MICHAEL P. WALLS
VICE PRESIDENT
REGULATORY & TECHNICAL AFFAIRS

December 5, 2012
Mr. Lek Kadeli
Acting Assistant Administrator
Office of Research and Development
USEPA Headquarters
Ariel Rios Building
1200 Pennsylvania Avenue, N. W.
Mail Code: 8101R
Washington, DC 20460
Dear Assistant Administrator Kadeli:
The American Chemistry Council (ACC)* has been closely following activities and progress of
the U.S. Environmental Protection Agency’s (EPA) Endocrine Disruptor Screening Program
(EDSP), including scientific developments relevant to standardization and validation of screens
and tests and integration of screening results. With respect to the Office of Research and
Development’s (ORD) activities in evaluating the endocrine low-dose issue, however, we are
concerned that ORD has fallen short of meeting the Administration’s benchmarks of scientific
integrity, transparency and public engagement.
ACC has long maintained that federal agency hazard evaluations and risk assessments can and
should reflect the best science and practices, and we support actions to enhance the integration of
up to date scientific knowledge, methods and practices in risk assessment programs in EPA.
Clearly, ORD’s research activities can play a key role in the generation of scientific information
and methods for improving hazard evaluations and risk assessments throughout the Agency.
Unfortunately, ORD has yet to describe its approach for conducting the scientific evaluation of
the low-dose hypothesis, has not announced opportunities for public review and comment, and
has not communicated its plans for obtaining independent peer review of ORD’s evaluation. As
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ORD undertakes its evaluation of the low-dose hypothesis, it is critical that the Agency follow
best practices of objective, comprehensive review of the scientific evidence and be more
transparent.
The Agency’s evaluations should build from the data underlying the 2002 EPA policy position
that ―[u]ntil there is an improved scientific understanding of the low-dose hypothesis, EPA
believes that it would be premature to require routine testing of substances for low-dose effects
in the Endocrine Disruptor Screening Program‖ (1). The Agency should also make use of the
results of the comprehensive evaluations by the expert panel of the Center for Evaluating Risks
to Human Reproduction (CERHR) (2), the Food and Drug Administration (FDA) (3) the
Advisory Committee of the German Society of Toxicology (4) and the seminal research by
EPA’s leading endocrine research laboratory (5,6), and other publications (e.g., 7) which have
shown that solid scientific evidence is still lacking for adverse effects at doses below No
Observed Adverse Levels and for induction of adverse effects by non-monotonic dose responses.
In addition, EPA should employ best practices for conducting systematic scientific evaluations,
as discussed for example, in the recent Keystone ―Research Integrity Roundtable Report (8).
Unfortunately, EPA’s hazard and risk assessments have not always met the benchmarks of
objectivity, transparency, and scientific accuracy needed for stakeholders to have sufficient
confidence in their use for health and environmental regulatory decision making. To date, the
Agency has not been transparent with respect to its plans for evaluating the low-dose hypothesis.
The only information the Agency has disseminated about its plans for the low dose review are a
2-page document and a presentation made to the EPA ORD Board of Scientific Counselor’s /
Scientific Advisory Committee joint meeting in July, 2012(9). EPA has not described to
stakeholders its processes for designing the analyses, nor has the Agency announced its plans to
obtain public comment on its draft work product or for having it peer reviewed. This lack of
transparency is troubling and inconsistent with President Obama’s pledge to improve scientific
integrity and build the public trust by establishing ―a system of transparency, public
participation, and collaboration‖ (10).
To properly serve the needs of the public, all stakeholders expect that EPA’s review and analysis
will be firmly based on up-to-date scientific knowledge, meet the highest standards of scientific
inquiry and be evaluated in accordance with acceptable scientific approaches. With these shared
expectations in mind, ACC recommends the following actions:
1. The upfront design of the assessment needs to be transparent and specify the key issues
that are to be assessed, and the specific methods, assumptions, and evaluation procedures
that will be utilized. The search strategy for obtaining scientific studies for review needs
to be explicitly stated and documented. The Agency also needs to establish a priori
criteria for study inclusion/exclusion, including exclusion of studies which do not meet
pre-specified scientific standards of study design, conduct, data reporting, independent
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review, etc. This will assure that studies that meet the scientific standards form the basis
of the assessment and scientifically flawed studies are appropriately set aside. In this
manner, comprehensiveness, transparency and objectivity form the foundation of the
analysis. The Agency should consider soliciting review of these design phase work
products by the research community and stakeholders.
2. EPA should develop and use consistent and scientifically objective data evaluation
protocols to evaluate studies. In this manner, the same procedures are used irrespective of
who conducted the study, where it was conducted, or who funded it. For in vivo studies,
ACC recommends EPA ORD follow the practices of EPA’s Office of Pollution
Prevention and Toxics (OPPT) (11) and utilize the Klimisch approach (12) or one of its
recent upgrades (e.g., 13) Guidance for data evaluation procedures for in vitro assays is
also available (ibid). Furthermore, ORD should consider using, with modifications if
necessary, the Standard Evaluation Procedures (SEPs) and Data Entry Spreadsheet
Templates (DESTs) (14) that Office of Science Coordination and Policy (OSCP)
developed and is applying to EDSP Tier 1 screening.
3. The analysis must be based on a clear and consistent weight of evidence framework that
takes into account, and integrates, all relevant data and information and gives the greatest
weight to information from the most relevant and highest quality studies. A structured
evaluative framework, such as that of the World Health Organization International
Programme on Chemical Safety (15,16) or the hypothesis-based weight of evidence
procedure of Rhomberg and colleagues (17, 18) should be used to provide a systematic
approach for assessing the overall weight of the evidence for observed effects, including
null responses, and the postulated mode of action. In this manner, data from laboratory
experiments, epidemiological investigations, and cutting-edge mechanistic research from
all relevant studies—GLP and non-GLP—and from all investigators, regardless of
affiliation or funding source, can be comprehensively reviewed, given appropriate
weight, and integrated in a manner that provides a robust, biologically plausible
understanding of causality with respect to the low dose questions.
4. The draft report should be released for public review and comment, prior to peer review.
During the public comment period, the Agency should also request comments on the
draft charge questions for the peer review. Once public comments are received, EPA
should then prepare a response to comments and revise the report and peer review charge
questions, as warranted. Then the full package – the revised draft report and response to
comments – should be submitted for independent peer review and simultaneously
released to the public. The peer review process must guarantee robust scientific exchange
by the reviewers that includes adequate consideration of public comments and analyses
by outside experts of the revised draft report. Furthermore, the disposition of public
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comments and peer review findings and recommendations should not be left to the
agency authors and the program office. An independent accountability procedure must
be installed to ensure that the final report reflects best available science and the Agency
has adequately addressed both public comments and the findings and recommendations
of independent peer review.
For an issue as important and potentially precedent setting as the low dose hypothesis, it is
imperative that stakeholders have confidence in the scientific foundation of ORD’s review. If
ORD implements the comprehensive review procedures recommended above, ORD’s report and
conclusions will be viewed with greater scientific credibility.
ACC is committed to continue working constructively with EPA to address the challenges of
chemical testing and evaluation for potential endocrine activity. Please contact Dr. Richard A.
Becker by email (rick_becker@americanchemistry.com) or by phone (202-249-6405) if you
have any questions on ACC’s recommendations or engagement in endocrine research and
testing. We would appreciate an opportunity to meet with you and your staff to discuss our
perspectives in greater detail.
Sincerely,

Michael P. Walls
Vice President
Regulatory & Technical Affairs
Attachment
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