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President’s Message

Steve Pruett

As indicated in the report from the Program Committee in this Newsletter,
Jeanine and the Committee were successful in recruiting and selecting a num-
ber of excellent proposals that have now been favorably received by the SOT
Program Committee. As a result, the program at 2008 SOT Meeting promises
to be very enjoyable and informative for immunotoxicologists. As usual, there
will be something for everyone, from applied to basic and back again.

As an academician, | have enjoyed observing the interactions between col-
leagues in this specialty section who work for regulatory agencies or industry.
I wish the public could see what | have seen. My distinct impression is that all
parties are genuinely interested in doing the research appropriately and using
the data wisely to best serve human and environmental health.

An ad hoc committee has been formed to address the problems related to the
new structure of Study Sections at NIH. The situation has not improved, and
Pat Mastin (NIEHS) provided results indicating that the success rate for fund-
ing of immunotoxicology projects has been dismal. We are now trying to ar-
range a conference call with the SOT Task Force working on this issue. We
plan to offer any assistance we can to help the Task Force in this important
task. Please contact me if you have any ideas, specific concerns, or examples
of problems that might help this committee.

A group from our Specialty Section has begun planning a Current Concepts in
Toxicology Conference. These conferences are designed to bring scientists
together to consider a single issue in a manner that is more thorough and
thoughtful than is possible at the Annual Meeting of SOT. | mention this just
to remind you that these Conferences can be very useful, and | would encour-
age you to consider proposing one. Please be aware, however, that the mini-
mum lead-time is at least 6 months, so begin preparing early. The Specialty
Sections are responsible for financing these events, and the goal is to make
them revenue neutral (registration fees are sufficient to cover the costs). How-
ever, SOT will step in if there are unanticipated losses that cannot be covered
by the Specialty Section’s budget. Please contact me if you are interested in
proposing a CCT.

Committee I e page 2
Financial report ..........cccooevviie e page 7
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Finally, I would like to give you
updates on two issues that Dr.
Cohen emphasized during his
Presidency. First, we have not
abandoned the idea of seeking
contributions from companies to
permit the Specialty Section to do
even more for students traveling
to meetings or to learn new tech-
niques in another lab. However,
the recent emphasis by SOT on
supporting the SOT Foundation
has muddied the waters with re-
gard to whether we will be able to
do this. If SOT will permit it, I do
plan to pursue it. Second, Mitch
did a great deal to encourage in-
teractions between the immu-
notoxicologists in Japan and
Europe with those in the US.

I am pleased to announce two new
initiatives to keep the momentum
going. The Specialty Section Ex-
ecutive Committee voted to pro-
vide airfare for a non-US resident
post-doc to attend the annual SOT
meeting. Graduate students can
already apply for student travel
awards, but assistance for post-
doc travel would be unique. Look
for an announcement in the next
newsletter or in a special e-mail
regarding the criteria and applica-
tion procedure for this travel
award. The Awards Committee
will be developing these soon.
Also, the Executive Committee
voted to support the travel ex-
penses of a Japanese colleague to
attend the SOT meeting this year
and speak at our business meeting
for about 10 minutes on
“Immunotoxicology in Japan”.
For now, this is a one time event;
we hope to continue the ex-
changes in the future.

Student and
Post-doctoral
Report

Submitted by Stacey Anderson,
Post-doctoral Representative, and
Sheung Ng, Student Representa-
tive

Greetings fellow students and
post-docs! Not too much has
changed since the last newsletter
so | just want to remind/update
you on a few things. Please con-
tinue to watch for information
about our meeting place in up-
coming communications from the
ISS as the national meeting ap-
proaches.

I’m still searching for a meeting
place for the mixer in Seattle, so if
anyone is familiar with the area
and has suggestions or recommen-
dations for where the mixer could,
be please let me know. Also, any
other thoughts on how to increase
student/post-doc participation at
the mixers would be appreciated.
We hope more of you attend fu-
ture mixers: it is a great way to get
to know the other students/post-
docs in ISS.

For those of you looking for the
most up-to-date information re-
lated to SOT, please visit the SOT
website for students and post-
docs: http://www.toxicology.org/
index.asp?navTop=3

This useful website provides in-
formation such as online versions
of SOT newsletters, highlights of
past meetings, SOT forums for
interactive discussion and re-
sources for undergrads, graduate

students and post-docs. Links are
also available for career resources
and development services as well
as awards and fellowships. Post-
doctoral members can also find
great resources for scientific
growth, networking, and career
advancement from the Post-
Doctoral Assembly (PDA).
Check out the online version of
the PDA semi-annual newsletter
for more information: http://
www.toxicology.org/ai/spd/
SOTPDAnewsletter-
spring2007.pdf

Similar information is available
for graduate students through the
Student Advisory Council (SAC).
The SAC aims at addressing the
needs of students in the Society
and encourages student participa-
tion and membership. Please visit
the SAC website for more infor-
mation: http://
www.toxicology.org/ai/spd/
studentservices.asp#SAC

We are still looking for the next
student representative of the ISS.
Sheung Ng’s term runs out next
year and we are looking for her
replacement. All your advisor has
to do is send a letter of recommen-
dation to the ISS president that
includes verification that he or she
can fund your travel to SOT for
the next two years. Your term
would run from March 2008-
March 2010 and you would serve
as the student voice on the ISS.

If you have any questions about
student representation in the ISS
or how the ISS can best serve you
as a student of immunotox, please
do not hesitate to contact me at
sanderson4@cdc.gov or Sheung at
ng@env.med.nyu.edu.
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Program Com- e
mittee Update

Submitted by Jean Regal

I know it seems early because we are
just half way through 2007 and the
program for 2008 has barely been
settled. However, we already need
to begin working on the Immu-
notoxicology Specialty Section pro-
gram proposals for the Baltimore
SOT meeting in 2009!

Deadline for proposal submission:
November 30, 2007.

Step 1: Think about the Symposium,
Workshop, Roundtable or
Continuing Education
Course that you always
wanted to attend.

Step 2: Sketch out a possible title
and/or speakers

Step 3: Contact any member of the

Jean Regal (Chair)

Tony Arulanandam tonyarul@comcast.net

Sarah Blossom BlossomSarah@uams.edu Keiko Nohara

Jeanine Bussiere bussierj@amgen.com Marc Pallardy
(mandated)

Nikolay Filipov filipov@cvm.msstate.edu Steve Pruett (mandated)
Deborah Finco- Deborah.finco- Lisa Ryan

Kent kent@pfizer.com

Barb Kaplan blKaplan@msu.edu Jennifer Schlezinger
lan Kimber ian.kimber@syngentacom  MaryJane Selgrade

Raj Krishnaraj
David Lawrence

Lynne LeSauteur

jregal@d.umn.edu

rkrishna@uilc.edu
lawrencd@wadsworth.org

lynne.lesauteur@ca.crl.com

Program Committee and
have them help you flush out
your idea and turn it into a
program proposal.

Step 4: Submit your proposal to
jregal@d.umn.edu by
November 30, 2007

The Immunotoxicology Specialty
Section has traditionally sponsored
excellent and well-attended pro-
grams at the Annual Meeting. The
Program Committee comes up with
many good ideas year after year, but
depends on ALL of the members of
the Immunotoxicology Specialty
Section to generate ideas for out-
standing proposals.

Helpful information

Past Immunotoxicology programs
are now listed on our website (http://
www.toxicology.org/ISOT/SS/
immunotox/Index.html)

Sample proposals and guidelines for

2007-2008
Program Committee

Lin Mantell
Prakash Nagarkatti

Lewis Shi
Mike Woolhiser

Courtney Sulentic
(CE Committee)

proposing Continuing Education
Courses, Symposia, Workshop, and
Roundtables Information are avail-
able on the SOT website under
Forms and Applications — On Line
Proposals for Annual Meeting Ses-
sions. (http://www.toxicology.org/ai/
fa/formsapps.asp)

Symposia

Cutting-edge science, new areas for
toxicologists, new concepts or ap-
proaches, new data

¢ 165 minutes or less

¢ Chairperson and 3-4 speakers
(~30-35 minutes per speaker)

¢ Summary of symposium by last
speaker

Workshop

Emphasis on quality presentation of
generally accepted, state-of-the-art
knowledge in toxicology

¢ 165 minutes or less
¢ Chairperson and 1-5 speakers

mantelll@stjohns.edu
pnagark@med.sc.edu
keikon@nies.go.jp
Marc.pallardy@u-psud.fr

Pruett@cvm.msstate.edu
Ryan/k@uams.edu

jschlezi@bu.edu
Selgrade.maryjane@EPA.gov
shil@svm.vetmed.wisc.edu
mwoolhiser@dow.com

courtney.sulentic@wright.edu
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+ Informal, interactive presenta-
tions

+ Emphasis on discussion
Roundtable

Controversial subject matter

+ 80 minutes or less

+ Chairperson(s) and 2-4 speakers

¢ Each speaker makes a 5-10
minute statement (Moderator
coordinates the comment)

+ Comments coordinated by chair-
person

+ Balance of time for questions
and discussion

Continuing Education Courses

+ Emphasis on quality presenta-
tion of generally accepted, state-
of-the-art knowledge in toxicol-

ogy
¢ CE Courses:
¢ 240 minutes or less

¢ Chairperson(s) and 3-4
speakers (syllabus and
slide presentation)

¢ Sunrise Mini-Course
¢ 60 minutes

¢ 1 speaker (syllabus and
slide presentation)

Regulatory 0 e
Committee
Update

Submitted by Wendy Komocsar

The response period has ended (31-
Jul-2007) for the EMEA draft guid-
ance on the Immunogenicity Assess-
ment of Biotechnology-Derived
Therapeutic Proteins, (EMEA/
CHMP/BMWP/14327/2006). Two

of the responding groups included
the Immunotoxicology Technical
Committee (ILSI-HESI) and Bio-
Safe. Some of the recommendations
submitted included:

e The use of a risk-based assess-
ment strategy for decisions re-
lated to immunogenicity assess-
ment (similar to US regulators’
strategies already in place)

e Clarification of scope to apply to
the nonclinical and clinical as-
sessment of immunogenicity as
defined by the detection of anti-
drug antibodies (This applies to
proteins and polypeptides, as
well as their derivatives and
products of which they are com-
ponents.)

e Organization of nonclinical and
clinical requirements in separate
sections

e Additional information regard-
ing the evaluation of neutraliz-
ing antibodies and the applica-
tion of this data to both nonclini-
cal and clinical studies

e Evaluation of cellular immune
responses on a case by case
bases, in addition to the standard
evaluation of the humoral re-
sponse

e Assurance of consistency with
the Immunogenicity section of
ICH S6 Preclinical Safety
Evaluation of Biotechnology -
Derived Pharmaceuticals
(Address those recommenda-
tions that differ.)

Pharma, Regulatory and Academic
colleagues gathered in Washington,
D.C. in the middle of May for a
workshop on the Development of
Immunomodulatory Agents. The
workshop included plenary lectures
and group breakout sessions devoted
to the discussion of issues surround-

ing the evaluation of immunomodu-
lators both nonclinically and clini-
cally, as well as the interpretation
and application of that data to pre-
dict human safety. A publication is
forthcoming summarizing points
discussed and conclusions reached.

Japanese Society of
Immunotoxicology - SOT
Immunotoxicology
Specialty Section
Collaboration

Submitted by Kazuichi Nakamura

In the furtherance of our growing
collaboration with the SOT IMTOX
SS, the Japanese Society of Immu-
notoxicology (JSIT) is happy to
share with all our most recent News-
letter. While it will be readily appar-
ent that most of the text is in Japa-
nese, there are actually three articles
(i.e., "Miscellaneous thoughts on
immunotoxicity"”, "An application of
a post-hoc test followed by ANOVA
and the protocol of immunotoxic-
ity", and "Life as a post-doc: Simi-
larities and differences between the
US and Japan") that are written in
both Japanese and English. We will
strive to provide versions in both
Japanese and English. In the mean-
time, we hope that this item will at
least serve to introduce to all of you
some of the current situations and
efforts of JSIT.

Note:
Please refer to the JSIT newsletter

attached in it’s entirety at the end of
this newsletter.
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Membership Committee Total Members
Report 400 -
. 350
Submitted by George DeGeorge
300
250 A
. ] 200
SOT Immunotoxicology Specialty 150
Section Membership 100 -
50 A
O * T * T * T * T * T
Dec-04 Jun-05 Dec-05 Jun-06 Dec-06 Jun-07
By Membership Category By Organization Category
o Full m Industry
O Assoc 7% 1% O Academia
m Student o Government
O Consulting
@ Research
O Other
10%
43%
Jul 2007 M
68%
Total =344
Jul 2007
o Full m Industry
@ Assoc 2% 4% 19 @ Academia
B Student O Government
O Consulting
0 @ Research
114 O Other
17% 47%
=
66%
Dec 2006 35%
Total =321 Dec 2006
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SOT Immunotoxicology Specialty

Section Membership (Continued)

By Membership Category By Organization Category
0 Full m Industry
@ Assoc 17% . 5% 1% O Academia
Student 3% o Government
" O Consulting
O Research
11% O Other
0,
19% 46%
64%
Dec 2005
34%
Total = 349 Dec 2005
0 Full 10% ] Inducsjtry
O Assoc O Academia
m Student 2%~ 3% 3% o Government
O Consulting
O Research
11% O Other
21%
50%
69%
31%
Dec 2004 0
Total =297
Current Year (2007) , .
Toxicology Diplomates
Highest Degree O BS/BA/BVSc/BSc
26 O MS/MSc/MV Sc/MPH/MSPH
13 3 o5 @ PhD/DIPH/SCD/DSc/PharmD

@ MD
= DVM/VMD

278 Note: Members with some dual degrees (MD/PhD,
PhD/DVM, etc) are counted twice in the graph.
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: . Immunotoxicology Specialty Section
Financial Report

Submitted by Ordinary Income/Expense Amount $

Helen V. Ratajczak —

Secretary/Treasurer Income Contributions 200
Dues - '07 4,365

Student Dues - ‘07 —
Grants - Food Safety —
Grants - Mechanisms —

Misc. Income —

Registration 4,337

Interest 657

Total Income 9,777

Expense Awards - Sections 1,150

Plaques 858

Ballot —

Exec. Meetings 330

Miscellaneous 612

Newsletter 300

Reception 3,840

Steno/Clerical —

Symposia —

Web Development —

Total Expense 7,090

Excess (Deficiency) of Revenue over Ex- 2,687

penses

Net Assets Beginning of Year 15,683
Transfers from General Fund

Net Assets Beginning of Year after Transfers 15,683

Net Assets End of Year 18,370
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Financial Report

IMMUNOTOXICOLOGY

The Immunotoxicology Specialty
Section is a branch of the Society of
Toxicology whose members include
scientists with training in immunol-
ogy, toxicology and risk assess-
ment. Our purpose is to promote
immunotoxicology as a discipline
by: (1) increasing our understanding
of the impact that xenobiotics have
on the immune system; (2) advocat-
ing research into the mechanisms of
immunomodulation; and, (3) en-
couraging the development of new
methods and techniques to improve
risk assessment. At the national
meeting, the Section sponsors sym-
posia, continuing education
courses, workshops, and roundtable
discussions. Annual meetings are
held at the national meeting to dis-
cuss specialty section business and
program topics for the following
year. The Section helps to encour-
age it's pre- and postdoctoral stu-
dents to participate in the scientific
program at the Annual Meeting by
awarding a prize for best presenta-
tion in the field of immunotoxicol-
ogy. Student input into the Section
is also encouraged, and facilitated
by an appointed Student Represen-
tative that attends Section Officer’s
meetings as a full voting member.

Submitted by
Helen V. Ratajczak
Secretary/Treasurer

Immunotoxicology Specialty Section
July 2005—June 2006

Ordinary Income/Expense Amount $

Income  Contributions 500

Dues - '06 4,005

Grants - Food Safety —

Grants - Mechanisms —

Misc. Income —

Registration 4,305

Interest 747

Total Income 9,557

Expense Awards - Sections —

Plaques 727

Ballot —

Exec. Meetings 641

Miscellaneous —

Newsletter 200

Reception 3,699

Steno/Clerical —

Symposia 1,801

Web Development —

Total Expense 7,068

Excess (Deficiency) of Revenue 2,489
over Expenses

Net Assets Beginning of Year 13,193

Transfers from General Fund —

Net Assets Beginning of Year 13,193
after Transfers

Net Assets End of Year 15,683

Immunotoxicology Specialty Section

August 2007



%’;jﬁ:ﬁnmemal The UmverSiry of
weaw SCIENCES  Montana

You are invited to attend a special conference
presented by the Center for Environmental
Health Sciences, Health and Human Services
and the Centers for Disease Control.

Conference Goals

Biomass from a variety of sources is used for
heating and cooking, burned for land use, and
serves as fuel for wildfires. In each case, smoke
from biomass combustion produces significant
levels of criteria pollutants, including ambient
particulate matter and a wide variety of volatile
organic pollutants. In addition, these pollutants
are produced at very high levels in indoor
environments, and are consequently
unregulated. Since biofuels are relatively
inexpensive, resulting smoke exposures tend to
have the greatest impacts on individuals at
lower socioeconomic levels and in developing
countries.

The University of Montana/CDC conference will
bring together experts in the chemistry of
biomass smoke, field exposure studies, human
and animal studies, biomarkers, as well as
clinical and basic research investigators to help
define our current knowledge in understanding
the health effects resulting from smoke
exposure and the potential public health
implications of those exposures. In addition, the
conference will have working sessions in order
to use the current information to provide
recommendations and prioritization on research
gaps and future research directions.
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Tuesday, August 21
7:00 — 8:00 Registration and Continental Breakfast
8:00 - 8:15 Welcome and Introductions - Andrij Holian, Mike McGeehin
8:15—8:30 Genesis of the IBSHE Conference - Mike McGeehin
8:30 —10:00 Session I: Types of biomass smoke and comparison to urban PM - Chair: Luke Naeher
« The Chemistry of Fresh and Aging Biomass Burning Smoke - Bob Yokelson
» Contribution of Smoke to Fine Particulate Matter: Development of Smoke Source Profiles and Routine Source
Apportionment Tools - Bret Schichtel
» Georgia Wildfires: Integrating State Public Health into Response - Betsy Kagey
« Household exposures in the third world: status of the evidence and current research needs - Kirk R. Smith
10:00 — 10:15 Break
10:15 - 11:20 Session Il Risk Assessment and Intervention Strategies - Chair: Tim Larsen
« EPA's Wood Stove Changeout Program - Amanda Aldridge
« Tracking Woodstove Changeout Efforis in Libby, MT and Nez Perce Reservation - Curtis Noonan
« Woodstove Changeout Results of the Libby, Montana and Nez Perce In-Home PM2.5 Studies - Tony Ward
*» Woodstove Program in British Columbia - Ryan Allen
11:30 — 12:40 Session lll: Health outcomes of air pollution: study design/lessons learned - Chair: Andrij Holian
» Epidemiological evidence of PM-related health effects - C. Arden Pope
« Estimation of health effects: Roles of exposure variation and study design - Lianne Sheppard
12:40 — 2:00 Lunch
2:00 — 3:15 Session |V; Health Outcomes of Biomass Smoke: Observational studies - Chair: Maria Morandi
= Observational evidence on biomass smoke heaith effects - Sverre Vedal
* |mpact assessment of an improved stove program in Michoacan, Mexico : The PATSARI study - Isabelle
Romieu
3:15 - 3:30 Break
3:30 — 4:40 Session |V (cont.): Health Outcomes of Biomass Smoke: Experimental studies - Chair: Maria Morandi
= Biomass Smoke Experimental Studies in Humans - John Balmes
« Laboratory Studies of Inhaled Wood Smoke - Joe Mauderly
4:40 — 5:00 Panel Discussion (Morandi, Vedal, Romieu, Balmes, Mauderly)
5:00 — 7:00 Poster Session

Wednesday, August 22
8:00 — 8:30 Hot Breakfast
8:30 — 10:00 Session V: Biomarkers Chair: Allison Stock
= Biomonitoring Principles with Emphasis on Exposure to Biomass Products - Larry Needham
= Application of Woodsmoke Exposure biomarkers - Chris Simpson
* Biomarkers in Exhaled Air - Silvia Carraro
10:20 Assign Breakout Groups — Discuss Expectations of Breakup Groups
10:20— 12:00 Breakout Sessions
A. Risk assessment, defining the questions (Tony Ward, Maria Morandi)
B. Biomarkers of exposure (Luke Naeher, Chris Simpson)
C. Toxicology and animal study design (Chris Migliaccio, Joe Mauderly)
D. Health outcomes measures/study design (John Balmes, Curtis Noonan)
E. Communications Gaps (Scott Damon, John Schumpert, Shannon Therriault)
12:00—- 1:00 Lunch
1:00 — 2:00 Breakout Session Summary Reports
2:00 — 2:30 Session VI Research Support for Biomass Health Effect Studies
Chair: Mike McGeehin
= Pat Mastin
= Allison Stock
»  Amanda Aldridge
2:30 — 3:00 Session VII Research Gaps, Future Directions
Andrij Holian
Paul Garbe

August 2007 Immunotoxicology Specialty Section




Get the FDA perspective
on immunotoxicity and
immunogenicity assays,
testing for biclogics and

developmental
immunotoxicity

IMMUNOTOXICOLOGY

Innovative Methods and Applications for Risk
Assessment in Pharmaceutical Development

September 17 - 18, 2007

The Hilton Alexandria Mark Center

Alexandria, Virginia

Our distinguished speaking faculty

includes:

Dr. Gary R. Burleson, Conference Chair
BTR - BURLESON RESEARCH TECHNOLOGY, INC.

Dr. Kenneth L. Hastings
US FOOD AND DRUG ADMINISTRATION

Dr. Rodney R. Dietert
CORNELL UNIVERSITY

Dr. Lynne Lesauteur
CHARLES RIVER LABORITORIES

Dr. Elizabeth Gribble
ZYMOGENETICS, INC

Dr. lan Kimber
SYNGENTA CENTRAL TOXICOLOGY LABORATORY

Judy Van De Water
UNIVERSITY OF CALIFORNIA, DAVIS

To Register:

The industry's leading researchers and
regulators will discuss:

ICH S6 Immunotoxicity Guidance

Developmental Immunotoxicology in
Safety Assessment

Immunogenicity andithe Impact on
Preclinical Development

The Fallout of TGN-1412

Characterization and Classification of
Chemical Allergens

Toxicity as a Result of
Immunostimulation by Biologics

Epidemiologic and Mechanistic
Evidence for Immunosuppression-
Mediated Cancer

Immunobiology of Autism

and much more...

Call 800-280-8440 or visit us at www.frallc.com
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Joint Meeting:
16™ SUMMERSCHOOL IN IMMUNOTOXICOLOGY

HESI-ITC IMMUNOGENICITY ROUNDTABLE

ICH S6 EUROPEAN DISCUSSION
SOFITEL Hotel, Lyon (France), 1-3 October 2007

Provisional program

NONCLINICAL SAFETY EVALUATION OF
BIOPHARMACEUTICALS

Monday 1 October
Chairperson: J. Descotes (Lyon Poison Center, France)

10:00 Start of registration and welcome coffee
12:00 Opening lunch
13:15 Welcome to participants
13:30 TGN1412: lessons to be learnt
13:30 Part 1- A case of non-prediction ? Ch. Horwath (Archemix, USA)
13:45 Part 2- ABPI/BIA recommendations regarding the MABEL approach. J. Sims (AstraZeneca, UK)
14:00 Part 3- Regulatory consequences guideline on high-risk medicinal products. Ch. Schneider (Paul Er-
lich Institute, Germany)
14:15 General discussion
14:45 Biopharmaceuticals: current developments and perspectives. Speaker to be confirmed
15:30 Coffee break
16:00 Adverse effects of biopharmaceuticals: from immunopharmacology to the clinic. J. Descotes
16:45 Summerschool in Immunotoxicology Annual PhD Award
17:30 Social event
20:00 Dinner

Tuesday 2 October
Chairpersons: E. Evans (Scherring-Plough, USA) & B. Molinier (Sanofi-Aventis, France)

9:00 Purpose of immunogenicity evaluation in preclinical vs clinical studies. J. Bussiere (Amgen, USA)
9:30 Overview of immunogenicity assays and regulatory aspects. R. Thorpe (National Institute for Biologi-
cal Standards and Control, UK)
10:00 Practical application of immunogenicity assays. D. Finco-Kent (Pfizer, USA)
10:30 Coffee break
11:45 Risk assessment with case studies:
Preclinical case studies. L. Plitnick (Merck, USA), Curtis Maier (GSK, USA)
Clinical case studies. T. Kawabata (Pfizer, USA), H. Haggerty (Bristol-Myers Squibb, USA)
12:30 Lunch
13:45 HESI-ITC Immunogenicity roundtable: risk assessment and application of the EMEA guideline on the
immunogenicity of therapeutic proteins. P. Chamberlain (MDS Pharma, France), H. Schellekens
(Utrecht University, the Netherlands), Ch. Schneider, and all the speakers of the day
15:45 Coffee Break
16:15 Social Event and Gala Dinner
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Wednesday 3 October
Chairpersons: J-W. van der Laan (RIVM, The Netherlands) & S. Spanhaak (Johnson & Johnsor

9:00 General principles and unique (molecule /class-specific) approaches in biopharmaceutical develop-
ment [ICHS6]. J-W Van der Laan
9:45  Chronic toxicology studies for biopharmaceuticals. Speaker to be confirmed
10:30 Coffee break
11:00 Carcinogenicity: the need for in vitro and in vivo studies. M. Oliecsiwis (Novo-Nordisk, Denmark)
11:45 Alternatives for safety assessment of biopharmaceuticals (surrogates, transgenics). Speaker to be
confirmed
12:30 Lunch
13:30 Use of non-human primates in reproduction toxicology. Speaker to be confirmed
14:15 Safety pharmacology. Speaker to be confirmed
15:00 Risk assessment of monoclonal antibodies. Speaker to be confirmed
15:45 Coffee break
16:15 Roundtable on ICH S6: where does it work and where it does not. J-W. Van der Laan, S. Spanhaak
17:45 Concluding remarks. J-W. Van der Laan, J. Descotes

Visit our web site: http://www.school-immunotoxicology.org

Recent Advancements in Immunotoxicology

Sponsored by the US Food and Drug Administration
Monday, December 3", 2007
9:00 AM - 3:30 PM
US FDA - White Oak Campus
Central Shared Use Building, Room 2031

Silver Spring, MD

This meeting is open to all and there is no fee for registration.
Agenda will be distributed in September.

For more information, please contact

Carmen Booker (carmen.booker@fda.hhs.gov) or
Peyton Myers (peyton.myers@fda.hhs.gov).

FDA
]
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Immunotoxicology Job Announcements

BRISTOL-MYERS SQUIBB COMPANY
PHARMACEUTICAL RESEARCH INSTITUTE

IMMUNOTOXICOLOGY
DRUG SAFETY EVALUATION
SYRACUSE, NEW YORK

Employment Opportunity

The Immunotoxicology Department within Drug Safety Evaluation at Bristol-Myers
Squibb Co. in East Syracuse, New York is seeking an independently-thinking, highly moti-
vated scientist with mechanistic and investigative experience in the assessment of altera-
tions in immune status and function. Placement will be commensurate with the level of ex-
perience, but the ideal candidate will have a Ph.D. or equivalent and research background
in immunology and/or immunotoxicology/ immunopharmacology and a comprehensive
knowledge of animal and human biology/physiology. The candidate should also have ef-
fective written and oral communication skills and the ability to manage multiple research
activities. This person would be responsible for the scientific and toxicologic evaluation of
selected drug candidates, such as immunomodulators and protein therapeutics; design and
coordinate mechanistic and toxicology studies to support project and discovery working
groups; and develop mechanistic approaches and utilize molecular and emerging technol-
ogy platforms to address toxicity issues that arise, particularly those associated with the
immune system.

Please submit letters of interest as well as academic credentials, relevant scientific publica-
tions and laboratory/research experience, and contact information for supporting references
via e-mail, fax, or US mail to:

Dr. Helen G. Haggerty and Karen Price
Department of Immunotoxicology
Drug Safety Evaluation
Pharmaceutical Research Institute
Bristol-Myers Squibb Company
6000 Thompson Road, Mailstop J-4
East Syracuse, NY 13057
Fax- 315-432-2295
Email- helen.haggerty@bms.com
and karen.price@bms.com
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Recent Immunotoxicology Publications

Compiled by Haley Neff-LaFord.

ANYTIME you have a new publication to report, please sent it to the new coordinator, Haley Neff-
LaFord: hneff@u.washington.edu.

Asthma, Allergy, Autoimmunity & Hypersensitivity

Blossom SJ and Doss JC. Trichloroethylene alters central and peripheral immune function in autoimmune-
prone MRL+/+ mice following continuous developmental and early life exposure. J Immunotoxicol 4:97-110,
2007,

Cai P, Boor PJ, Khan MF, Kaphalia BS, Ansari GAS and Konig RK. Immuno- and hepato-toxicity of di-
chloroacetic acid in MRL*"* and B6C3F1 mice. J Immunotoxicol 4:117-126, 2007.

Cauvi DM, Cauvi G and Pollard KM. Reduced expression of decay accelerating factor 1 (Dafl) in CD4+ T
cells of murine systemic autoimmune disease. Arthritis Rheum 56:1934-1944, 2007.

Corsini E and Kimber 1. Factors governing susceptibility to chemical allergy. Toxicol Lett 168: 255-9, 2007.

Johnson VJ, Yucesoy B, Reynolds JS, Fluharty K, Wang W, Richardson D, Luster MI. Inhalation of toluene
diisocyanate vapor induces allergic rhinitis in mice. J Immunol 179:1864-71, 2007.

Kimber I, Agius R, Basketter DA, Corsini E, Cullinan P, Dearman RJ, Gimenz-Arnau E, Greenwell L, Har-
tung T, Kuper F, Maestrelli P, Roggen E and Rovida C. Chemical respiratory allergy: opportunities for hazard
identification and characterization. Altern Lab Anim 35:243-265, 2007.

Larsen ST, Hansen JS, Hansen EW, Clausen PA and Nielsen GD. Airway inflammation and adjuvant effect
after repeated airborne exposures to di-(2-ethylhexyl)phthalate and ovalbumin in BALB/c mice. Toxicology
235:119-129, 2007.

Mahajan SG, Mali RG and Mehta AA. Protective effect of ethanolic extract of seeds of Moringa oleifera Lam.
against inflammation associated with development of arthritis in rats. J Immunotoxicol 4:39-47, 2007.

Regal JF, Regal RR, Meehan JL, Mohrman ME. Primary Prevention of Asthma: Age and Sex Influence Sen-
sitivity to Allergen-induced Airway Inflammation and Contribute to Asthma Heterogeneity in Guinea Pigs. Int
Arch Allergy Immunol 141:241-256, 2006.

Ueda H, Ebino K, Kosaka T, Nakashima N, Chiba Y, Harada T and Teramoto S. Assessment of airway sensi-
tization potential of inhaled trimellitic anhydride by monitoring the elicitation phase in a mouse model. J Im-
munotoxicol 4:155-164, 2007.
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Effects: Compounds

Antonini JM and Roberts JR. Chromium in stainless steel welding fume suppresses lung defense response
against bacterial infection in rats. J Immunotoxicol 4:85-96, 2007.

Corsini E, Codeca I, Mangiaratti S, Birindelli S, Minoia C, Turci R, Viviani B, Facchi A, Vitelli N, Lucchi L,
Galli CL, Marinovich M and Colosio C. Immunomodulatory effects of the herbicide propanil on cytokine pro-
duction in humans: in vivo and in vitro exposure. Toxicol Appl Pharmacol 222: 202-210, 2007.

Mahajan SG, Mali RG and Mehta AA. Effect of Moringa oleifera Lam. Seed extract on toluene diisocyanate-
induced immune-mediate inflammatory responses in rats. J Immunotoxicol 4:143-154, 2007.

Oyama Y, Matsui H, Morimoto M, Sakanasi Y, Nishimura Y, Ishida S and Okano Y. Synergic cytotoxic ac-
tion induced by simultaneous application of zinc and clotrimazole in rat thymocytes. Toxicol Lett 171:138-
145, 2007.

Sivertson KL, Seeds MC, Long DL, Peachman KK and Bass DA. The differential effect of dexamethasone on
granulocyte apoptosis involves stabilization of Mcl-1L in neutrophils but not in eosinophils. Cell Immunol
246:34-45, 2007.

Sun NN, Wong SS, Nardi C, Ostroff D, Witten ML and Lantz RC. In vitro pro-inflammatory regulatory role
of substance P in alveolar macrophages and type Il pneumocytes after JP-8 exposure. J Immunotoxicol 4:61-
67, 2007.

Zhou X, Yang N, Lu L, Ding Q, Jiao Z, Zhou Y and Chou KY. Up-regulation of IL-10 expression in dendritic
cells is involved in Trichosanthin-induced immunosuppression. Immunol Lett 110:74-81, 2007.

General Immunotoxicology

Anderson SE, Meade BJ, Butterworth LF and Munson AE. The humoral immune response of mice exposed to
manual metal arc stainless steel-welding fumes. J Immunotoxicol 4:15-23, 2007.

Cao Q, Zhang S, Dong C and Song W. Pulmonary responses to fine particles: differences between the sponta-
neously hypertensive rats and Wistar Kyoto rats. Toxicol Lett 171:126-137, 2007.

Cohen MD, Sisco M, Prophete C, Chen LC, Zelikoff JT, Ghio AJ, Stonehuerner JD, Smee JJ, Holder AA and
Crans DC. Pulmonary immunotoxic potentials of metals are governed by select physicochemical properties:
vanadium agents. J Immunotoxicol 4:49-60, 2007.

Dasgupta S, Navarrete AM, Delignat S, Wootla B, Andre S, Nagaraja V, Lacroix-Desmazes S and Kaveri SV.
Immune response against therapeutic factor VIII in hemophilia A patients—a survey of probable risk factors.
Immunol Lett 110:23-28, 2007.
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Denkinger CM, Denkinger MD and Forsthuber TG. Pertussis toxin-induced cytokine differentiation and
clonal expansion of T cells is mediated predominantly via costimulation. Cell Immunol 246:46-54, 2007.

Fulco TO, Lopes UG, Sarno EN, Sampaio EP and Saliba AM. The proteasome function is
required for Mycobacterium leprae-induced apoptosis and cytokine secretion. Immunol Lett 110:82-85, 2007.

Kin N and Sanders VM. CD86 regulates IgG1 production via a CD19-dependent mechanism. J Immunol
179:1516-1523, 2007.

Martin PL, Oneda S and Tracy G. Effects of an anti-TNFa monoclonal antibody, administered throughout
pregnancy and lactation, on the development of the macaque immune system. Am J Reprod Immunol 58:138-
149a, 2007.

Mei Y, Wang Y and Xu L. Suppression of immune-mediated liver injury after vaccination with attenuated
pathogenic cells. Immunol Lett 110:29-35, 2007.

Neff-LaFord H, Teske S, Bushnell TP and Lawrence BP. Aryl hydrocarbon receptor activation during influ-
enza virus infection unveils a novel pathway of IFNg production by phagocytic cells. J Immunol 179: 247-
255.

Models & Methods

Bugelski PJ and Kim C. T-dependent antigen response (TDAR) tests: meta-analysis of results generated
across multiple laboratories. J Immunotoxicol 4:111-116, 2007.

Carfi' M, Gennari A, Malerba I, Corsini E, Pallardy M, Pieters R, Van Loveren H, Vohr HW, Hartung T,
Gribaldo L. Invitro tests to evaluate immunotoxicity: a preliminary study. Toxicology 229:11-22, 2007.

Haggerty HG. Immunotoxicity testing in non-rodent species. J Immunotoxicol 4:127-132, 2007.

Herzyk DJ and Holsapple MJ. Immunotoxicity evaluation by immune function tests: focus on the T-
dependent antibody response (TDAR) [Overview of a Workshop Session at the 45" Annual Meeting of the
SOT. March 5-9, 2006 San Diego, CA]. J Immunotoxicol 4:133-138, 2007.

Koganei A, Tsuchiya T, Samura K and Nishikibe M. Use of whole sheep red blood cells in ELISA to assess
immunosuppression in vivo. J Immunotoxicol 4:77-82, 2007.

Ladics GS. Primary immune response to sheep red blood cels (SRBC) as the conventional T cell-depende an-
tibody response (TDAR) test. J Immunotoxicol 4:139-142, 2007.

Pruett S, Hebert P, Lapointe JM, Reagan W, Lawton M and Kawabata TT. Characterization of the action of
drug-induced stress responses on the immune system: evaluation of biomarkers for drug-induced stress in rats.
J Immunotoxicol 4:25-38, 2007.
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Regal JF, Regal RR, Meehan JL, Duan M, Mohrman ME. Contributions of age and sex to heterogeneity of
symptoms and effectiveness of secondary prevention strategies in asthma as modeled in the guinea pig. J Im-
munotoxicol 4:1-13, 2007.

White KL Jr, Sheth CM and Peachee VL. Comparison of primary immune responses to SRBC and KLH in
rodents. J Immunotoxicol 4:165, 2007.

Reviews and Book Chapters:

Dearman RJ and Kimber I. The use of cytokines in the identification and characterization of chemical aller-
gens. In: Methods in Pharmacology and Toxicology: Cytokines in Human Health: Immunotoxicology, Pathol-
ogy and Therapeutic Applications. Eds: RV House and J Descotes, Humana Press, Totowa, pp 67-81, 2007.

Fisher IB, Kin N, McAlees JW and Sanders VM. Regulation of Adaptive Immunity by the Neurotransmitter
Norepinephrine. Curr Immunol Rev 2:361-370, 2006.

Fujii H. Mechanisms of signal transduction from receptors of type | and type Il cytokines. J Immunotoxicol
4:69-76, 2007.

Lawrence BP. Environmental toxins as modulators of antiviral immune responses. Viral Immunol 20:231-
242, 2007.

Regal JF, Greene AL and Regal RR. Mechanisms of occupational asthma: not all allergens are equal. Envi-
ronmental Health and Preventive Medicine 12:161-167, 2007.

Letter to the editor:

Pollard KM and Hultman P. Skin-lightening creams are a possible exposure risk for systemic lupus erythema-
tosus. Arthritis Rheum 56:1721, 2007.
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—REBEEICEEL T WO RET. HEOAFED
HEOREAEFO THBENDDEL 2, FO2EHKIC, B
BERNEME SN ZE10E H AFR E2EhEs (TH
23-24H) IO T A2Z2HIC, 1 HHARBRFESY T
T4 R URDTLITBWTS “RERN 2EREE
LTHETeNELE TO2HD I PRI LDHEE
NEE. BECES BEENG EICL 2 SRESEEE S
LTORBROREZE2 5 ETRERRRICEATH
HHDTHD, SACEDSZOREEBHEHO DD
FHRMDELTORRIIRENVERNWET, EFEKICK
HHEREEE T, R4 REEFRHOZD DS T4
MR E 13 0 FEEFNARF ISR S TN ET,
BRE2OYTIA AP LL, FOHOERIT
B BEODELEN Iho0REEBEZTE L ROF
WERXHROLA TR, FOBRBERICSHORES
HEENEFERLUTRTBDET,

ST, TREHE] S0wD BB AF20EEMFED
EETIILOAMOAE T EFHEFLRPZOMD
BHICILTLERCADHL2HOTIERNL D TT,
HEBEEE. EERBIUOABERE DO SHELEmEs
AR OREROEEEEEL L. A AL O R TUE M
MEEREITILREIDEERBARLERINDDOT
Lkd, DT, —MEENIBELRNHAETOS &
B INERBERNOIEMZE RICHEZE S HBL T
FrEBWETH, BAETS - SB0n T mH S fEs
{IE>TWaDO T, AEEMT. RERERNEEE
52 5 EHENEGERE S RERNBE T S e st
DHBORBEREEZEZ A7 LI ¥—2HERERE
EFRHTHZEDH DN, RS TREZDIEI S D
UA R UARENANS LN,

BIREGREDT. WRRONWRITIER U THER
KEREBHEZRETA AN THB 0. HRENE
=B EEAL, HWHDIIA> TETWVWSZ SITHM
DEBVTHA, EELDFDOMDETEBREEP OLFEY
BA G LA HIRICER T 28581, EDER
HEEREL TN Z &I, BHABRTIHIDHEART
NWZETHA5, Lnl, 2LOEERBOEKRLE EE
AOFERE L TOREREOBD D OB TR
EWOTNEORERTH A5, BERICERKITDONT
BB E, REEECRENTIEEEAE L TRHT L
LOHRIT. BEEREEMEOLODHELH LMD
HN WA, RESITAERNTAET 2 RSHERBY (F
HRBY) CLBrBbDEEZONTNS, ERICZOD
£ 5 RIEHACH 2 PE AT B WD B RYCHBEE S
AINDHEEL OWHEIL. FRFNIEBHEZEOEFEETS

SNPsic kB2 MMR 2 EHOMTINTETNWS, B
EEENE RS L TORYES LR T OfRinEA TN
LM, FNEEET L 0ERBEEOR T O LIEITHE S
TWAZEEFED>ETHARN, ZOZEF, EREKICEX
HZEEEMELTOREROMS2MBHT S EN0h
KR TH LM EWE-> TS, FHE FhICHETS
SISRTENSH ZWE ha 70y ik 2FREERED
HITHREIT. DT UBHETIE A, ZoLdRE b
B 5 aEFEEBEEORESF L. ERICEYERTH
BTERWIENRZRMETH S, WTHITLA, B
O & B R OGRS HE) T 5 FEEH ORI
BEE % OLIEITELEENE R AEEEI SITRES
DEMIBFEROBHIN-HH2FERTREL TNSZ &
FED RN, —F, EEEE U TRERL MO E
PR S 2 e ISR S s diil, b s L%
SOEBETHONLNTEY, AEREIENE T 285EER
DR HNE L TOERRBBHFEDED SN TN, £,
ARRLVFH—R2Fy 700 AZAD LD, FRENY T
TFRT hE—BRICEARTERAL TWSERRDH 5,
ZIZHT, YUFEPFRETO o THBIFENE DN
SR TCNWERELZEIT S, SHREREOHETOML
FEENWHTIET, BHbEODERTMo 0N, FHED
A NHAOERZEFANDL ZETHo . THITER
TS DM EEEEFREIIYA BIA KO T A
MAFTELDT, EEICHEBNZEHFTTSLENT
WBILAAKOY T ATOT LIVFE-KIER EEZFAXTN R
M BT LD FEED OBRIIESNEh o, Bo &
FEHNZMEANRT EORETEHREEL. FEYA
1A 2, PAS0TE & SEMMCHI B 0 N L 53 18 O TR R S
ANLFF T F—Y-1 HOD) THICAYAF A FA
> M) KEETLHIENHLNTWEZENG, F
D5 ORFZ2ED -, PAS0LHO-1BHEIZ D W T,
YA MHA KOS TIE, 4T U HELEEHERS Z
13 7a<. EEIL6KOY U A TI3EMIC L 2MTHEEN
EULRBRNWZEEHOMNILE, IHIT. INHHTA N
4 KO T A& BT, LPSICX 2HO-1EEIX, I
TNF a 3B 5 L. INK®P3BRDIERRENET 52 & (T
Oguro et al., FEBS Lett., 516, 63-66 (2002)). BCG®LPS
L& BPA0DH T L Fal—a iZid IL-69TNF
aMBEE5 L TWnwaZ & (S, Ashino et al., Drug Metab.
Dispos., 32, 707-714 (2004)) 72 EZ2BH oML, FOH
t MEEBEEAT TN YT A A NWTEREZED, IL6
DOMHPEBENS L XIVICH 5 Z &, FHROHO-12oMTH
BUVREBICH S Z &, PAQIIEAD LTS Z i En
A0, HO-1FEICIEStat RO HIERERNT S5 L T
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WnBZEEHGMIZUE, £, INH5OHERIT IL6
FRIA T, BEZERICHRENS ZEBERL TS
(T.Ashino et al., Eur ] Pharmacol, 558(1-3), 199-207 (2007)) .
ENITBNTHRY RERF ICEMBENERT S 2 &
BHRIGNTWS, Fi, VU FREDRERICYA K
TA 2 RF DZFRRZEN & T2 YO BT HE A TN
BN, EYBEANOFELEZ SN, —ERENHEY
DIRNEREICER T 24ENH 2B HANAN, o1k
T VBT OREOFEEL. BBRETCGNI4I2TRAL
TedA A A =L ON=ZR) THBH Tk
SR T 4 T T 4 — RNy VT RBRN s ERET S
OPSBOFMRAVBVETH 2, ZOBRBOHBRE
13 EERREZEBL TWAM, EWITETITIENEs
TWARNWEDITHD, TNITLTHEMBEEZ a1 R
DEBELEOHENISTHRICAIAERCERETH 5.
PA M &I B EE R AL R
EREETHI LI TH AN 2FELTES ko
TWanE, ZOHBERAGSL AT LEEZD EfRPT
NELORTFHRH S EEDNS,

BAEKEL EFTOYKEONLARHEEED —DT
HHHO-1OHFEICE L TiE, BRI THEBEEL T3
Nrf2-Keapl3g KO A (ALK - B (LA 2 B4%
L) 2ZHNWTESRZENZEDTNWEETS
THb. £id. HO-1OBEIERD THHED N E
EPEEE & U T —BLRBIIFIEEA R
RAMEERM R ELSH SRRV DDH D, A ML ARE
ZUNTEELTHEHEINTVWS, HO-11E., BEFHED
NP DR & BRI 2HICRE LBE SN AMETH
D, ZOWROSEMRYOBEERIRL<EAD L, RIE
REBBEBRLTEZESTH S,

BBICADH, MREENS L. 6 EHHBA S —
MU, TERBD 4 £ H]+ B3R 2 £6 0 207
BE - FEIATLARRSTWA, HiEIEAMmEEH
FIREIRDDN VIV T AT =33 VAR EINTY
LB, ERBROALSTRERN. 7 U AL ROE
PER /s &, 5 IR EMEICTE T 5 53R RE T
HREBDOE N, AR TS BT BE OEBE
HHEO—BEUTHEL, BIOBEREET258EA %%
DL TWIARESLTH D, EAMRREES 21T
RICFEMEN, REEBRLTW Z&E2BELRNS
B> TWBEZATHD, REEMIL. HEEMMAERE
HTRETIEEROGEEARHO FERRHERNO
DEDTEHD, ZOT EOHEMBEFED TWDHEFED
BRI Z2HEMICEHLZWEDTH S,

My miscellaneous thoughts on
Imunotoxicology

Takemi Yoshida
Department of Biochemical Toxicology, School of Pharmaceutical

Sciences, Showa University

As many members of the Society may recognize, the
Japanese Society of Immunotoxicology has been found
on the basis of the preceding two important symposia
held at the Kamijyo Memorial Hall at Showa University
in November 16, 1990 and June 22, 1992, respectively. I
still remember that the some of the chartered members
of the Society were the guest speakers at either or both
symposia.

Immunotoxicology, although this technical term is
very popular for us in toxicology fields, but not in public
compared to the words of allergy and autoimmune
disease, is an important research area with respect
to the effects of pharmaceuticals and environmental
chemicals on immune systems. These chemicals produce
direct or indirect toxicity on immune tissues and
cells. In case of drug-induced immunological adverse
effects, the drug may change its chemical structure by
catalizing so-called drug-metabolizing enzymes and the
producing reactive metabolite may bind to proteins,
and acquire immunogenicity. However, the detailed
mechanisms of drug-induced autoimmune diseases, such
as SJS TEN and Troglitazone-induced hepatotoxicity,
still remains to be investigated. Because of wide variety
differences in genetic backgrounds and presence of
SNPs in drug-metabolizing enzymes and immune
systems, outcome of idiosyncratic drug toxicity is hardly
predictable, when patients take prescribed drugs or
OTC drugs. The immunotoxicology-related worst events
occurred when six healthy volunteers received a dose of
TGN1412. In all volunteers, cytokine-release syndrome
developed, including multiorgan failure. Mechansims of
such cytokine storm should he clarified in details.

By the way, we have been investigating the effects
of cytokines on hepatic drug- and heme-metabolizing
enzymes by using cytokine KO mice. We have reported
the following findings to date: 1) LPS-mediated induction
of hemeoxygenase-1{HO-1) is involved in TNF a through
JNK and P38 pathways.; 2) BCG and LPS-mediated P450
downregulation is involved in IL-6 and/or TNF @; 3) In
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human chronic arthritis model mice, there were higher
serum IL-6 concentration, the decreased P450 content
and the increased HO-1 and metallothionein(Mt) levels in
the liver. We also found that the induction of HO-1 in this
model mouse liver is signal transduced by Stat pathway.
All of these events occurred in chronic arthritis model
mice are almost completely returned to normal levels by
the L.v. injection of IL-6 neutralized antibody. The changes
in circulating cytokine levels may affect on drug- and
heme-metabolizing enzymes, thus may lead to changes in
pharmacokinetics of the administered drugs in infectious
and inflammatory diseases. We are currently expanding
our research work to Nrf2-Keapl KO mice. Nri2-Keapl
system is a main regulatory machinery of HO-1 induction
and other stress response enzymes and proteins. Besides,
HO-1 and it enzymatic products, biliverdin (hilirubin) and
carbon monoxide has been shown to play important roles
as a antioxidant and anti-inflammtory effect and immune
regulation, respectively. Thus, our current study seems
somehow to relate to immunotoxicology.

The concept and possible mechanisms of
immunotoxicolgy should be learned much by pharmacists
graduating from 6-year education system, starting from

last year.

fREsHOONa—ILE
A PRERICEAT 2 —E8
fAEALS

ERRFEFEREFRREESD

REREEFED 12— ALY~ ICERBOEEE25 2T
X RICEODHS ZXWET, ZOE Za—-ALF—
DREZEICRTI T THLL I EITRDELL, FEE
FEGPORTHOETH FIETHOELALER &
HBESEEN N EERINZHBIE2HE L THRLU W E O
EETLAEDOT, BEIEZTFTAHIEICHLUELE, 34
SEICTIREEERNS, MRV EBRILTHEL
NWEES>TBDET, HEUSBEWLET., 2o,
HPIChORBEBEESLOEb D &, Z EEERZTO
ZETDWTENWTALD EENET,

RN REFEICHEE 2R 515D = D13, 1993 — 19944
I8 Y N= T REDNREGEFR OB THEES I,
LEIEFOREM TH o FOMFT 1 A1 > OHl

FEET>EEMS T, D iEEmIT5 551t b
DMFET A MR TEFORES L TEEL AN
HBEZEERBLUELLEN MSHOE TR AR
BEUTTEARWNEESTBOELE, KNWTPa—
T RFRFROELRE CRBMICHEEZE2ZEZRTH
2o T, BRBEICBWTREFEEOEEZEELTYA b
A2 OBETFREPCENRTREIEHATSHS Z L2k
BUTEEL . B E ANl 2B -0
HIOETY, HARIKR> Thrbid. REHEHROHEMR
DOHITEICTIREEERNS, WREERITTBDET,

ATHERE, BEELTEATWS I &I, wEHkC
ROBMWEEICHARD ETH, FHFEEBRET > 28 ¥
i DEFITHE A T A ERMEE TS, W 2580
JaoAFRICER U1 M > OEEICEL Eig
BN, BERL NI EBRET S ICIIRET AT 2108
ERVET., REBFEIRETOHEMRTIEIHD ETALL.
BENTRICHRITITBOETOT, HEFELNIKRU
T9,

REHENRBO JOobha—-lick b & HiERRES
TRBETIT D & &, B8 LS ILRLEE L. HE
B, RIS UTC 3 EBEBSLA RO 5 25T, Bk
MHEZE, o TWET, BRI TR, FR
TRWEGZHEELTVWS, LWIBEZ2FRORIC
BEWLEZENHD, FREVWIBEMICHLEED
F—TH2EWHEWE (YT A, Ty b)) THhL
1#HSE RS BN T RN EZEAET., HEIKR
FHEOHE AT 5EDIINBHEZD TAHE NSO
HLROFEROT, KL x 4 =200 F2HPITL
IRt EB A R ITNTWT Et A, —HTUET5E)
PEOE, EQOXDIIRBEREHNASNTRKELSED DI
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An application of a post hoc test followed by
ANOVA and the protocol of immunotoxicity
Masashi Tsunoda

For the comparison of mean values among the
groups of three or more, a post hoc test is used followed
by one-way analysis of variance (ANOVA). When
toxicologists evaluate immunotoxicity followed by the
protocol of immunotoxicity, it is needed to understand the
benefits and defects (power, the possibility of type I error)

of post hoc tests for the decision of the best post hoc test.

BARTORR R IEERE
Castle J. Funatake
(University of California, San Diego)
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Life as a Post-Doc: Similarities and
Differences between the US and Japan
Contributed by Castle J. Funatake, Ph.D.

(Postdoctoral Scholar, University of California, San Diego, Department

of Medicine and Cancer Center, San Diego, California, USA)

I have had the great pleasure of experiencing life and
research in both the US and Japan. From September 2006
through February 2007, I was honored to work in the
laboratory of Dr. Keiko Nohara at the National Institute
for Environmental Studies in Tsukuba, Japan (Photo 2).
Since then, I have taken a postdoctoral position at UCSD
in the Moores Cancer Center where [ am continuing
to study how T cell responses can be perturbed, but
now it is the microenvironment of the tumor instead of

environmental contaminants that are the focus of my

research efforts.

lrr L
-

Post-doctoral Experience: Japan

I am very grateful to the efforts of Dr. Nohara that
gave me the opportunity to come to Japan and work
in her laboratory. I had no idea what to expect when I
de-boarded my plane and arrived at her laboratory on a
hot and humid day early in September of last year. I was
pleasantly surprised to see that it was not so different
from the laboratories at home. Even more reassuring
was the fact that everyone dressed about the same, too
— hooray for blue jeans! I started to work the very next
day. We were expected to start sharply at 9:.00 AM and
the researchers would often work 12 hours or more.
I was not shocked by the long hours and I soon found
myself staying late, too, but starting promptly at 9:00
AM was a bit of a struggle for me. In the US, it has been
my experience that 9:.00 AM is more of a "guideline"
than a strict start time. I believe that this stems from
the fact that the average workday in the US is around
8-10 hours so if you start late, you stay late and it all
works out in the end. Day-to-day events in the lab were
not different from the US, but what made these tasks
more difficult for me was the fact that nearly everything
was written and labeled in Japanese, and I cannot read
Japanese. Thankfully, everyone in the lab was extremely
patient with me, and we managed to get translations for
everything I needed. Each of us had regular meetings
with Dr. Nohara to discuss our results and to plan for
the next experiment. We had weekly journal clubs that
were not unlike those in the US, except that they were
given in Japanese. Journal clubs were a great challenge
for me, but also a great learning experience for listening
comprehension skills, When it was my turn to present, [
presented in English, so I hope that the others felt that
it was an equally good opportunity to practice listening
to and speaking in English! Aside from these language
barriers, I believe that the similarities between Japanese
and American laboratories far outnumber the differences,
and the consistency between them made my transition

into Dr. Nohara's laboratory relatively easy.

Life in Japan: the Everyday to the Exotic

For the first few weeks, I was completely overwhelmed
and in a state of culture shock. Everyday things like
grocery shopping, watching television and traveling

around the city seemed to take every ounce of mental
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strength just to cope. But eventually I found a routine,
and an English-language news broadcast, and I settled
in. In Tsukuba, I got around the city by bike which was
very easy thanks to the fact that the city is totally flat.
But I cannot deny the fact that I did get lost one night
on my way home from work in search of a convenience
store that I never did find. It was scary since there were
no people out that late, no people to ask for directions,
but thanks to some dumb luck I eventually found my
way home. Of course, I never again went looking for
anything after dark if I did not know exactly where it
was. To a newcomer, the train system in and around the
Tokyo metro-area can be completely overwhelming. I
was certainly one of those people, and I was in Japan for
almost three weeks before I even got on a train. But, after
overcoming my intense fear of the complexity of the train
and subway system in Tokvo, I came to love its efficiency
and promptness — you really can set your watch by the
trains!

Although we worked long days and long weeks, I was
fortunate that there were many national holidays that
gave me extra time to travel and see Japan. When I only
had one day, I went to Shinjuku for shopping. I went
to Shinjuku for shopping a lot. I think perhaps I might
have gone to Shinjuku too much because the graduate
students would ask what [ had done for the weekend
and when I would sheepishly grin at them in reply, they
would know I had gone to shop in Shinjuku. When I had
more time, I would travel farther and spend more time

in places. I visited Tokyo Tower (Photo 3), the Imperial

-/

photo 4

L
photo 5

Palace Eastern Gardens, Tokyo Daijingu, Zojoji Temple,
and Yoyogi Park. I went to Asakusa, Mito, and Nikko. I
hiked around Tsukuba-san, I tried my hand at imohori
(Photo 4), I saw the ocean near Kamogawa, and I went
snowhoarding at Madarao in Nagano. I saw kabuki and
rakugo shows. I saw Fuji-san in December, the snow
festival in Sapporo (Photo 5), and toured the Tsukiji fish
market one cold and early morning (Photo 6). Everywhere
I went, I was amazed by the unique beauty of Japan, the
amazing juxtaposition of modern and traditional, the
efficiency with which they filled the space in the great

metropolitan area of Tokyo.

Graduate school and post-doctoral life in the US: Oregon State
University and UCSD

I attended graduate school at Oregon State University
(OSU) in the Department of Environmental and Molecular
Toxicology. The program varies depending on the

specialization that you choose, but on average, it takes
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five years to get a Ph.D. Because the students who join
OSU's program come from a diverse background, the first
two years are heavily focused on classes to give everyone
a solid education in the basics of toxicology. At the
same time, the program at OSU is also very self-guided
because once I had finished the core classes I was given
a lot of freedom to choose which additional classes |
wanted to take to complement my research. Once I had
completed my coursework, there was a qualifying exam.
The qualifying exam was possibly the most difficult exam
I had ever taken and involved both an oral presentation
and written exam in the form of a grant proposal. After
passing the qualifying exam, the rest of my time was
dedicated to research, writing papers, and convincing my
committee that I was ready to graduate. The hours were
long, I worked on weekends, and my lab did not even have
windows so sometimes the only daylight I saw was if T left
early enough to see it on my way home. But in the end, it
was worth it because I loved my project and I knew I had
really earned my Ph.D.

I started my post-doc position at UCSD at the
beginning of April, just two short months ago. Life as a

post-doc in the US is not so different from Japan. I have

regular meetings with the PI (principal investigator) to
discuss data and future experiments. As in Japan, there is
a weekly journal club, but we also have lab meetings every
week where everyone gets a chance to discuss their data.
In addition, there are departmental and institutional
seminars that can be attended on a weekly basis. My
workday averages 10 hours long, but some days are longer
or shorter depending on what I need to do. As far as the
scientific endeavors go, life as a post-doc in the US is not
so different from Japan. From a more social aspect, the
environment in the laboratory is, I think, less formal than
in Japan. PLs are addressed by their first name in most
labs, and the rest of us — from technician to graduate
student to post-doc — are like a family. There are many
lab-outings for lunch, sporting events, and beach parties.

We work hard together, but we play hard together, too.

Science, Life, and Gratitude

I have always known that I was meant to be a scientist.
I love the thrill of a new discovery and doing something
that no one else has done. But science would not be as
much fun if there were not great people with whom to
share it. I have been fortunate in that way — every lab
I have been in has been like a family. And working with
Dr. Nohara and her group in Japan was like being an
exchange student and they were my host family. It was
an incredible, once-in-a-lifetime experience and I cannot
begin to say how grateful I am. I hope that one day, when
T have a lab of my own, that I am able to return the favor.
Such an exchange of scientific ideas and cultures is an

invaluable resource that can only lead to certain success!
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