Immunotoxicology Specialty

President’s Message
by Scott Burchiel

Greetings from your elected officers. We hope
that this newsletter finds you well. There are
several information items that I would like to
share with the membership.

First, I would like to encourage everyone with
eligible predoctoral students and post docs to
participate in our competition for awards for
this year's annual meeting. The deadlines and
other details are specified later in this newslet-
ter. We want to maintain the excellent tradition
of high quality posters and platform presenta-
tions by our students and members in-training
and want to see good competition for these
awards.

Second, SOT has been invited to provide
names to NIH Staff of qualified individuals who
might be willing to serve on NIH Study Sec-
tions. The Alcohol and Toxicology-4 (ALTX-4)
study section is currently reviewing immuno-
toxicology grants. Therefore, we have been
invited to submit names of potential reviewers
and members for the Study Section. The proce-
dure for submitting names has been left up to
Specialty Sections, so please plan on giving us
your input at our annual business meeting in
Seattle.

Third, we were also invited to commment on the
SOT Long Range Plan, and I participated in a
conference call with Specialty Section Presi-
dents and the SOT Council representative,
Linda Birnbaum. Input was solicited from your
elected officers, and we basically told Council
that we would like more effective communica-

tion, including better use of web pages, and that
we would like more involvement in communi-
cating with the public.

Finally, many of you know that SOT will
launch a new journal this spring to replace Fun-
damental and Applied Toxicology. The new
Jjournal will be titled Toxicological Sciences and
will be edited by Curtis Klaassen. The ITOX
Specialty Section has received letters and e-
mails from the Publication Board and from SOT
President Michael McClain requesting manu-
scripts. There will be a section of the Journal
devoted exclusively to immunotoxicology, so
let's plan on supporting this new journal.

We are looking forward to seeing you at the
Specialty Section annual meeting in Seattle,
which will meet Tuesday, March 3rd from
5:00 - 6:30 PM, tentatively scheduled for the
West Ballroom AB. Please plan on attending
our reception and business meeting, in which
we will discuss business and announce our
award winners.

Vice President’s Message
by Kathleen Rodgers
Chair of Program Committee

Greetings from sunny Southern California!
Despite expectations to the contrary, we have
not, as yet, been washed into the ocean by El
Nino. All is well with the program for the
Immunotoxicology Specialty Section for 1998.
In the last newsletter, we informed you of our
submissions to the SOT Program Committee
and Continuing Education Committee, and 1
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. will new report on those which have been ac-
cepted for presentation at the March meeting.

: These-programs inclade: (1) a Continuing Edu-
cation program entitled “Cytokines as Indicators
.-of Toxicity: The Immune System and Beyond”

.- (2) a symposium entitled “Alterations in Cyto-

kine Receptors by Xenobiotics™; (3) a workshop
entitled “the Toxicology of Protein Allergenic-
ity: Prediction and Characterization”; (4) 2
workshop entitled “Chemical Contact Allergy
Structure Activity Relationships”; (5) a work-
shop entitled “Woodsmoke: Toxicological Tm-
pacts and Human Health Risks”; and (6) a

_workshop entitied “Immunotoxmlty Strategies
to Identlfy Risk of Attoimmune Disease Asso-

01ated with Chemlcal Exposure.” A's you can
see, we had great success with our program and
wxll be well represented in 1998. 1extend my

X sincere gratitude to afl the mermbers of last

Uy s Frogram Commmee and the 1nd1v1duals

A'tha put to gether aiI the neccssary pieces toal-
_Iow such excztlng presentamons I look forward

‘to seeing’ all of you in March. If the above list
_genera‘ted any ideas for the 1999 program
j,piease let Judlth Zehkoff know so she can in-

" Gorporate your ideas. My thanks agam to every-

one!

e

_Vice Presldent-Elect s_ Me s
by Judzth Zelzkoﬁ ey )

Even theugh the 1998 meetmg has not yet
©come; it’s time to begin-thinking about the 1999

program.- As. Vice-President Elect and head of
_the Immunotoxicology Specialty Section (ISS)

- Program Committee for 1998, Fwould like to
_invite anyone:interested to submit to me -
(judyz@charlotte.med.nyu.edu) a title and out-
- ling of.a topic that-you would like to see pre=
-sented:asieither a Workshop, Symposium;: -,
Roundtable, or Continuing Education Course at
our National meeting in Seattle in 1998.

D

Topies submitted will then be discussed at our
JI8S: Program. Committee:meeting in-Seattle. -
Those members’ ideas that have been selected

- site, I thought that it:might be a-nice concept for

for further discussion and presentation to the
ISS Executive Board will be contacted and re-

* quested to submit an expanded outline (includ-
: 1ng presenters) for:submission to the SOT Pro-
-gram-Committee and/or Continuing Ediication

Committee. As a member of the ISS Executive
Board, as well as of the SOT Program Commit-
tee, I can tell you that those ideas which are

_.most well~worked ‘out at the time of submission

fare the best. Furthermore, cross-feftilization
and sponsorship by another Specialty Section
also leads to increased enthus;asm ‘oy the “pow-
ers that be.”

- You should also be aware that a considerable
-amoutt of time and work goes along with the

glory of presenting a Symposium, Workshop,
Roundtable; or Cohtinuing Education Course at
the National Meeting. In addition to preparing
the appropriate forms, lining up the potential
speakers and making sure their abstracts are in
on time (a grueling task even for the most per-

-~ sistent of us), if your topic is selected by the

SOT Program Committee, you will-be working
closely with a Program Liaison to ensure the
best possible presentation: - Thus, please con-

<« siderthe “glory’-as well as the: tzme involved

when making a demsmn

Agam, since the competltt‘on #mongst our Own
ISS members is quite stiff, and not all proposed
programs that make it to thé SOT Cotmittee
will be selected, please have your ideas as well
thought-out as possible prior to submission. If
you have any specific questions or comments
concerning the submission of a topic, I will be
happy to discuss them with you.

COMMITTEE REPORTS

Education Commlttee o

_ Mitchell Cohen, Chazr

With. the approachmg unvellmg of our ISS web-

those members who are in academia and have
active courses in immunotoxicology to post

ki e
-
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their curricula and currently-used textbook(s)
on the website so that students who might be
_interested in pursuing a graduate caréer in toxi-
. cology/ immunotoxicology might have an in-
kling of the types of courses {as well as the lo-
. cations offering them) available around the
country and the world. As with the keyword
setup that is being established on the site, the
teacher(s)'s name(s) could be made linkable to
their e-mail address so that potential students
may contact them directly.

Apart from aiding potential graduate students,
the posting of the various curricula will also
allow:fellow academicians/ISS members to get
an idea of what they might want to include (or
even delete) from their own current curriculum.
This is not a ¢larion call for uniformity of teach-
ing the subject of immunotoxicology, but rather
an opportunity for those of us in academia to
_ sort of “compare notes.” .- - o

Please feel free to contact me with feedback on
this idea or even to provide me with suggestions
of your own regarding ways to enhance the
teaching of immunotoxicology. If you are al-
ready won over by the concept; please send your
curriculum to me by e-mail (send to
cohenm(@charlotte.med.nyu.edu) and I will
forward it to our-own ISS webmasters., -

See you all in Seattle (?) in March!! -

Membership Committee
Michael McCabe, Chair

Hopefully, all members of the ISS have
received a Membersh;p Directory. If you have
not received yours and would like ong—zvpleaso
contact Michael McCabe
(M.J.McCabe.Jr@wayné.edu). In an effort to
keep the membership directory updated, please
contact Michael McCabe Wwith informiation re-

- garding changes of address, telephone humbers,
area codes, email addresses, etc. Also, pledse

take a few moments to find, and to admire, your
ISS membership directory, and please-ensure
that your “vital statistics” are correct as listed.

~ Remember, the next deadline for new SOT
“* membership applications is April I, 1998. En-

courage your colleagues and ‘students to join the
National SOT and the Immunotoxmo!ogy Spe«
cia!ty Sectlon .

Ve oaee o e sl

Awards Cor'r{rhi'ttee'

-Dori Germolec, Chair

The Awards Committee of the Immuno-

""toxxcology Spemalty Section of the Socxety of

again we will be granting up to five awards at
the Annual SOT meetmg in Seattle in 1998
These awards are given in recogmnon of the
scientific excellence of tho research conducted
by graduate students and postdoctoral fellows in
the speCia}ty of Immunotoxwology Presenta-

* tions'will be Judged on the Sc:entif“ ic merxt'ar_ld

si gmﬁcance of théir work the. soundness £
their experimental approach and methodology,

~and the quahty of thelr wnt:ng and data presen-

tatlon

Candidates for.these awards are requested to
submit copies of their entire, presentanor;, in-
cluding a”g)stracts mtroductlon ‘all figures and
data tables, summary and concludions. It is
important that all of the-above beincluded, as
the decision on the awards will be.based-upon
the.written submission only, and not on:the - .
actual presentation-at the meeting:- The submis-
sion will bé-evaluated by the Awards Commit-
tee prior to the-annual meeting and the winnérs
will be announced at the Specialty Section ' *
meeting in Seattle. To be eligible the student or
postdoctoral fellow must be ﬁrst author Yojy the
paper. . . SR

To be considered for the awards, students and
postdoctoral fellows-should submit a:copyiof
their entire presentation (poster or platform)to
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.- be received NO LATER THAN FRIDAY, JAN-

UARY 16, 1998 to:

Don Germolec

Environmental Immunology Laboratory
National Institute for Environmental Health
Sciences

- PO Box 12233, RTP, NC, 277G9
_Telephone: (919) 541-3230

germolec@niehs.nih.gov

‘Methods Cemmiﬁee' V

Bob:Luebke, Chair-
(Update Provided by Robert House)

:,’f;Progress on the ISS Home Page has been much

"slower than antlclpated A skeleton version has
‘been available for several months, but is essen-

tially serving as a place-holder until the final
version is finished. As most of you are aware,

Swel have the ambitious goal of including a “Re-

' lseurces sub&:rectory in which the e-mail ad-

. dress of pa;rtmpatmg members of the Section

ill be hnked Wlth key Words, The goai is the

'dentlﬁcatlon of Spe~
mg to act as consul-

“__',tanfs to 1nd;v1duals wzth questmns on methods,
' ',as w’ 1l as fostermg greater cooperatlon between

Ther'e“havebeen two probiems associated with
this effort. First, although there is a lot of sup-

... port 1 for, this effort, the National SOT Council
_iﬁ_.has had a few reservations: not, as much in con-
‘_eegpt as. m unplementation There are legmmate

Page 4

' questions surrounding the inclusion of direct
: hnks 10 personnei and other web sites via the
fSQT Home Page. Ot.r solutlon *o this, we hope,

is gettmg exphczt pennlssmn from each Imked

you have already been contacted

Which leads me to our next major difficulty,
namely the lag time we have experienced in

.- peoples’ responses to our communications.

Mitchell Cohen took the lead in this area, and
did yeoman’s service in compiling a member-
ship directory and individually contacting all
members regarding their willingness to partici-

.+ pate. Responses have been slow to trickle in,
;. but we now have a critical mass of participants

to make this thing work. The initial Resources
page is now complete, and most of the partici-
pants have been contacted directly from the’
page to confirm that the links will work. We

.hepe to have the Resources section operational

and uploaded by year’s end. ...

Ancther feature of our web site will be the in-

- clusion of links to other sites relevantto ©

immunotoxicology, although National SOT at
present is-excluding commercial sites. If you
know of sites that should be included, please
forward the URL to either Bob Luebke or Rob~
ert House

To date we have received strong verbal support
for our ideas.regarding the Home Page. Please

‘remember that we depend on the cooperation

and support of the mernbershlp to make this
work LT B

Regula_tory Com‘mi@tee‘
Liz Sikorski, Chair

" FDA Center for Devices and Radiological

Health (CDRH)

The CDRH announced the availability of a draft
guidance document entitled the Immunotoxicity
Testing Framework for public comment in the

‘Federal Register on March 18, 1997. A copy of

the draft guidance document can be obtained by

calling 1-800-638- 2041, During the cornment
" period, CDRH received comments from approx-

imately 25 compames and organizations in the
U.S. and abroad. A revised version of the ‘docu-
ment is almost completed and will go through
an in-house FDA review. The final document is

November 1997




anticipated to come out in Summer of 1998.
Upon finalization of the document; it will-be
announced in the Federal Register and available
on the Internet (FDA Home Page).

FDA Center for Drug Evaluation and Re-
search (CDER)
Dr. Ken Hastings has provided an update on the
CBER guidance document for immunotoxicity

- testing (see May 1997 newsletter for additional
-information). The document has been circu-
lated within the FDA for comment and the in-
ternal review has been completed. The current

.. discussion within the FDA regards the format in
which the document should be provided for
outside comment. When the draft guidance
document is available for public comment, it
will be announced in the Federal Register and
will be available on the Internet on the FDA
Home Page. No date was given for the avail-
ability of the draft document. :

The three fundamental recommendations that
are proposed in the draft guidance document
are: (1) recommended use of flow cytometric
analysis of blood and/or spleen:as a backup:-
assay if a dose-dependent alteration in routine
toxicological assessment of the immune system
(i.e., histopathology) is observed; (2) use of the
murine local lymph node assay (MLLNA) as an
acceptable alternative to guinea pig assays for
testing the contact sensitization potential of
topical drugs; and (3) the introduction of the
popliteal Iymph node assay to test for immuno-
stimulation.

FDA Center for Biologics Evaluation and
Research (CBER)

CBER reviews the safety of a variety of prod~
ucts such as monoclonal antibodies, recombi-
‘nant proteins, vaccines, gene therapy and xeno-
transplants. This branch of the FDA deals with
many. immunotoxicology issues, as some of the

biologics they evaluate directly or mdlrectly

~ affect the immune system. A draft gmdeime
containing information on CBER i immuno-

(OECD).

toxicology testing was made available for public
comment in April 1997. This guideline was
prepared under the auspices of the International
Conference on Harmonization (ICH) on Techni-
cal Requirements for Registration of Pharma~
ceuticals for Human Use, e

The document has now been finalized and can
be obtained by calling 1-800-835:4709(CBER
Voice Information System) or via the Web ..
(http://www.fda.gov/cder in the “Regulatory
Guidance” section). This guldﬁnce document
provides general principles fof the desxgn of
internationally acceptable preclinical-safety
evaluation programs for biopharmaceuticals.
Briefly, this document states that new therapeu-
tic agents will be evaluated for Immunotoxwlty

- on a case-by-case basis rather than by 3 roufme
" tiered testing approach '

EPA

" The EPA has undertaken a hammnzzaﬁon of its

pesticides and toxics guzdehnes for tes
health effects, env;ronmental effeits and
cal fate. The rationale for thls harmomiatzon is
to 1ncorporate state of the art science and to
minimize varianoris among the protocois con-

" tained in- (1) test gifidelings’ by the EPA Office

of Pesticide Programs (OPP), (2) the serzes of
TSCA test guldehnes ‘which'exists i the Ofﬁee
of Pollution Prevention and Tox1es (OPPT), and
(3) guidelines published by the Orgahization for
Economic Coop‘eratlon and Development

Harmomzatzon has improved the gurdelmes but

""certam probleriis were créated by trying to write

a single set of guidelines Wh;ch can be ueed _by
both OPP in its administration of FIFRA and
the Federal Food, Drug and Costhetic Act and

" the Office of Péllition Prevetition and Tox;cs

(OPPT), which administers TSCA. Further
discussion on this'i issue can be’ found in the
Federal Register annountement of the TSCA
Test Guidelines on August 15, 1997.

November 1997
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TSCA Immunotoxicity Testing Guidelines
The Toxic Substances Control Act (TSCA) was
enacted by Congress in 1976 and is an act “to

- regulate commerce and protect human health
and the environment by requiring testing and
necessary use restrictions on certain chemical

. substances, and for. other purposes.” TSCA
regulates the use of certain chemical substances
in the U.S. but excludes the following classes of
chemicals: pesticides, food, food additives, cos-
metics, and drugs.

The TSCA Test Guidelines have recently been
finalized and were announced in the Federal
Register on August 15, 1997. For the TSCA
Immunotoxicity Test Guidelines, the Agency
has used the OPPTS harmonized health-effects
test guidelines (870.7800) developed using the
public notice and comment process as well as
ceftain OECD guidelmes to create the TSCA-
spec;ﬁc test guldehnes o -

Therefere as mdlcated in the OPPTS gu1de~
- lines, the' Agency requires that in addition. to
_-sinformation obtained from routine toxicity test-
ing-«{i.e., histopathology, organ weights,) they
will-require-an immyune: function:assay.in Tier 1
testing, - the sheep red:blood cell (SRBC) assay.
This assay can either be quantitated by enumer-
ation of plaque forming cells or the measure-
ment of antigen-specific antibody by ELISA. If
there.is'a positive response in‘the SRBC assay,
i - the guideliries suggest flow cytometry of the
fspieen as'an optional-assay:: If the SRBC assay
1is.negative, the guidelines suggest the NK. cell
assay-as an option to assess non-specific im-
:mune.effects. These optional assays will not be
-;requested-by the EPA on a regular basis but will
be discussed on a case-by-case basis.:

FIFRA Immunotoxicity Testing Guidelines
‘The EPA is in the process.of finalizing QPPTS
-+870:7800 Immunotoxicity Health Effects Test
Guidelines (see the May. 1997 newsletter for.
:;additional background).- This-document will be
very similar to the TSCA immunotoxicity test-

- ing guidelines that were announced in the Fed-
- eral Register on August 17, 1997 (see section

above on TSCA Immunotoxicity Test Guide-
lines). No date was given as to when the final-
ized document will be available, but it will be
announced in the Federal Register.

OECD (Information supplied by Karen -

‘Kohrman, Procter & Gamble Co.):

OECD has been working with OECD National
Authority representatives over the past two
years to harmonize classification and labeling
systems. This process has involved the devel-
opment and finalization of classification criteria

- proposals for various toxicity endpoints. The
- proposals outline the rationale and criteria for
. classification of chemicals as sensitizers, for
- example. The two proposals of importance to

the Immunotoxicology Specialty Section are:
(1).sensitization; and (2) systemic toxicity

_wh1ch currently mciudes 1mmunot0x1cology

.Throughout these cIass:ﬁcation efforts the

Business and Industry Advisory Committee
(BIAC) and the National Authorities have pro-
vided input to the OECD. The BIAC consists

* of representatives/experts from the chemical,
‘consumer: products and metals industries. In-

dustry has not been able to directly provide

~ input to the OECD but has been working with

BIAC to influence the OECD, and with U.S.
Regulators to influence-the OECD viathe Na-
tional Authorltles

i October 1997, OECD held the fifth Advisory
»'Group meeting to discuss and finalize as many
~of the classification proposals as possible.

Three classification proposals were finalized at
this meeting including the proposal for sensiti-

- zation. This document will be made available. -

It:should be noted that there is.controversy. sur-
rounding the finalized sensitization proposal.
There are two issues of concern. For respiratory
sensitization, the current OECD proposal does
not adequately separate a response caused by
sensitization from a response-caused by a non-
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immunologic mechanism (i.e., asthma or con-
tact urticaria). To classify a chemical a$ a respi-
ratory sensitizer, it is important to show that it
operates via an immune-mediated mechanism.

The second controversy is with contact sensiti-
zation and the use of human data in the risk
assessment process. The finalized proposal
states that human data should not normally be
used to negate positive animal studies in the
assessment of contact sensitization potential.
-This is inconsistent with the U.S. Federal Haz-
ardous Substance Act. Some scientists argue
. that good human data should have preference
over animal or other data and is the most perti-
.nent information to consider. In support of this
position, there are many. examples of potentiaily
_inappropriate labeling of chemicals based on the
guinea pig maximization test where substances
such as sulphanilic acid would be classified
with R 43 but clearly has a very low sensitiza-
tion potential in humans as evidenced by its safe
Wldespread use..

Regarding use of human data, BIAC proposed
that either human experience or ethical human
testing should be aliowed and used for classifi-
cation purposes. This position is alsosupported
by the U.S. National Authority. The current
OECD position is that human testing conducted
within the Helsinki Agreement should be con-
sidered in classification. The key issues that
remain include how human data wilibe - =
integrated, and gaining support for the idea that
- valid, robust human data takes precedence over
data obtained from different species. OECD is
preparing a preamble on human testing and use
of human data for classification. -~ . ¢

The OECD cIaSSIﬁcatlon proposal on Immuno-
‘toxicology is.currently being developed and:
finalization of the harmonized classification
criteria proposal is anticipated by Spring 1998.
The current debate is whether immuno-
toxicology should be included with systernic

. toxicology or:treated as a separate endpoint.

In addition to the harmonization of classifica-

tion and labeling efforts discussed above,
OECD is continually upgrading test guidelines.
Regarding immunotoxicology test guidelines,
discussions have begun to update Guideline
407, Repeated Dose-28-day Oral Toxicity Study
in Rodents, which includes routine toxicity
endpoints that can identify effects on the im-

- . mune system {i.e., histopathology, organ

weights). A discussion of this effort was in-
cluded in the May 1997 newsletter

Briefly, in December 1996, OECD convened an
ad hoc working group meeting on Immuno-.
toxicity 1o review the currently available test
methods for immunotoxicity safety evaluation

‘of substances, consider minimum:test require-

ments and make recommendations. for test- :
method development. ‘This. grop concluded
that assessment effects on the: immune system
would be via routine toxicity endpoints such as
histopathology of immune organs, spleen and
thymus weights, and hematology -1fthis analy-
sis produces any indication of treatment:related
effects on-the immune system:at any dose:: "

. .tested, the sheep.red blood cellassay:willbe
required..-An. OECID repert 01 the meetmg 19
not yet avaxlable ERCOT I SRINE

St I fe:

- Regardmg (}ECD Gu;dehne 466 on Skm .
+ Sensitization testing, a Toxicology.Shadew"

Group from an OECD Member Country (UK) is

- preparing a proposal that-wilkbe submitted to
" the OECD asking for review of the local LLNA

and possible incorporation in Guideline 406

- This assay would be used as an alternative test
for assessmg the skm sensmzanon potentxat of

chemicals.

Validafion of the MLLNA -~ % £ 01354

In the May 1997 newsletter, the: validation’ of
alternative methods was discussed: -Ani'ad fioc
Interagency Coordinatihg Committee oithe

+:Validation of Alternative Methods (ICCV-AM)
“was established by the NIEHS/NTP and pb-
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.lished a report outlining criteria and procedures
for the validation and regulatory acceptance of
toxicological testing methods. The report enti-
tled “Validation and Regulatory Acceptance of
Toxicological Test Methods” was recently pub-
lished (NIH Publication No. 97-3981). This
document outlines: (1) validation criteria for
new or revised test methods for regulatory risk
assessment purposes; (2) criteria for regulatory
acceptance of new ‘or revised methods; and (3)
regulatory acceptance process recommenda-
tions

The f st proposed alternative method that will
be formally reviewed by ICCVAM according to
the criteria outlined in their document is the
MLLNA. To begin the process, several scien-
tists from various companies proposed an inter-
agency peer review of this aSsay as an alterna-
tive method in contact hypersensitivity testing.
Their request was approved by ICCVAM who
agreed to-establish’an ICCVAM Immitno-
toxicity Worklng Group (IWG) composed of
knowledgeable scientists nominated by the par-
"‘t101patmg ICCVAM agenbles The function of
the TWG is to: (1) develop a request for the in-
formation needed for the fest method peer re-
.vzew, (2) assess the submitted information to
“ensiire ‘tht it i§ adequate and complete (3)
:dentify suztable independent reviewers for the
peer review, panel (4) formulate questions to be
addressed by thé peer review panel; and (5)
develop recommendations on the use of the
method based on the conclusions of the peer
revxew panel “

) To date, the IWG"has completed the first step.
At their first meeting, the IWG discussed the
proposal and developed a set of submission
guldeimes that outhned the information that -
shouid be prov1ded to ‘them for the review.

* Several Compames are participating in the N
compilation of the requested information. .Once
sufficient data is received, the IWG will sched-
ule the peer review.. Following the peer,review,

_.;.ICCVAM wniI compﬂe their. J:ccommendatlon

on the use of the MLLNA method which will
be forwarded to the appropriate federal agen-
cies. These agencies will then evaluate the
recommendation and determine how the LLNA

~will fit into their sensitization testing schemes.

For further information contact Dr, Frank

- Gerberick (513) 627-2909.

Immunotoxicology Research

There are a number of regulatory issues and
data gaps that are driving immunotoxicology
research interests. In this column of the news-
letter, we will provide some information on
research efforts that may ultimately be of im-
portance to the regulatory community and/or
useful for hazard identification or risk assess-
ment of sensitizers and immunotoxicants.

COLIPA Sensitization Task Force
The COLIPA (The European Cosmetic, Toiletry

‘ and Perfumery Association) Skin Sensztlzatlon
Task Force is chaired by David Basketter
“(Unilever, UK) with members from U.S. and

European industries. The Task Force has re-
cently approved funding for two proposals. The
objective of the first proposal is to assess
whether meéasurement of IL-13 mRNA expres-
sion in Langerhans/dendritic cells can be used
to predict the sensitization potential of a chemi-~

‘cal. ‘The first year of this project will be
. funded under an ECVAM contract plus a con-

tribution from COLIPA. The second proposal
is in the area of metabolism and skin sensitiza-

- tion. The objective of this proposal is to iden-

tify the major metabolic pathways and

enzymes ir the skin that are important for skin
sensitization and consequently for the develop-
ment of in vitro assays to assess contact sensiti-
zation potential.

Eurepean Union i
The European Union developed the 4th Frame—
work Program which runs from 1994 to 1998.
One part of this program consists of funding in
vitro testing projects. A call for proposals in

P e
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this area was released in the Summer of 1996
and the chosen proposals were announced in
October of 1996. Two in vitro proposals were
funded on the topic of hypersensitivity.-One
proposal is entitled “New Immuno-Pharmaco-
Toxicological Model: Human Reconstructed
Epidermis Containing Langerhans Cells.” The
objective of this proposal is to integrate Lang-
erhans cells into reconstructed epidermis. The
goal is to create an 7 vifro model to evaluate
the sensitization potential of new compounds
‘and drugs. The coordinator of this project is
Dr. Rainer Schmidt from L'Oreal. This labora-
tory has recently published a manuscript on
this project (Regnier et al. 1997. J. Investiga-
tive Dermatology 109:510). The second pro-
posal was entitled “Development of in vitro
tests for drug allergenicity and B cell switching
to IgE.” The objective of this proposal is to
develop in vitro tests for induction of the pri-
mary human B cell’ ‘antibody response to drugs,
characterize the cellular and molecular mécha-
nisms involved in these responses and identify
condmons requlred for in vitro B cell sw;tchmg
to IgE. The coordinator on this project is Dr.

~ John Coleman, Department of Pharmacology
and Therapeutics, Univcrsity‘c'iif Liverpool.

A Sampling of Recent 1mmuh0toxicology
Publications

Gehrs, BC, Riddle, MM, Williams, WC and
Smialowicz, RJ. (1997). Alterations in the devel-
oping immune system of the F344 rat after peri-
natal exposure to 2,3,7,8-tetrachlorodibenzo-p-
dioxin: II. Effects on the pup and the adult.. -
Toxicology 122: 229-240

Burchiel, SW, Kerkvliet, NL, Gerberick, GF,
Lawrence, DA and Ladics, GS. (1997). Assess-
ment of immunotoxicity by multiparameter flow
cytometry. Fund Appl Toxicol 38: 38-54.

38 116 122 :

- Beaunne, PH and Lecoeur, S. (1997). Immuno-

toxicology of the liver: adverse reactionsto. -

drugs J Hepatol 26 Supp 2:37-42,

: Farme JC. (1997). Animal models in autoim-

mune disease in immunotoxicity assessment.
Toxicology 119:29-35.

Lovik, M. (1997). Mutant and transgemc mice in
-immunotoxicology: an introduction. Toxicology

199: 65-76.

Saint-Remy, IM. (1997). Epitope mapping a

-new method for biological evaluation.and -
. lmmunotoxzcology T oxzcology 119: 77-81

a1

Dean, JHL. (1997). Issues with iht'roduéing new
. immunotoxicology methods into the safety as-

sessment of pharmaceutlcals quzcolog;v 119~

-_'-95 101 s

'Seigrade MK,Lawrence DA, Ulirzoh SE

Gilmour, MI, Schuyler, MR and Knnberl

~ (1997). Modulation of ’I‘-heiper cell populatmns

_ potential mechamsms of resplratory hypers_ nsi-

f"_txv;ty and i 1mmune suppressxon T oxzéo! Appl
Pharmacol 145: 218-229,

e gm =
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Luebké, RW, Hodson PV fFalsa"i N, Ross PS,
Grasman KAand Zelikoff, .T (1997) Aquatfc

 pollution- -induced 1mmﬁnotox1c1ty in wildlife
" species. Fund Appl Toxicol 37:1- 15

Phillips, KE and Munson, AE. (1997) 2'3' h
dxdeoxymosme inhibits the humoral imm
response in female B6C3F1 mice by’ targetmg

the B lymphdcyte T oxzcol Appl Pharmacol 145
260-267.

Dozier, MM, Ratajczak HV Sothem, RE“and
Thomas, PT. (1997) The' mﬂuence of vehlcie
gavage on seasonahty of immune system parame—
ters in the B6C3F1 T mouse F undAppl T oxzcol

,._ p e -~
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House, RV, Thomas PT and" Bhaxgava BN
(1997). Imimuniotoxicology of opisids, mhalants
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-and other drugs of abuse. NID4 Red Monogr

173:175-200.

Kim, HM, Han, SB, Hong, DH, Yoo, BS and
Oh, GT (1997). Limitation of Hu-PBL-scid
mouse model in direct application to immuno-
toxicity assessment. J Pharmacol Toxicol Meth
37:83-89. - -

Rodgers, K, Klykken, P, Jacobs, J, Frondoza, C,
Tomazic, V and Zelikoff, J. (1997). Immuno-
toxlcnty of medical devices. Symposium over-
view. Fund Appl T oxicol 36: 1-14.

Prell RA and Kerkvl:et NI (1997). Involvement
of aitered B7 expression.in dioxin i immuno-
toxicity:. B7 transfection restores the CTL but not
the autoantibody response to the P815 mastocy~
toma J Immunol 158 2695 2703
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- Announcements

A Word From the Editors

The newsletter and website are for . f5- °
you, s0 please use them! Any
meeting announcements, iews of:
¢ | note, important book réfeases, "o - ¢
postdoctoral positions, or job
openings in immunotokicology até
perfect for inclusion in both the
newsletter and the web site. The web.
site will be of pa:rtlcuiar Impoz'tance
since it can be regularly updated.
.| Many of you already use- the S
-3 | listserver for such announcements-' a4

so please send a notice. along to.usas.
well. - . :

)
gty v g et e ¢ AR s

New Student Representatrve Elected

Beth Vorderstrasse, a fourth year student in Dr.
Nancy Kerkvliet's laboratory at Oregon State

University, was recently elected as the new
Student Representative to the Immuno-
toxicology Specialty Section Council, Beth
takes over this position from Cynthia Graham,
who is graduating. Beth is interested in the
mechanisms of TCDD-induced suppression of
T cell-dependent immune responses; and her
research project specifically addresses the ef-
fects of TCDD on dendmtlc cells.

Beth can be reached at ALS 1007, Oregon State
University,; Corvallis, OR:97331. Her phone -
number is (541)737-2096, and her e-mail ad-
dress is vordersb@ucs.orst.edu. Please join us
in extending congratulations‘to. Beth as she
takes on this important job.

A Book to Watch For. . .

Drs. Judith Zelikoff (New York University
School of Medicine) and Peter Thomas
(Covance Laboratories, Inc.) have edited a book
for Taylor and Francis entitled Jmmuno-
toxicology of Environmental and Occupational
Metals, which should be on sale sometime
around the National meeting in Seattle. This.
book contains detalied mformatlon concerning

'the in vivo and in, vztro 1mmunomoduiatmg ef-

fects of a number of envuonmentaliy/—
occupationally-relevant metals, as well as a
description of the history, occurrence, and gen-
eral toxicology of each metal. A series of ap-
pended Tables offers the opportunity to exam-
ine the immunotoxic effects of a single metal in
a concise and efficacious manner.

..And a Book That’s Already Here

‘The International Programme on Chemical

Safety (IPCS) has'published an oltstanding
volume entitled Principles and Methods for

-+ Assessing Direct Immunotoxicity Associdted

with Exposure to Chemicals (Environmental -
Health Criteria:180).. This:book is up-to-date .
and information-dense. Although it would be of
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particular usefulness as an introductoty text for
students or postdocs, it could also serve-as a
handy reference for researchers already active
in the field. -7 -~ S

The book is divided into seven major topics:
Introduction to Immmunotoxicology; Health Im-
pacts of Selected Immunotoxic Agents; Strate-
gies for Testing the Immunotoxicity of Chemi-
cals in Animals; Methods of Immunotoxicology

-in Experimental Animals; Essentials of

Immunotoxicity Assessment in Humans; Risk
Assessment; and, Some Terms Used in
Immunotoxicity. Numerous color photographs,
drawings and tables-clearly-illustrate the text -
and clarify some difficult concepts.

Copies of this outstanding volume are available
for Sw.fr. 55 from thé"Officé df Distribution
and Sales, World Health Organization, 1211
Geneva 27, Switzerland, (F ax number 41-22- .
7914857)..

3§ ST e

Meetmg Report

The Annual Fall Meéting of the Midvvest Re- -
gional Society of Tomcoiogy was held on Octo-
ber 24, 1997 at Covance Laboratories in Madi-
son, WI. The topic of this year’s meetitg was
Current and Future Perspéctives on Tinmitino-
toxicology. Approximately one hundred scien-
tists from the Midwest Were on hand to learn
about how immunotoxicology is used in
dec:swn—makmg by both goVez‘nment and -

dustry.

Dr. Sheryl Reilly of the U.S. E.P.A., spoke on
“Current Immunotoxicology Regulatory Issues
Under TSCA and FIFRA,” describing similari-
ties and difference in current and ptoposed EPA
regulations. Sheryl was followed by Dr. Ken-
neth Hastings of the U.S. F.D.A., whose presen-
tation on “Current Issues in Immunotoxicity
Evaluation ini Drugs™uised nucleoside analogs

_as an example of how immunotoxicelogy can-

play an important role in drug development,

particularly of drugs for treatment:of conditions
with a strong immunological involvement. =

Dr. Michael Holsapple of the Dow Chemical
Company followed by presenting the perspec-
tive of an academician-turned industrial > -
immunotoxicologist in the talk “The Role of *
Immunotoxicology in the Chemical Industry.”
Dr. Jeanine Bussiere of Genentech closed the
meeting with the talk “Use of Immunotoxicity
Testing for Safety Evaluation of Biotechnology
Compounds:-A Case by Cage‘Approac‘h.” e

It is gratifying to note the increasing interest in
ifimundtoxicology, as evidénced: by | the
proliferation of regional meetmg devoted to the
subject. Apparently, the word 1s gettmg outf
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MEETING ANNOUNCEMENT
PLEASE POST AND DISTRIBUTE

Fourth National Health and Environmental Effects Research Laboratory Symposium
on Research Advances in Risk Assessment

EXTRAPOLATION IN HUMAN HEALTH AND ECOLOGICAL RISK ASSESSMENTS:

Wayne R. Munns, Jr., Ph.D., Chair, Organizing Committee
Robert MacPhail, Ph.D., Co-Chair, Organizing Committee

Risk-based environmental decisions are rarely based upon effects information measured directly in
humans or entire ecological systems. More typically, assessments of risk are based upon extrapo-
lations of measured endpoints to the effects of concern. Such extrapolations are a major source of
uncertainty in human health and ecological risk assessments. Potential integration of health and
ecological risk research to improve extrapolation approaches will be explored in the Fourth
NHEERL Symposium Series on Research Advances in Risk Assessment. The Symposium will
focus on the methods, models, and data employed to extrapolate across biological organization,
spatial scales, and through time to highlight key health and ecological effects research issues.
Presentations and discussions will identify commonalities in research approaches and methodolo-
gies for conducting extrapolations, with the fundamental goal of reducing uncertainties in human
health and ecological risk assessments. The format will include invited platform presentations,
panel discussions, and contributed poster presentations.

The 1998 Symposium is scheduled for April 27-30, 1998 in Cary, North Carolina. To be placed
on the mailing list for the 1998 Symposium, complete the form and return by mail or fax.

Name: - | Dr._ Mr.__ Ms
Company: Address:

City: State: Country: Zip:

Phone: Fax: Email:

Return to: 1998 NHEERL Symposium
“Extrapolation in Human Health and Ecological Risk Assessment”
c/o NHEERL Conference Coordinator
NHEERL (MD-85)
Research Triangle Park, NC 27711
FAX: 919-541-2581
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