer review should be conducted in
compliance with GLP. However, it is recognised
that for the peer review to be of scientific value it
has to be conducted by a person with the
appropriate specialist experience and expertise;
consequently that may necessitate the use of
acknowledged experts in particular fields who do
not work within a GLP test facility. When a decision
is made to perform pathology peer review in a non
GLP facility it should be justified and recorded
within the study plan and final report. Alternatively
consideration should be given to whether it would
be more appropriate for the pathologist who
conducts the peer review to perform their review at
the test facility that conducted the study. This
would remove the need to transfer histopathology
slides from one site to another and would also
allow the peer reviewing pathologist to perform
their work under the umbrella of an established
GLP quality system. In such circumstances there
is an expectation that the peer reviewing
pathologist would receive an appropriate level of
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training in the relevant facility procedures.

3.2. The study director will be making a statement
concerning the extent to which their study
complies with GLP. If electing to utilise a non-GLP
organisation for peer review the study director
needs to be satisfied that the peer review process
is sufficiently well managed, and that peer review
data is of adequate quality. Key elements to
consider include, but are not necessarily limited to:

3.2.1. Evidence of experience/expertise of the
reviewing pathologist.

3.2.2. Areview of the facility’'s SOPs or a
documented agreement that the peer reviewing
pathologist will use the test facilities SOPs and
procedures.

3.2.3. Chain of custody of samples and
associated paperwork.

3.2.4. Security of samples and documents
whilst at the peer reviewing pathologists facility

3.2.5. Validation of any computer applications
(if applicable).

3.2.6. Adequate quality assurance activities
which may include an audit of the premises and
equipment used by the reviewing pathologist.

3.3. If the peer review has been conducted in a
non-GLP facility then this should be documented
within the study director’s statement.
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4. Summary of Expectations

4.1. Peer review of histopathology is an important part
of the process which ensures the quality of the
interpretation of study results and can have a significant
impact on the study outcome. It is therefore essential
that peer review procedures are planned, conducted,
documented and reported such that the integrity of the
regulatory study is not compromised and activities can
be fully reconstructed and verified.

4.1.1. Histopathology peer review activities should
be described within the study plan or subsequent
amendments.

4.1.2. Documentation of the peer review should
describe the tissues and documents examined by the
peer review pathologist. Reporting of the peer
review should be sufficiently detailed to allow
reconstruction of the process and of the opinions
expressed.
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4.1.3. There should be documented procedures that
describe how any differences of opinion will be
resolved.

4.1.4. Any differences of interpretation that result in
a significant change of the study pathologist’s
original interpretation should be discussed in the
final report.

4.1.5. The identity and affiliation of the peer
reviewing pathologist should be clearly stated in the
final report.
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