S SJ’

President’s Message

by Brian Short, DVM, PhD, DACVP
I am honored to lead RSESS
forward the next 12 months,
which will be a year that we
celebrate SOT’s 50th anniver-
sary and I will celebrate my
25th year as a member of SOT.
Starting out as a CIIT postdoc-
toral trainee with a veterinary
pathology background and a
keen interest in environ-
mental toxicology research for
my graduate work, I was for-
tunate to have advisors in-
cluding James Swenberg, James Brian Short, 2010 RSESS
Popp, and Jim Bus and be sur-  President

rounded by other great scien-

tists and postdoctoral fellows that are now also ‘movers
and shakers’ in our profession. At CIIT I gained an ap-
preciation of the benefits of a multidisciplinary approach
to problems like alpha-2u-globulin nephropathy, carcino-
genesis and human risk assessment. And SOT meetings
helped provide me a broad toxicology background where
science intersects with industry, government, academia
to provide data for expert human risk assessments and
public policy for safer environment.

I've also been fortunate to be involved career-wise and
society-wise in toxicology and pathology organizations
and gain insight to the strengths of each. Currently as
member of the Scientific and Regulatory Policy Commit-
tee of Society of Toxicologic Pathology (STP), I help
tackle pathology-related issues which are published in
that society’s journal, Toxicologic Pathology. Recently
SOT sent out a survey to get your opinion on the impor-
tance of SOT’s goal of developing and disseminating bal-
anced position statements on important scientific issues,
which I heartily endorse and as your President I will be
asking for your involvement in this noble initiative. The
results of the survey were shared in a recent Commu-
nique with more details disseminated to the RSESS Ex-
ecutive Committee and there is strong support from our
membership now we will be reviewing your comments
and providing advice on topics of interest, dissemination,
and suggestions to make this effort successful. Currently
SOT is looking to experts to address a 2008-2009 Annual
Report of the President’s Cancer Panel “Reducing Envi-
ronmental Cancer Risk: What We Can Do Now” (April
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2010) that summarizes the panel’s recommendations for
concrete actions that governments, industry, the re-
search, health care, and advocacy communities, and indi-
viduals can take to reduce cancer risk related to environ-
mental contaminants, excess radiation, and other harm-

ful exposures (Reuben, 2010)1. Please read this interest-
ing and provocative report, even though it’s 150 pages it
should be on your summer reading list.

I'm a fan of all types of music, and the old Dylan song
“The Times They Are a Changin’ ” is very relevant for
Specialty Sections (SS) this year. I was recently elected to
the inaugural Board for the SS Governance Group to es-
tablish a groundwork to “allow smaller groups (including
SS) with similar interests to speak with one voice, coordi-
nate better, assist with program submissions, etc.” After
one telecon last month and regularly scheduled meetings
to follow, I am excited to work with other SS leaders and
to represent you to improve several aspects of the SS ex-
perience. One of the goals the SS Governance Group will
be working on is to investigate ways to highlight specialty
sections and their contributions for the SOT 50t Anni-
versary. Another goal I would like to work on is develop-
ing a process to ensure more timely guidance, review and
feedback from SS leaders for program submission pro-
posals for CE courses, symposia, workshops, and other
programs submissions before the April 30 deadline. I am
looking for your input and suggestions on how to make
the SOT meeting and the society’s outreach during the
year more effective.

(Continued on Page 2)
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RSESS MISSION

The mission of the Regulatory and Safety Evaluation Specialty Section (RSESS) of
SOT is to promote the development of sound governmental policies and regulations
based on contemporary scientific knowledge arising from the disciplines encompassed
by toxicology. RSESS provides a forum for the interaction of SOT members to discuss
the impact of regulations, guidelines, and guidances on the practice of toxicology and
the safety evaluation of food additives, nutraceuticals, therapeutic drug products and
environmental, industrial and household chemicals, and other products of concern.

President’s Message (cont'd from page 1)

Speaking of program submissions, I and our newly elected and incumbent officers
made our May 12 deadline for review of sponsorship or endorsement of over 60 pro-
gram proposals, which was the largest number for any SS to review. I consider this
effort to be of the highest importance for our SS. A few key people, Program Chair
Susan Hart and Program Committee members Denise Robinson-Gravatt and Ron
Gerson, did a tremendous job within a tight timeline by providing rankings and
comments for the Executive Committee’s final review. I am happy to say that the
proposal’s we reviewed were generally high caliber and the SOT 2011 Annual Meet-
ing in Washington, D.C. will be outstanding. Obviously, the Program Committee
needs more support and participation from other members and therefore should be
expanded. Please read the Past President Message from Jim Lamb on this next step.

I heartily welcome our newly elected officers, Vice President-Elect Paul Brown and
Councilor Lorrene Buckley. Both have much to offer from their experience and ex-
pertise in government and industry, respectively. The Executive Committee has
members from various backgrounds in pharmaceutical, chemical, or consumer-
related industries or regulatory agencies that govern them, which I think fairly
represents the wide diversity of RSESS membership. I also take a public moment to
join Past President Jim Lamb’s message from the Spring 2010 newsletter in thank-
ing departing Past President Frank Sistare for his strong leadership over the past 4
years and to David Jacobson-Kram for his Councilor and Secretary/Treasurer roles
the past 3 years. Both are some of the finest minds I've ever worked with on a com-
mittee, and they are also very active in chairing workshops and symposia as vital
members and leaders of SOT. I extend my gratitude and recognition for Jim Lamb’s
leadership as President the past year. I am really looking forward to working closely
with Jim, Paul, Lorrene, Sue and the remainder of our Executive Committee, Vice
President Tim Pastoor, Secretary/Treasurer Cindy Afshari, Councilor Nancy Beck,
Student Representative Tom Simones to make a lasting impact on RSESS.

lRuben, SH. 2008-2009 Annual Report of the President’s Cancer Panel “Reducing
Environmental Cancer Risk: What We Can Do Now” April 2010. http://
deainfo.nci.nih.gov/advisory/pcp/pcpo8-09rpt/PCP_Report_08-09_508.pdf
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Past-President’s Message
by Jim Lamb, PhD, DABT

I am please to be “promoted” to the demanding role of Past-President of the Regulatory Safety Evaluation Spe-
cialty Section. The membership has elected a very strong team to follow in my footsteps as Brian Short has
taken over as President of this very large and successful SOT Specialty Section. I can now step back and reflect
on our accomplishments and provide my unsolicited opinion on certain matters, without fear of having to im-
plement personally any of the new ideas! I would like to cover the SOT Program Review process at this time.

I continued to be impressed with the large number of scientific sessions that we either sponsor or endorse. In
2010, we received inquiries to sponsor or endorse over 50 program sessions. The reviews had to be completed
in less than 2 weeks. The RSESS Council has addressed the challenge of evaluating the proposals in a serious
and systematic manner. At the same time, I want to encourage the section members and the RSESS Council to
consider an amendment to the Section By-Laws to formalize the role of the Chair of the RSESS Program Com-
mittee. This position of Program Chair was first held by Harry Olsen and now is being handled by Susan Hart.
Both have taken great strides to formalize a process and manage the review in a very short time. The process
can be further improved by recognizing the important and permanent role of this position. I believe the Chair
should be appointed by the President and recognized by the RSESS as an official member of our Council. One
problem has been staffing the review committee with up to 6 members. We need better participation on the
committee because the scope is too much for a small group. It involves 1 to 2 weeks of intense review of a large
part of the next SOT Program. Let me encourage all members to volunteer for this intense but rewarding job.

NAS 2008's Move Toward a Unified Approach for Dose Response
Assessments

by Lynne Haber, PhD, DABT and Michael Dourson, PhD, DABT, ATS

As part of an initiative to continue and broaden the discussion set forth by the National Academy of Science’s
(2008) Science and Decisions: Advancing Risk Assessment, the Texas Commission on Environmental Quality
(TCEQ) held the first of three workshops March 16-18, 2010, under the auspices of the Alliance for Risk Assess-
ment (ARA) ( ). The goal of the workshop series, currently sponsored by 25 dif-
ferent organizations, is to build consensus among the participants on a guidance document on key considera-
tions and purpose-focused dose-response methods for various problem formulations. Workshop participants
included over 60 in-person attendees and more than 100 participants via webcast, including representation
from federal, state, industry, NGO, academia, and research institutes. Thought-leaders from a variety of sectors
presented their work and ideas, and offered perspectives on the NAS report. Presentations from the meeting
and a link to videos of the presentations are available at ;a
summary of the breakout group discussions is available at

Meeting participants proposed and reviewed proposals for a number of case studies to illustrate and evaluate
dose-response methods. The case studies will be evaluated at the second workshop by an expert panel that will
include biologists, mathematicians, and risk assessors from a variety of affiliations, and will be selected by the
ARA Steering Committee, with the objective of developing a consensus document at the third workshop. Teams
for case studies are currently being organized, and participation is open to all.


http://www.allianceforrisk.org/
http://www.allianceforrisk.org/workshop/materials.htm
http://www.allianceforrisk.org/Workshop/Selections.htm
http://www.allianceforrisk.org/Workshop/Selections.htm
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The ILSI-HESI RISK21 Project

by Tim Pastoor, PhD, DABT

A new ILSI Health and Environmental Sciences Institute and ILSI Research Foundation project called "Risk
Assessment in the 21st Century" (RISK21) was initiated this year. The project's overall mission is to bring ap-
plicable, accurate, and resource appropriate approaches to the evolving world of human health risk assessment.

This program has initiated a proactive and constructive dialog of experts from industry, academia, the govern-
ment and other stakeholders to draw attention to advancements in risk assessment with respect to several key
areas including exposure science, cumulative risk, dose-response, and integrated testing strategies. All of these
areas consist of complex and challenging questions that cannot be effectively addressed in isolation or frag-
mented into discrete activities, which is why a consolidated, proactive approach is key.

The Vision

Scientific initiatives toward more integrated risk assessment have greatly expanded over the last number of
years, taking advantage of new techniques and methods including “-omics” technologies (e.g., genomics, pro-
teomics, metabonomics), high throughput toxicity assays, sensitive new analytical chemistry techniques, and
PBPK modeling methods. However, to date these efforts have largely focused on hazard assessment, and the
methodology necessary to determine how to best incorporate the results from this new science into quantitative
risk assessment lags behind. In addition, many of the new testing methods require validation as being reliable
for hazard assessments, especially those that rely upon in vitro models. Thus, scientific leadership in this new
era is crucial to the development of credible approaches and policies. This project is working to galvanize a
multi-stakeholder approach to move more quickly to employ risk assessment approaches that embrace ad-
vances in scientific knowledge and methods.

Though each of the 4 areas noted above operate as separate sub-teams, the project is truly integrated, with a
focus on coordination and cross-fertilization amongst the teams. Prof. Alan Boobis (Imperial College London)
and Dr. Tim Pastoor (Syngenta) are the overall RISK21 Project chairs, and co-chairs of the four sub-teams are
as follows:

e Cumulative Risk: Prof. Angelo Moretto (University of Milan) and Dr. Richard Phillips (ExxonMobil)

o Integrated (Tiered) Testing: Dr. Doug Wolf (USEPA) and Dr. John Doe (ParkerDoe Partnership)

e Dose-Response: Prof. Sam Cohen (University of Nebraska Medical Center) and Dr. Craig Rowlands
(Dow)

e Exposure: Dr. Elaine Cohen-Hubal (USEPA) and Dana Sargent (Arysta Life Science)

Teams have been forming throughout 2010, teleconferences have established the scope of effort, and the next
stages will be defined in the coming months. For more information about the project, contact Dr. Michelle
Embry (membry@ilsi.org) and stay tuned as updates are published
here on the RSESS website.

Risk21 project

Integrated
(Tiered)
Testing

Cumulative
Risk
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Enhancing the Credibility of Science Based Decisions

by Craig Barrow, PhD, DABT; Norman Birchfield, PhD; Kerry Dearfield, PhD; Dennis Devlin,
PhD; Michelle Embry, PhD; Melissa Kramer, PhD; Seema Schappelle, MS; Jay Schreider, PhD;
Keith Solomon, PhD, Fellow ATS

In a recent paper just published online in Toxicological Sciences” the authors, who represented affiliations from
multiple sectors, make the point that transparency and documentation of the decision process are at the core of
a credible risk assessment and, in addition, are essential in the presentation of a weight of evidence (WoE)
based approach. Lack of clarity in what information was (or was not) used, limited availability of the underlying
data, and too few details on the methodology used to reach a final disposition can all contribute to decreasing
risk assessment and risk management credibility. Credibility has three components, credibility of the data,
credibility of the risk assessment process, and credibility of the resulting decision making. The loss of credibil-
ity at any one step cannot be regained in another step and will decrease the overall credibility of any resulting
decision.

If underlying data are inaccessible, even the most transparent of risk assessment processes cannot ensure credi-
bility. Historically, regulatory agencies have placed a higher weight on well designed, standardized and vali-
dated laboratory studies conducted by industry under Good Laboratory Practice (GLP) requirements to drive
regulatory decision making. In these cases, the raw data are available for review by risk assessors, but not nec-
essarily to the public or risk assessment readers, to help ensure the conclusions reached are supported by the
underlying data. Clearly, non-GLP studies, and in particular those conducted by academic researchers and re-
ported in the peer-reviewed scientific literature, should also be considered in an overall weight of evidence
(WoE) evaluation of risks. Studies published in peer reviewed scientific journals are gaining importance for
reaching regulatory decisions. They have the advantage of being broadly available to the public but are also
problematic because raw data and other details on study design and conduct are often limited or absent, thus
significantly reducing the ability of reviewers and readers to fully ascertain the quality and integrity of the re-
sults and conclusions.

Increasing the availability of raw and supporting data in the published, peer reviewed literature would increase
the utility of these studies as foundational data in regulatory decision-making. It is important though to re-
member that some of these data may be considered confidential and covered by privacy laws, so not all raw data
will necessarily be accessible. In the just published paper mentioned above, the authors recommend the follow-
ing steps to increase the credibility of science based conclusions and decisions:

e Existing guidance concerning criteria elements of transparency related to the risk assessment process
must be more widely disseminated and applied.

e Raw data for studies used in human health and environmental risk assessment must be more widely
available.

e The decision-making process in risk management must be better documented and a guidance frame-
work established for both the process itself and its communication to the public.

Credible scientific data are the foundation for risk assessment and risk management. The issue of the availabil-
ity of raw data for human health and environmental risk assessment is at a critical juncture; critical not only to
ensure that a balanced and objective process is used, but critical because the very core of scientific methodology
and analysis assumes complete transparency of the data upon which assessments and decisions are made.

ISchreider, J., Barrow, C., Birchfield, N., Dearfield, K., Devlin, D., Henry, S., Kramer, M., Schappelle, S., Solomon, K.R.,
Weed, D.L. Embry, M.R., 2010. Enhancing the credibility of decisions based on scientific conclusions: Transparency is im-
perative. Toxicol. Sci. doi:10.1093/toxsci/kfq102.



6 Regulatory and Safety Evaluation Specialty Section Summer 2010

March 2010 RSESS Great Debate

“Blinded vs Non-blinded Evaluations in Pathology for Qualification of
New Biomarkers of Toxicity”

by Tom Simones, BA

Recently the FDA’s Biomarker Qualification Review Team expressed discomfort that efforts to qualify renal bio-
markers by evaluating histopathology of known renal toxins followed a nonblinded approach instead of a
blinded approach that they believed would avoid unintentional and observer bias. This year’s Great Debate,
“Are the Blind Leading the Blind or Are Pathologists Biased? A Debate on the Pros and Cons of Blinded Histo-
pathology Evaluation for the Qualification of New Biomarkers of Toxicity,” broached this difficult and often
heated subject. Two veteran pathologists, Karamjeet Pandher BVSc, PhD, DACVP (Con position) and Robert
Maronpot, DVM, MPH, DACVP (Pro position), presented their cases on the best and most informative histopa-
thological methods to identify biomarkers of toxicity using blinded or non-blinded studies. This was followed by
a lively discussion at the RSESS reception during the annual SOT meeting in Salt Lake City.

Dr. Karamjeet Pandher, a proponent for non-blinded toxicological pathology studies, began with the fact that
neither the Society of Toxicologic Pathology (STP) nor the American College of Veterinary Pathologists (ACVP)
endorses the use of blinded reviews in toxicological settings. Instead, the concept of “best practices” suggests
that toxicological pathologists should compare non-treated controls to treatment groups to identify differences,
define terminology and severity scores, employ peer-review during the biomarker identification processes, and
use blind assessment if necessary.

Dr. Pandher went on to mention that pathologists will be blinded when testing new biomarkers and that
blinded studies should be conducted only when diagnostic criteria are well established.

Blinded studies have the potential to produce observational bias because the pathologist relies solely on his or
her previous experience and knowledge. Dr. Pandher suggested that biomarkers should be qualified by using a
two-tier approach with a set of learning slides followed by data recording slides.

Finally, Dr. Pandher solidified his position by citing data generated by House et al.’ , demonstrating that bias
can occur, is likely dependent on lesion severity, and can be quantified in blinded vs. non-blinded histopa-
thological analysis.

In contrast to the un-blinded biomarker identification approach, Dr. Maronpot took the position that “to defini-
tively identify true morphological change, even a subtle change or a NOEL, ‘blinded’ slide evaluation will pro-
vide the most accurate and unbiased assessment.” Dr. Maronpot began his talk with an overview of how pa-
thologists establish “normal” or a baseline in toxicological pathology studies, with the goal of identifying differ-
ences between groups attributable to treatment.

He suggested that “normal” is a relative measurement in toxicological pathology that relies on training, pub-
lished literature, and experience. With more experience the pathologist develops a broader range of knowing
what is “normal”. Dr. Maronpot proposed that a pathologist use an understanding of “normal” to establish the
upper range of lesion severity observed in the highest dose group. Having established the range of pathology,
the pathologist should then perform a blinded evaluation of all treatment groups within a short time after the
initial un-blinded baseline evaluation to ensure the proper identification of true morphological changes and
biomarkers.

(Continued on Page 7)
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March 2010 RSESS Great Debate

“Blinded vs. non-blinded evaluations in pathology” (cont’'d from page 6)

This pertinent, informative, and provocative debate illustrated the underpinnings of the original and enduring
blinded vs. non-blinded controversy in histopathology. Overall, Dr. Pandher summarized the two sides of the
debate best by ending with a quote from Obuchowski? :

“Some might argue that there is no such thing as a “gold” standard. Even pathologic analysis
results are not 100% accurate because, like radiology, pathology is an interpretative discipline.
For all studies it is important to have operational standards that take into account the condition
being studied, the objectives of the study, and the potential effects of any bias. Some common
sense is needed as well.”

! House DE, Berman E, Seely JC, Simmons JE. 1992. Toxicology Letters, 63 (2): 127-133.
2 Obuchowski N A. 2003. Special Topics III; Bias. Radiology 229 (3): 614-621.

50" Anniversary Specialty Section Meeting in Washington, DC
Member Input Requested

by Jim Lamb, PhD, DABT

We will be celebrating the SOT’s 50t Anniversary in Washington, DC and we are considering holding our Spe-
cialty Section meeting on Capitol Hill. More will follow in the next newsletter about the location and transpor-
tation, but the RSESS Council needs your help with potential topics for this very special Great Debate.

We would like to choose a topic for the Great Debate that is of interest not only to the section members, but also
to Congressional staff member as well. This will mean that the topic may be less technical, but no less interest-
ing than usual.

Just to get you thinking, one potential topic would be a debate on the recently published “President’s Cancer
Panel- Reducing Environmental Cancer Risk—What We Can Do Now.” That document has generated a lot of
conversation and experts in SOT are planning on responding with an Issue Statement.

Please give this careful consideration and send your suggestions to our President, Brian Short
(short_brian@allergan.com). We may also be sending a separate request for your input, but please act now!

2010 RSESS Student and Postdoctoral Travel Awardees
by Tim Pastoor, PhD, DABT

Seven awardees were each given $1500 by the RSESS to defray travel costs to this year’s SOT Annual Meeting in
Salt Lake City, Utah. Along with the monetary award, they received a commemorative plaque, acknowledge-
ment at this year’s RSESS annual meeting, and a firm congratulatory handshake from RSESS president, Dr.
Brian Short.

From a long list of applications, the RSESS leadership committee selected three students and three post-docs as
recipients. The difficult selection process was based on the quality of research, the applicant’s description of
their work, and letters of support.

For 2011, we look forward to once again reviewing an excellent list of applications and helping offset travel costs
to the SOT Annual Meeting. (See pictures on the next page.)


http://www.ncbi.nlm.nih.gov/pubmed?term=%22Berman%20E%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Seely%20JC%22%5BAuthor%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=%22Simmons%20JE%22%5BAuthor%5D

8 Regulatory and Safety Evaluation Specialty Section Summer 2010

2010 RSESS Student and Postdoctoral Fellow Travel Award
Postdoctoral Travel Awardees

Zhiying Ji, PhD: RSESS/ISRTP (Regulatory and Safety Evalua-

tion Specialty Section/
Student Travel Award International Society of Regulatory Toxicology and Pharmacology)
—“Numerical chromosome aberrations in the peripheral lympho-
Haitian Lu: “Characterization of TCDD Effect on the CD40L- cytes of workers exposed to low levels of benzene” — with Carol

Induced IgM Antibody Responses in Primary Mouse and Human B

Auletta (ISRTP representative) and Dr. Brian Short.
Cells” B

Aik-Jiang Lau, PhD: “Partial Contribution of Ginkgolide A to Rat
and Human Pregnane X Receptor Activation by Ginkgo biloba
Extract”

Christina Powers: “Developmental neurotoxicity of silver
nanoparticles modeled in PC12 cells”

B®

Zheng-Yu Wang, PhD: “Characterization of an Immortalized

Changxia Shao: “In vitro evaluation of leptomycin B cytotoxic
8 promy v Murine Kupffer Cell Line for Use in Toxicological Studies”

effects on lung cancer cells”

Regulatory and
Safety Evaluation
Student Award

Raphael Tremblay, PhD: “Determination of Tissue Blood Parti-
tion Coefficients for Non-Volatile Herbicides and Fungicides using
Negligible Depletion Solid Phase Microextraction (nd-SPME)”




