NICEATM informed the panel of the current international validation efforts of the LUMI-cell

transcriptional activation assay for agonists and antagomsts beginning now, under the auspices of
ICCVAM.

6.5 Action Item: CERI to conduct an internal audit of data transcribed.
This was done according to GLP; one error was identified in Table 13, which has now been corrected. A
modified Table 13 will be attached in the final report.

7. Action Item: Proposed methods for estimation of between- and within-run (laboratory) variation.
Agreement on future plans on the revision of and addition to the analysis. Dr Yutaka Aoki (US EPA) gave
a presentation with a focus particulary on a weighted average approach for assessing between- and within-
run (laboratory) variation and the calculation of standard deviation (SD), with a view to refine the
estimates of the various sources of variability that contribute to differences in response. Two macros were
also included for the panel participants to experiment with. This presentation can be included as an
appendix in the final summary, together with the response of Joe Haseman (see item 10.2 and appendix 2
attached). Further discussion on this will be useful. Dr Sebastian Hoffman, the ECVAM statistical expert
has been sent Dr Aoki’s presentation for his informal input. It was understood that with other ongoing
validation work within ECVAM, SD’s are favoured over CV’s.

New Action item: NICEATM to contact consultant statistician Dr Joe Haseman, and The Secretariat to
contact Dr Sebastian Hoffman providing Dr Aoki’s presentation for consideration. Done.

Dr Aoki offered to conduct statistical estimations as described, on the CERI data probably in mid June
2006 (but this is not finalised), for the peer review.

New Action item: Dr Aoki to conduct statistical estimations of between- and within-run (laboratory)
variation provisionally in June 2006.

8. Cytotoxicity queries: Provision of the criteria for when cytotoxicity is evaluated and how the data are
interpreted, together with the provision of such data with respect to the reproducibility of the cytotoxicity
assay when conducted at a different time and using a different (but related) cell line. (ICCVAM request
following the 2™ teleconference. )

CERI explained that generally, when the cell viability is below 80% of the solvent control, the test
concentration is regarded as a cytotoxic concentration. When the tested concentration is regarded as a
cytotoxic concentration, the data at that concentration is excluded from the antagonist data analysis. CERI
do not have data on the reproducibility of the cytotoxicity assay at this point.

9. Next steps:

9.1 Timelines for pre-peer review report.

" By the end of May 2006, the draft report will be circulated to the panel participants, with finalisation of
report by mid-June 2006. Further related activities are discussed in agenda item 5.

9.2 Date and time for statistics teleconference?

It was agreed that this is not necessary at this time. However following the comments received from Joe
Haseman (see item 10.2), statistics consultant to ICCVAM, perhaps a statistics teleconference and/or
further email correspondence would be of value?

10. Any other business

Participants expressed their gratitude to CERI and Dr Aoki for their extensive hard work in providing all
- the requested data and agenda items.

CERI and the OECD Secretariat expressed their gratltude to the participants for their expertise and
constructive input.
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11. Adjournment
The call leader adjourned the meeting at 3.30pm (CET).

10. Subsequent developments

Following the teleconference, additional observations with respect to edge effects were discussed by Drs
Jun Kanno and Miriam Jacobs. There can be a number of plate effects one might usefully consider in
addition to those mentioned during the teleconference, e.g.

1. There can be effects due to cell respiration and metabolism that can be affected by cell number in
each well, such that the greater the cell density required by a protocol, the more unhealthy or
depleted the cells in central wells might be, compared to those at the edge.

2. Optical differences in position of the different wells of the plates can affect the luminosity readings
by a plate reader (as well as observation by the naked eye).

3. Stacking of plates: effects on cell metabolism have been observed in plates at the bottom of the

pile of stacked plates when a large number, i.e. more than 8 plates have been stacked on top of one
another in the incubator.

On 25 May 2006 the Secretariat received:
10.1 NICEATM draft comments on the CERI submission (appendix 1) and

~ 10.2 Joe Haseman’s (Consultant statistician to ICCVAM) comments on the statistical analyses proposed by
Dr. Aoki (appendix 2). :
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Appendix 1

Draft NICEATM Comments on Studies Conducted by CERI to
Support the Validation of the hER-HeLa-9903 Estrogen
Receptor (ER) Transcriptional Activation (TA) Test Method

Our comments are based on information CERI has provided in their report entitled, “Draft Pre-Validation
and Inter-Laboratory Validation Report of the Human Estrogen Receptor Mediated Reporter Gene Assay”,
and other supporting materials, including those used to present information that CERI has provided at the
request of the OECD Preliminary Validation Assessment Panel. Our assessment of the provided
information is based on relevant information provided in Section VII of OECD Guidance Document No.
34, which recommends and defines the components of a new test method submission. Our assessment of
the hER-HeL.a-9903 ER TA test method protocol is based on the minimum procedural standards (we now
call these essential test method components) recommended by ICCVAM' and based on the deliberations of
an ICCVAM international expert panel on ER and androgen receptor binding and TA assays that met in
May of 2002. Our evaluation of the substances used to evaluate the accuracy and reliability of the hER-
Hel.a-9903 ER TA test method is based on the ICCVAM list of recommended reference substances for ER
binding or TA test methods?,

Our comments are organized under the major headings in Section VII of OECD Guidance Document No.
34 as follows:

Introduction and Rationale for the Proposed Test Method

Reports and supporting materials address the rationale for the CERI ER TA test method, as specified in
this section of the Guidance Document, but dlscussmns regarding the specific limitations of the test
method could be usefully expanded.

Test Method Protocol Components

A test method protocol has been provided, as specified in this section of the Guidance Document, but this
is the protocol that was used for the experiments that involved multiple laboratories only. It is stated in the
text that the in-house protocol was similar but the protocol followed throughout and any modifications and
the rationale for those modifications needs to be included. For example, in the interlaboratory study,
estradiol was tested over multiple concentrations but in the in-house studies, it was tested at only a single
concentration. The rational for this difference should be provided.

In addition, in terms of the test method protocol, the highest concentration of substance tested was 10 pM,
not the 1 mM recommended by the ICCVAM international expert panel and ICCVAM (see footnote 1).
We appreciate that not all substances can be tested up to this concentration (due to solubility or excessive

! “ICCVAM Evaluation of In Vitro Test Methods For Detecting Potential Endocrine Disruptors: Estrogen Receptor
and Androgen Receptor Binding and Transcriptional Actxvatlon Assays” (available at

http://iccvam.niehs.nih. gov/methods/endocrine.htm).

2 “ICCVAM Evaluation of In Vitro Test Methods For Detecting Potential Endocrine Disruptors: Estrogen Receptor
and Androgen Receptor Binding and Transcriptional Activation Assays™ and the 2006 Addendum to this report
(available at http://iccvam.niehs.nih. gov/methods/endocrine.htm).

680



cytotoxicity) but the purpose for using this limit dose is to detect even .v'ery weak ER agonists or
antagonists. Thus, at least some of the substances classified as negative by CERI have not been adequately
tested (this was demonstrated in the data set provided by CERI for the last conference call) while others

may have been adequately tested if solubility or cytotoxicity data can be provided to support the highest
concentration tested.

There seems to be a lack of information in regard to the rationale/justification, criteria for use, and
reliability for the cytotoxicity evaluation, which were conducted using the same basal cell line but with a
different plasmid construct as a separate experiment. From verbal discussions, it appears that CERI does
not feel a cytotoxicity evaluation is needed for the agonist tests. This issue needs to be formally discussed
in their submission.

For use as a screening assay for ER or AR activity, it is critical that a TA test method evaluate for
antagonist as well as agonist activity. Except for the intralaboratory repeat testing of three substances, an
evaluation of the ability of the CERI ER TA test method to identify ER antagonists has not been provided.
Furthermore, the antagonist protocol used in the testing of these three substances had no concurrent
positive control, and did not use a reference standard with a full dose response curve as is done in the CERI
agonist protocol. We appreciate the desire to move ahead with the agonist version of the test method
independent of the antagonist version but wish to point out that a negative ER agonist study is virtually
worthless without knowing whether or not the test substance binds to the ER and/or demonstrates
antagonist activity. We do not agree with CERI’s premise, stated in the most recent OECD teleconference,
that the antagonist protocol is similar enough to the agonist protocol to be considered as validated in the
same manner. We urge that the current ER antagonist protocol be modified to include appropriate positive
controls and that further validation studies using this protocol be completed before peer review.

The protocol needs to include a discussion about potential “edging effects”, and how to identify if the

outside wells on the 96-well plate can be used because such effects are not detected under the experimental
conditions used by a specific laboratory.

Characterisation and Selection of Substances Used for Validation of the Proposed Test Method

To facilitate validation of ER TA assay, ICCVAM compiled a list of 78 recommended reference
substances. ICCVAM recommends that these substances be tested in a phased manner, with a minimum of
53 substances being tested across at least three laboratories. The remaining 25 substances are
recommended for testing once in one laboratory or divided among two or more laboratories.

Our evaluation of the data submitted indicates that CERI tested a total of 56 substances, although only 10
were tested across multiple laboratories. Seven of these 10 substances are on the ICCVAM list and the
remaining three have similar ER activities to other ICCVAM substances recommended for interlaboratory
testing and could be considered as replacements for these.

Therefore, to meet ICCVAM recommendations, 43 additional substances from the ICCVAM
recommended list or their equivalents would require further interlaboratory testing.

CERI tested 12 of the remaining 25 substances on the ICCVAM list that do not require interlaboratory
testing at least once, leaving an additional 13 substances from the list or their equivalents that would
require further testing.

Also, substances are not classified according to product class and only the 10 substances tested across
multiple laboratories are classified by chemical class. These 10 substances represent 6 chemical classes
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compared to the 15 chemical classes represented by those substances recommended for interlaboratory
testing by ICVAMM (a total of 22 chemical classes are represented by the ICCVAM recommended list of
78).

‘ In Vivo Reference Data Used to Assess the Accuracy of the Proposed Test Method

The comparison of experimentally derived results from ER TA agonist and immature rat uterotropic
studies conducted at CERI using 50 substances adequately supports the accuracy of the proposed ER TA
agonist test method. :

Testing all 78 reference substances would not only allow for a better characterization of the reliability and
comparative sensitivity of the CERI test method versus other Tier 1 assays but also increase the likelihood
that in vitro tests might be developed that could be used to reduce animal use in endocrine disruptor (ED)
testing.

Test Method Data and Results

Results and data from prevalidation and interlaboratory studies conducted by CERI to support the
-validation of their hER-HeLa-9903 ER TA agonist assay have been provided, but much of this was not
provided in the CERI draft validation report but rather at the request from the OECD preliminary
validation assessment panel. It is assumed that the requested results and data will be included as
appropriate in the appendices of the final validation report from CERI

Test Method Relevance (Accuracy)

Because this test method is to be used as a Tier 1 screening assay (at least in the United States), there is no
need for an evaluation of the ability of the test method to predict in vivo endocrine disruptor effects.
However, such data are welcome and would allow better characterization of the ability of in vitro test
methods such as this to reduce animal use in ED testing. The comparison of CERI derived ER TA results
with ICCVAM published ER TA results for 46 substances is appropriate. ' '

Test Method Reliability (Repeatability/Reproducibility)

In terms of intra- and inter-laboratory reproducibility, 10 substances (two strongly active positives, four
moderately active positives, one weakly active positive, and three negatives) were tested three times in
each of three laboratories. All tests were conducted using stock solutions provided by CERI (i.e., the full
test method protocol was not evaluated). Furthermore, substances that posed potential problems in testing
due to. their physico-chemical characteristics (i.e., poor solubility) or because they were overtly cytotoxic
were not tested. Thus, this is not an adequate evaluation.of the intra- or inter-interlaboratory
reproducibility of this test method. In its international evaluation of another ER TA test method,
NICEATM/ICCVAM is proposing 12 substances to evaluate intralaboratory reproducibility in three labs
(testing 3 times in each lab) and another 41 substances to be tested once in each of three labs to adequately
evaluate interlaboratory reproducibility. These substances cover the range of anticipated agonist and
antagonist responses, include a wide variety of chemical classes, and include substances with varied
physico-chemical properties and cytotoxicity properties.

Also, in their interlaboratory evaluation, the reference substance, estradiol, was tested over its complete
concentration response range. In contrast, for other substances, CERI tested estradiol at a single
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concentration. The former is recommended by the ICCVAM International ED Expert Panel and by
ICCVAM for all experiments.

Test Method Data Quality

Interlaboratory studies testing 10 substances were conducted using GLP guidelines, but none of the pre-
validation studies were conducted in this manner. At the last OECD preliminary validation assessment
panel teleconference, CERI representatives indicated that a data audit has been recently conducted on the
prevalidation studies and stated that noncompliance with GLP guidelines had no impact on data quality.
We recommend that a specific discussion regarding data quality and noncompliance be included in the
CERI report. :

.

 Animal Welfare Considerations (Refinement, Reduction and Replacement)
Our evaluation of the validation report' and supporting materials indicate that specific discussions on how

the proposed test method will refine, reduce, or replace animal use if used in a battery of tests to detect
potential endocrine disruptors were not provided. '
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Practical Considerations

We recommend the inclusion of considerations such as the cost and time required to conduct the assay and
report results. Considering the concerns about “edging effects”, we also recommend expanding the
discussion of necessary equipment and supplies, and the required level of training, expertise and
demonstrated proficiency needed by study personnel.

10
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Appendix 2
Subject: FW: Statistical approach for intra- and interlaboratory variability

------ Forwarded Message

From: <Hasemanjk@aol.com>

Date: Thu, 25 May 2006 10:56:50 -0400 .

To: "Deal, Frank H (NTH/NIEHS) [C]" <dealf@niehs.nih.gov>

Cc: "Tice, Raymond (NIH/NIEHS) [E]" <tice@niehs.nih.gov>, "Ceger, Patricia (NIH/NIEHS) [C]"
<cegerp@niehs.nih.gov>, "Blackard, Brad (NIH/NIEHS) [C]" <blackard@niehs.nih.gov>, "Charles,
Jeffrey (NIH/NIEHS) [C]" <CharlesJ2@niehs.nih.gov>

Conversation: Statistical approach for intra- and interlaboratory variability

Subject: Re: Statistical approach for intra- and interlaboratory variability

Frank-

I have examined Dr. Aoki’s PowerPoint slides, and I believe I understand his concerns.

The examples used to illustrate his concerns involve data from four labs with three runs per lab. These 12
datapoints (logPC50s) are apparently each based on estimates from a Hill equation analysis. However,
regardless of how the estimates are obtained, each of the logPC50s is an estimate and has an associated SE
of the estimate. One of Dr. Aoki’s objections is that these standard errors associated with the estimation
process are typically ignored in the data evaluation process.

For example, the typical approach for computing the mean response for each lab is to simply average the
three runs. Dr. Aoki prefers instead a weighted average approach that weights each estimate inversely
with the associated variability (i.e., the less variable estimate gets weighted more heavily in the averaging
process). In my opinion, this is a reasonable option, and I suspect that a statistical purist would likely
prefer the weighted average approach to the unweighted average. However, it could also be argued that
since each run was carried out under identical conditions, the runs should be given equal weight, regardless
of variability.

Thus, I disagree with Dr. Aoki that it is ‘naive’ and ‘inappropriate’ to work with unweighted means, which
provide unbiased estimates of the underlying parameter and typically are similar to the weighted means in
any case. For example, in one of Dr. Aoki’s examples, the unweighted mean is -6.94; the weighted mean
is -6.93. I suspect that this is typical of what would be found in practice, especially since there are *validity
check’” safeguards built in that will minimize the likelihood that the underlying variability estimates will
differ greatly from run to run. From a practical point of view, it is unlikely in our area of application that
the choice of weighted vs. unweighted means will have any noticeable impact on the overall interpretation
of a study.

I‘note also that in Dr. Aoki’s Slide 6, the lab and run columns are mislabeled and should be reversed.

A second related concern of Dr. Aoki is the calculation of an SD. For example, the variation in response
among the three runs at a given lab in theory represents two distinct sources of variability: (i) the
variability associated with the estimation process itself; and (ii) the additional variability that might be due

to factors that are different from run to run. The SD that is normally calculated does not distinguish
between these two sources of variability, but Dr. Aoki feels that this distinction is important and that by

11
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subtracting out (i) and focusing strictly on (ii), one obtains better ‘estimates’.

Better estimates of what? I agree that his approach provides better estimates of Source of Variability (ii),
but I would argue that the primary variability of interest is the actual observed variability among runs,
which reflects both (i) and (ii). It should not matter if this variability is due entirely to the estimation
process (as was the case in three of the four labs in his example) or if both (i) and (ii) contribute to this
variability. The end result is what matters.

Similar comments apply when combining the lab means to produce an overall average. Once again, one
could either use a weighted average (-7.15 in Dr. Aoki’s example) or an unweighted average (-7.13).
Generally, the two will agree very closely.

The variability observed among the lab means is due to a combination of three sources of variability: (i)
and (ii) as noted above and (iii) additional variability introduced by factors that differ among labs. Here
again, Dr. Aoki recommends ‘subtracting out” (i) and (ii) to obtain a ‘pure’ estimate of (iii). I would once
again argue that it is the overall variability that is important, regardless of the contribution of the three
individual components. '

Although weighted versus unweighted means will very likely have little or no impact on the final
interpretation of a study, the same may not be true for an evaluation of variability. In Dr. Aoki’s ‘fake
data’ example, he concludes that the much better SDs are essentially all zero. What does this mean from
the standpoint of assessing the reproducibility of the assay? I worry that a naive investigator may assume
that this means that the assay is extremely reproducible (after all, it has zero SD’s), but this may not be the
case at all. It may simply mean that the variability associated with the estimation process is so great that it
can totally account for the overall variability in response observed among runs and among labs. The
magnitude of this variability may or may not be cause for concern, but I still would argue that quantifying
the specific sources of the variability is not nearly as important as evaluating the magnitude of the resulting
variability itself, as assessed in the ‘traditional’ (and not ‘inappropriate’) way.

Dr. Aoki states in Slide 15 that the statistical programs used to produce the Hill equation estimatesb of the
1ogEC50 do not provide associated SE estimates, but I do not believe that this is the case. Doesn’t Prism
produce them routinely? If so, then this information can be used in the manner suggested by Dr. Aoki.

Importantly, in the final analysis, one must decide if the purpose of these studies is to refine our estimates
of the various sources of variability that contribute to differences in response, or is it to determine whether
or not an assay has acceptable reproducibility. Dr. Aoki’s presentation focuses on the former, but in my
opinion, the latter should be our goal. Thus, if I am trying to determine whether or not ad assay is
acceptably reproducible, I would want to focus on the observed variability in the actual EC50 estimates
across and within labs regardless of the factors that contributed to the variability.

For example, suppose I observed a coefficient of variation of 50%, that in normal circumstances would be
unacceptable. However, using Dr. Aoki’s approach, it is not this variability that is important, but the
relative contribution of the factors that produced it.

This high variability might be due to the estimation process, differences among runs, differences among
labs, or a combination of these three factors. In my opinion, quantifying these sources of variability and
determining which is the primary contributor should not be our focus. For example, one extreme
possibility is that the Hill equation model fit is so poor (and the resulting SE’s of the estimated EC50’s so
high) that Source of Variability (i) can account for essentially all the variability in response, and as a result
all the better estimate SD’s computed by Dr. Aoki for Sources of Variability (ii) and (iii) are close to zero.
Would Dr. Aoki consider such an assay to have acceptable reproducibility since the estimated SD’s are all
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close to zero? 1 would not.

If assessing the individual components contributing to the overall variability is viewed as a critical matter,
then you could carry out a nested ANOVA to examine quantitatively the relative effects of variability
among labs and variability among runs within labs on the overall response (e.g., the logEC50).

I could find nothing in Dr. Aoki’s presentation to suggest how his approach could be used in a real world
setting to determine whether or not an assay had acceptable reproducibility. One exercise that would be of
interest would be to take a real world example and assess whether or not the assay has acceptable

* reproducibility in the usual way (considering CV’s, etc.), and then ask Dr. Aoki and his colleagues to take
the same data and make a similar ‘bottom line’ judgment based on his more complex assessment of
weighted means, extracting sources of variability, etc. I strongly suspect that the same conclusion will be
reached after considerably more work.

As a general rule, if a new complex statistical procedure is proposed to replace a ‘less rigorous’ one, then it
should be demonstrated empirically how the old method fails and the advantages of the new approach in
terms of the goal of the study, which in this case is accessing whether or not the assay has acceptable
reproducibility. Until this is done, and concrete examples can be presented demonstrating the superiority
of this more complex data assessment process, I see no need to make major changes in what is currently
done. : :

Regarding Appendix 2, I strongly agree with Dr. Aoki that it makes no sense to calculate a CV based on
log-transformed data. Surely, no one is recommending this (are they?). If so, this should be abandoned,
and I agree with Dr. Aoki that the measure of variability to use in this case is the SD, not the CV. I further
agree with his assertion that ‘In general, CV is a good measure of variation where SD of a variable
increases (linearly) with the mean of the variable. ’

Dr. Aoki then states that ‘there seems to be no reason to believe that the SD increases with the mean’. It is
- unclear if he is referring to the SD associated with the log transformed data (in which case I agree with him)
or the untransformed data (in which case I disagree).

For example, toxic compounds with very low EC50°s may have three runs with estimated EC50 values of
(e.g.) 0.01, 0.03, and 0.05, while a non-toxic compound may have EC50 values of 1000, 3000, and 5000,
In such cases, the SD’s of the EC50’s are quite different, but the SD’s of the log transformed data are
identical. This is what generally happens in practice. Thus, in terms of the EC50 I would use CV; in terms
of the 1ogEC50 I would use SD. I suspect that Dr. Aoki would agree with this.

Joe Haseman
5-25-06

------ End of Forwarded Message
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ORGANISATION DE COOPERATION ET DE DEVELOPPEMENT ECONOMIQUES

OECD (@ oCDE

ORGANISATION FOR ECONOMIC CO- OPERATION AND DEVELOPMENT

DIRECTION DE L'ENVIRONNEMENT
ENVIRONMENT DIRECTORATE

Division Environnement, santé et sécurité
Environment, Health and Safety Division

ENV/EHS/LM/ji/2006.21 a | Paris, 2006
To:  National Co-ordinators of the Test Guidelines Programme

Cc:  European Commission (DGs Environment, Enterprise, Sanco, Science, JRC, ECVAM)
BIAC (including ACC, CEFIC, Croplife International, ECETOC, JCIA)
EEB, ICAPO, ILSI Europe/North America, IPCS, TUAC
Endocrine Disrupter Testing and Assessment Task Force
Validation Management Group for Non Animal Testing-
ENV Counsellors to OECD Permanent Delegations (letter only)

Subject: Stably Transfected Transcriptional Activation (TA) Assay - Nomination of Peer Reviewers
Deadline: 30 September 2006

Dear National Coordinators,

Japan informed the Secretariat that the peer review of the validation of the above mentioned test
method can start. This test method was presented and discussed by the VMG-non animal and an informal
group chaired by Miriam Jabobs (OECD Secretariat) had several conference calls to prepare the peer
review. The SPSF for this project is posted on the government protected website; I will send you soon a
letter regarding several SPSFs received by the Secretariat.

The consultant who will manage the peer review has been identified and the Secretariat agreed to
provide funding to contract the consultant; Japan already selected some candidate peer reviewers from
Japan, France, United Kingdom and Germany.

In order to add names to the list of candidate peer reviewers, you are now invited to nominate
experts for the peer review of the transfected TA assay validation, and provide corresponding CVs by 30
September 2006. The expertise of the candidate peer-reviewers should be clearly mentioned in the CVs.
Candidate peer-reviewers will be contacted directly by the consultant.

Best Regards,
Laurence Musset
Environment, Health and Safety Division

2, rue André-Pascal, 75775 Paris Cedex 16, France Tél: +33 (0) 14524 82 00
Ligne directe / Direct line: +33 (0) 1 4524 98 44 Fax: +33 (0) 14524 16 75 E-mail: nathalie.delrue@oecd.org
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Task Description for the peer review manager

The task of the consultant will be to manage the peer review (PR) of the Japanese multi-laboratories

validation study of a stably transfected estr ogen receptor (ER)alpha mediated reporter gene assay
developed by Japan. The consultant will:

1/ select a balanced international panel of reviewers with scientific and regulatory expertise amongst the
experts proposed by Japan and nominated by the National Coordinators. The scientific reviewers should
have expertise in at least one discipline, e.g., biology, toxicology, experimentation, validation or chemistry.
Regulatory reviewers should, for example, have expertise in new chemicals, existing chemicals, pesticides
or biocides. In addition, an observer should be selected to respond to questions about the validation (the
Secretariat will provide a few names of people involved in the validation). If possible, another observer
should be selected to provxde responses regardlng blostatlstlcs

2/ request and review declarations of interests from the panel members (ideally 5 to 10 members). The
declarations of interests are not public documents. The consultant can select a peer reviewer even if he has
declared interests, but the view of this peer reviewer should be balanced against his interests;

3/ ask questions to the peer review panel. The panel should be asked (i) whether the 8 validation criteria
that are included in Guidance Document 34 are met, partially met or not met, and (ii) whether the reasons
why a criteria is not met are acceptable; if the reasons are not acceptable, the peer review panel should
provide recommendations on how to solve the problem Of course, the consultant can add any other’
question(s), if he/she so wishes.

4/ collect written responses to the questions and 1dent1fy issues which need to be further discussed by the
panel;

5/ manage one or a few conference call(s) to try and come to an agreement (to facilitate the work of the
consultant(s), the Secretariat can organize the conference calls but it will not participate);

6/ draft a PR panel report and circulate it for comments from the PR panel;

7/ provide Japan and the OECD Secretariat with (i) a peer review panel report (agreed by the PR panel),
consisting of a general summary and a summary of PR panel responses to individual charge questions, (ii)
the responses of each peer reviewer to the questions, and (iii) the names of the reviewers and their
declaration of interests, at the latest by 31 March 2007.

Remarks

The consultants should be an independent manager of the process. He/She is not requested to provide
technical/scientific input.

The new or updated Test Guidelines are expected to have been validated according to OECD criteria of
validation, as described in the Guidance Document on the Validation and International Acceptance of New
or Updated Test Methods for Hazard Assessment (GD N° 34).

The peer review package will include the validation reports. In order to ensure transparency, the draft test
guideline will be posted on the public Website, under a new heading “Peer Review Package”.

The Secretariat can provfde a document on how the 8 criteria of GD 34 have been addressed; this would be
a useful document for the PR panel.
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