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Message from the President’s Desk

| feel honored to be chosen by my Northern
California peers to lead one of the largest and most
successful regional chapters of the Society of
Toxicology (SOT), namely the Northern California
Chapter of SOT (NorCal SOT). | consider this as a
privilege and a daunting responsibility. As the
Presidents who preceded me, | look forward to the
next 12 months with unparalleled excitement,
tempered by the somber acknowledgement of duty.

May 1* was the time for transition of new Officers of NorCal SOT. As we
make this transition, we should pause to recognize the contributions that have
been made by all those who have participated in the leadership of NorCal SOT
during the past year. The Chapter is successful due to the dedication of the
numerous members that have volunteered their time. The leadership in the
past has done an excellent job providing guidance to NorCal SOT activities.

While we can take pride in the progress of the past year, it is important
that all members now focus on the future. We just had a very successful Spring
Symposium and you will read about it elsewhere in this newsletter. We must

continue to participate in the planning of our Fall Meeting of 2007. All members
should make a conscious decision to select their best work and ideas for
submission to NorCal SOT so the quality of the meetings are maintained and
improved. As our second focus for the future, we should work on developing
plans that will assure the long-term financial stability of the Chapter. We should
try to reach out to potential local companies for corporate membership and
sponsorship of our meetings.

I look forward to contributing to the future development of NorCal SOT as
your President. While the Chapter has a high level of membership participation,
| ask that all members consider enhancing their participation by providing
comment and perspective in regards to the activities of the Chapter. Please
feel free to contact the leadership of the Chapter to provide your contribution to
the future success of NorCal SOT and the field of Toxicology in general.

Sanjay Chanda, President
Northern California Chapter of the Society of Toxicology
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Message from the Newsletter Editor

We are back! This issue of the NorCal SOT newsletter contains a message from our President,
introductions of the new chapter officers and the new members, and a report from the spring symposium on
“Reproductive Toxicology”, to name but a few. In addition, there is a section on recent publications from
NorCal SOT members. Please feel free to contact me if you have new publications that may be of interest to
toxicologists in our area. Please send the information to my attention at taoc.wang@novartis.com, as we are
very willing to bring new research developments to our members.

If you have good ideas, suggestions, or comments for the newsletter, please feel free to send those to
my attention as well. We really hope that this newsletter will in many ways provide information that helps
connect professional toxicologists and advanced graduate students in the Northern California area.

If your colleagues are interested in joining NorCal SOT, an application for membership can be found at
the end of the newsletter. Membership in the local chapter is an excellent introduction to local activities in
the toxicology field.

Tao Wang, Editor

-
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Many thanks for those who have recently served NorCal SOT: George Alexeeff
as President, Linval Depass as Councilor (Past-President), Stephen Dizio as )'m NS ‘1 “
Secretary. and Bob Baldwin as Councilor qj
ow.
2007-2008 NorCal SOT Board of Directors
President: Sanjay Chanda, NeurogesX Inc., San Carlos
Schanda@neurogesx.com (650) 508-2116, x112
Vice President: George Clemens, Rigel Pharmaceuticals, Inc., South San Francisco
gclemens@rigel.com (650) 624-1377
Vice-President Elect Stephen Dizio, Department of Toxic Substances Control, Sacramento

sdizio@dtsc.ca.gov

Secretary Tao Wang, Novartis Pharmaceuticals, Emeryville
tao.wang@novartis.com (510) 923-3562

Treasurer: Kent Pinkerton, University of California at Davis
kepinkerton@ucdavis.edu  (530) 752-8334

Councilor (Past President): George Alexeeff, Office of Environmental Health Hazard Assessment, Oakland
Galexeef@oehha.ca.gov (510) 622-3202

Councilor: Sheila Healy, PacificBioLabs, Hercules
SheilaHealy@PacificBioLabs.com (510) 964-9000

Councilor Karen Steinmetz, SRI International, Menlo Park
karen.steinmetz@sri.com (650) 859-4145

Student/Postdoc Liaison: Susanne Brander, University of California at Davis
smbrander@ucdavis.edu (301) 928-9338



mailto:tao.wang@novartis.com
mailto:Schanda@neurogesx.com
mailto:gclemens@rigel.com
mailto:sdizio@dtsc.ca.gov
mailto:tao.wang@novartis.com
mailto:kepinkerton@ucdavis.edu
mailto:Galexeef@oehha.ca.gov
mailto:SheilaHealy@PacificBioLabs.com
mailto:karen.steinmetz@sri.com
mailto:smbrander@ucdavis.edu

June 2007, Issue 1 Page 3

2007 NorCal SOT Spring Symposium

Earlier this month, the NorCal SOT hosted the 2007 Spring Symposium at the SRI International
Conference Center in Menlo Park, California. Sanjay and his NorCal SOT officers, George Alexeeff, George
Clemens, Karen Steinmetz, Kent Pinkerton, Tao Wang, Sheila Healy, and Linval DePass (past president and
Councilor) put together a terrific program. The meeting was quite a success, with more than one hundred in
attendance. Attendees included toxicologists from academia, government, and industry, as well as graduate
students from various universities. Several keynote speakers were invited, focusing on the topic "Current
Regulatory Requirements and Trends for Developmental, Reproductive, and Neonatal Non-Clinical Safety
Testing and Risk Communication”. Speakers included:

ol ; ; Some speakers and NorCal SOT officers, from left to right: Sanjay
Tony Scialli, MD (Sciences International, Inc.) Chanda, Rod and Janice Dietert, Tony Scialli, John DeSesso, Karen

Steinmetz. Georae Clemens. and Tao Wana

“Risk Communication: A Clinical Perspective “

Joe Holson (WIL Research Laboratories, LLC)
“Current Regulatory Requirements in Developmental
and Reproductive Toxicity Testing”

John DeSesso, Ph.D. (Biomedical Research Institute)
"Current Neonatal Testing Requirements”

Rod Dietert Ph.D. (Cornell University)
“Developmental Immunotoxicology and Later Life
Immune Dysfunction “

Gary Chellman (Charles River Preclinical Services)
“Use of Primates in Teratology Studies”

Breakfast, lunch, and wine with hors d'oeuvres were provided throughout the day, facilitating
networking and socializing. The NorCal SOT meetings offer a friendly forum in which scientists and students
can make contacts that will expand their horizons in the field of toxicology.

Special thanks to the sponsors, whose support made this meeting possible: WIL Research
Laboratories, LLC; SRI International, and Pacific BioLabs. Special thanks also to Carol Hood (UC Davis),
Ben Davis (UC Davis), Andrea Mason (Novartis), and Fatima Arjmand (Novartis), for their assistance during
the symposium.

Spring Merting Spemars @
= '

Opening remarks by President Sanjay Chanda Networking during the Wine & Hors d’oeuvre Reception
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Symposium Abstracts

Risk Communication: A Clinical Perspective — Anthony Scialli

One of the ultimate consumers of the information generated in toxicology studies is the clinician and patient who
are making health care decisions. The way toxicology information is presented has a significant impact on the
response of the clinician and patient and on the decisions they will make. Word choice can be critical; use of a
highly charged word like "teratogen” may have important consequences in spite of not having a clear definition.
The FDA Pregnancy Categories are examples of ill-defined communication devices that can lead to poorly-
informed decision-making. There are more accurate ways of presenting toxicology information.

Current Regulatory Requirements in Developmental and Reproductive Toxicity Testing: Segmental
Design versus the Biologic Continuum — Joseph Holson

The current international regulatory guidelines for developmental and reproductive toxicology of pharmaceutical
products will be reviewed and contrasted with the U.S. Federal guidelines for developmental and reproductive
studies of environmental agents and agricultural chemicals. The benefits and deficiencies of each will be
explained through the use of case study examples, and recommendations for when and when not to employ
certain “standard” designs will be offered. These various guideline-type designs (segmented) will be discussed
relative to how they violate or accommodate developmental and reproductive processes, which are temporally
continuous and intimately connected physiologically and anatomically.

Current Neonatal Testing Requirements —John DeSesso

Development of mammalian organisms begins in the uterus and ends after birth. Birth occurs at a point during
the developmental timeline, but the stage of development of an organism at the time of parturition is not the same
for different species. The recognition that significant development occurs after birth and of the differences in
stages of maturity of the offspring of different species at the time of birth has caused not only challenges for the
testing of drugs and chemicals but also complexity in extrapolating findings among species. This presentation will
review the current requirements for testing of animals in the perinatal and juvenile periods in conjunction with a
discussion of contemporary science regarding interspecies similarities/differences and how these affect the
safety assessment process. The presentation will conclude with the author’s appraisal of the likely future for this
type of safety evaluation, and how basic science can influence the appropriate design and interpretation of these
studies.

Developmental Immunotoxicology and Later Life Immune Dysfunction — Rod Dietert

Given the unique nature of immune development, it is not surprising that the fully matured and dispersed immune
system of an adult is an ineffective surrogate for predicting developmental immunotoxicity (DIT) risk. This
presentation will consider the critical developmental windows for DIT, the nature of the errors associated with
adult exposure-assessment, the spectrum of later-life immune dysfunction resulting from DIT and the keys to an
effective DIT assessment program.

Use of Primates in Teratology Studies — Gary Chellman

Non-human primates (NHP) are frequently used for reproductive toxicology testing of biological therapeutics, due
to antigenicity or lack of pharmacologic response in conventional models (rodents, rabbits). Cynomolgus
monkeys are most often used, based either on use in the general toxicology program or on impracticality of using
other primate species. Depending upon the intended clinical use, developmental toxicity (teratology) testing may
be indicated. Such studies typically involve dosing of pregnant females during organogenesis, followed by c-
section for teratologic evaluations. In addition to endpoints that are standard for general toxicity studies, a
number of specialized endpoints may also be incorporated into the study design: ultrasound fetal evaluations,
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pharmacodynamics, toxicokinetics and antigenicity. Each study should be designed purposefully and based on
scientific rationale, and each endpoint should be carefully considered in terms of practicality, cost, and
interpretability of data generated (including availability of historical control data). NHP present both advantages
and disadvantages in conducting these studies, which will be discussed. Numerous technical challenges exist,
which need to be understood and anticipated at the outset. To demonstrate key points, sample data sets will be
presented. The presentation is intended not only for those experienced with the complex challenges of teratology
studies in NHP, but also for those who may be considering such studies for the first time.

.

.

Welcome to New NorCal SOT Members

Greeting to all of our new members! NorCal SOT officers and members would like to
welcome you to the Chapter!

Alexander, David Bui, Minh Dambach, Donna Glynn, Marian

Hood, Carol Johnson, Lecia Kellner, Thomas Kim, Yumee

Koshlukova, Svetlana Mason, Andrea McHale, Cliona Melton, Shawn

Mirsalis, Jon Moran, Francisco Morinello, Eric Pattathil, Priya Perkins, Kim
Riordan, Christina Rothenberg, Simon Rudd, Colette Silva, Marilyn Stock, Howard
Sylvia, Charles Thomas, Lynn Parker Tomar, Rajpal Vaidyanathan, Anu Wang, Hong

e . . i . .

Recent Publications from NorCal SOT Members
Here are publications from our NorCal SOT members

Rigel Pharmaceuticals, Inc. South San Francisco:

Immunotoxicity assessment for the novel spleen tyrosine kinase inhibitor R406 (2007). Yanhong Zhu*, Ellen
Herlaar, Esteban S. Masuda, Gary R. Burleson, Andrew J. Nelson, Elliott B. Grossbard and George R.
Clemens*. Toxicology and Applied Pharmacology 221(3):268-277.

Developmental toxicity associated with intracellular protein tyrosine kinase Syk inhibition (2007). George R.

Clemens*, Raymond E. Schroeder, Elizabeth V. Weaver, Joseph W. Lech and Elliott B. Grossbard. Birth
Defects Research Part A: Clinical and Molecular Teratology 79(5): 370.

NeurogesX Inc., San Carlos:

26-Week dermal oncogenicity study evaluating pure trans-capsaicin in Tg.AC hemizygous mice (FBV/N)
(2007). Chanda S, Erexson G, Frost D, Babbar S, Burlew JA, Bley K. International Journal of Toxicology
26(2):123-133.




June 2007, Issue 1 Page 6

Message on Forming Various Committees

Serving on NorCal SOT committees is a great way to meet other toxicologists and to contribute to the
field of toxicology. If you would like to become more involved with the NorCal SOT, please let NorCal SOT
officers know. We are looking for candidates to fill some of the positions on the following committees:

o Award Committee: offers awards to students and postdoctoral fellows for Best Poster or Platform
Presentation and Travel in recognition and support for research and participation in the SOT and NorCal
SOT Chapter meetings

e Educational Committee: provides opportunities for toxicologists and graduate students to increase their
knowledge in the discipline; and organizes educational outreach activities that help to increase
awareness of our discipline among high school and undergraduate students

o Editorial Board: publishes NorCal SOT Newsletter three times annually for members of NorCal SOT

o Nominating Committee: identifies qualified candidates for the offices of vice-president elect, councilor,
secretary, treasurer, and student representative.

¢ Constitution and By-Law Committee: reviews and modifies NorCal SOT constitution and by-laws as
appropriate

Career Opportunity

Roche Palo Alto
Job Code: 100598

Research Scientist I/ll: This position will support all in-house and contracted toxicology studies for Roche
Palo Alto programs. For in-house studies, the role will act as Study Director; for contracted studies, the role
will act as Study Monitor. As a Study Director, this individual will be the single point of study control and
have overall responsibility for the scientific, technical, and regulatory conduct of allocated studies as well as
for the interpretation, documentation, and reporting of results. As a Study Monitor, this individual will be the
primary contact for the CROs, will be responsible for all scientific input in the study design and conduct, will
work closely with the CRO study director, and monitor/coordinate all activities required for successful
conduct and completion of each study. Will additionally work closely with the project toxicologists in
assembling data and writing reports and documents for regulatory submissions. Will present data in project
teams as necessary.

Qualifications: PhD/equivalent in Pharmacology or Toxicology and 0-2 years of relevant experience. DABT
certification is a plus. Must have background in conduct of in vivo studies, strong scientific skills, and
excellent written/oral communication. Strong interpersonal skills in experience in a team environment are
essential. Knowledge of GLP regulations is a plus.

Please send your application to Sushmita Chanda (Sushmita.Chanda@Roche.com) with the job code.
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Northern California Regional Chapter
Society of Toxicology
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2007 Membership/Dues Renewal Form

Name:

Company:

Address:

Telephone: Fax:

E-mail:

Member of Society of Toxicology: Yes No
If “No,” please provide one professional reference:

Name: Telephone:

Company:

2007 Dues (January through December 2007): $20 full members
$10 students/post-docs

Make checks payable to Northern California Chapter, Society of Toxicology and submit to:
Tao Wang

Secretary, NorCal SOT

4650 Horton St, M/S 4.6

Emeryville, CA 94608

For additional information, please contact:

Sanjay Chanda, NorCal SOT President - Schanda@neurogesx.com, (650) 508-2116, x112
Tao Wang, NorCal SOT Secretary -- tao.wang@novartis.com, (510) 923-3562
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