Chapter Officers (2007/2008)

President

Sue Marty, Ph.D., D.A.B.T.

Dow Chemical Company

Toxicology & Environ. Research & Consulting
Building 1803 Washington Street

Midland, M| 48674

Ph: (989)636-6653 FAX: (989}638-9863

E-mail: msmarty@dow.com

PresidentElect

Brad L. Upham, Ph.D.

Michigan State University

Dept. Pediatrics & Human Development

243 National Food Safety & Toxicology Center
East Lansing, MI 488241302

Ph: (517)432-3100 x186 FAX: (51794326340
E-mail: brad.upham@ht.msu.edu

Secretary/Treasurer

Roseanne L. Vorce, Ph.D.

Pfizer Global Research & Development
Safety Sciences

2800 Plymouth Road

Ann Arbor, MI 48105

Ph: (734)622-4468 FAX: (734}622-3300
E-mail: roseann.vorce@pfizer.com

Councilors

Ali Faqi, Ph.D.

MPI Research, Inc.

54943 North Main Street

Mattawan, MI 49071-9399

Ph: (269)668-3336 FAX: (269)6684151
E-mail: ali.fagi@mpiresearch.com

Paul Stemmer Ph.D.

Institute of Environmental Health Sciences
Wayne State University

2727 Second Avenue, Room 4000

Detroit, Ml 48201-2654

Ph: (313)961-7634 FAX: (313)577-0082
E-mail: pmstemmer@wayne.edu

Jean Y. Domoradzki, Ph.D., D.A.B.T.

Dow Corning Corporation

Health & Environmental Sciences

2200 W. Salzburg Road

P.O. Box 994 MS C03101

Midland, Ml 48686-0994

Ph: (989)496-6553 FAX: (989)496-5595
E-mail: jean.domoradzki@dowcorning.com

Thomas A. Kocarek, Ph.D.

Institute of Environmental Health Sciences
Wayne State University

2727 Second Avenue, Room 4000

Detroit, Ml 48201-2654

Ph: (313)963-7487 FAX: (313)577-0082
E-mail: t.kocarek@wayne.edu

Student Representative

Erica Marie Sparkenbaugh, B.S.

Michigan State University

Dept. Pharmacology & Toxicology

218H National Food Safety & Toxicology Center
East Lansing, MI 48823

Ph: (517)432-3100 x169 FAX: (517)353-8915
E-mail: sparkenb@msu.edu

Michigan Regional Chapter of the
Society of Toxicology

NEWSLETTER

Volume 26 Number 1
February, 2008

Editor: Lawrence H. Lash
PresidentOs Message
(submitted by Dr. Sue Marty)

Sue Marty, Ph.D., D.A.B.T.
20072008 President Michigan SOT

Greetings to all Members of the Michigan
Regional Chapter of the Society of Toxicolddyy
hope that you are having a happy, healthy and
productive 2008.

OnNovember 9, 2007, MISOT hosted Hall
meeting on OLipidomicsO at the Kellogg Center
at Michigan State University. The presentations
included Dr. Julia Busik (Michigan State
University) who gave a brief introduction to
lipidomics with examples from hevork on
diabetic retinopathyHer presentation was
entitled OA Lipocentric View on Inflammatory
Cytokine Signaling in Diabetic Retina and
Retinal CellsO Next, Dr. Gavin Reid (Michigan
State University) spoke on OGlobal Lipid
Profiling of Whole Rat Retina by
Complementary Precursor lon and Neutral Loss
Scan Mode Tandem Mass Spectrom@rwhich
included a description of methodologies used to
identify baseline lipid compaosition of the retina
and detect lipid alterations. DBrian Cummings
(University of Georen) presented on the
OApplication of Lipidomics for Toxicological



StudiesO in which he described approaches for ~ The Michigan SOT Program Committee hastbe

studying the roles of lipids in toxicological making arrangements for the 2088ing
responses using phospholipasea& an example. MISOT meeting, which will be heloh Midland,
The role of lipids in cell signaling and Michigan on May 9This yearOs topic will be
modulatbn of cellular function was described by ~ OToxicology Testing in the 2CenturyOThe
Dr. Narasimham Parinandi (Ohio State meeting will focus on the National Research

University) in a presentation entitled OLipidomics CouncilOs report on the futwision of
of Phospholipases and Bioactive Lipid Mediators toxicology testingThis report advocates a

in Endothelial Cell® The final presentation by change from the current aniriadsed toxicity
Dr. Michael Mayer (Universitpf Michigan) was testing paradigm to a new testing scenario based
OLipid Membrane Chig® wherein Dr. Mayer on Otoxicity pathwaysO in which scientistsinse
described bioggineering approaches to create vitro and molecular biology approaches,
lipid membranes of specific cquositions for use bioinformatics, sgtems biology and
in researchThe meeting was well attended (56 biomonitoring to predict human toxicitiPlease
registrants) and the mentations were well join us in Midland as we discuss this timely
receivel. | would like to thank our speakers for topic.
their excellent presentations and our meeting
sponsors, Pfizer Global Research and To MISOT members attending the 2008 national
Development and Harlan RCC, for their generous SOT meeting, best wishes for an imtgting and
support of oufFall meeting. productive meetingAlso, | hope to see all

MISOT members in Midland on May"dor the
As is our tradition during thEall meeting, MISOT Spring meetingThank you for your

MichiganSOT hosted a poster competition with continued support.
awards for the best poster presentations in the

graduate student and postdoctoral/research staff

categoriesThis yearOs winners weldr. Parick

Shaw, Department of Pharmacology &

Toxicology and National Food Safety &

Toxicology Center, Michigan State Universiy

$500 prize for the Best Graduate Student Poster Michigan Regional Chapter of
and Dr. Pavel Babica, Department of Pediatrics the Societv of Toxicolo
& Human Development and the National Food y gy

Safety & Toxicology Center, Michigan State

UniversityD$500 prizefor Best Postdoctoral Annual Report 2007
Posterln accordance with our new poster

competition format, all other posters were I. Introduction

considereddr 3 Honorable Mention awards.

These awards ($250 each) were given to: Mr. Active membership in February of 2008 was 95
Nicholas Carruthers, Institute of Environmental persons

Health Sciences, Ayne State University; Mr.

Christopher Green, Department of Physiology, 20062007
Michigan State University; and Mr. Todd Lydic,  president Ali Said Fagqi
Department of Physiology, Michigan State PresidertElect open
University. Secretary/Treasurer | Paul Stemmer

Councilors James M. McKim
Jeanne Y. Domoradzki
Steven W. Frantz
Yvonne Frater

Abstracts from the winning posters are published
elsewherén the newslettelTheseawards are
intended to be applied toward travel to the
national SOT meeting in Seattle in 200&ish

to thank all the graduate students and

postdoctoral fellows who shared their research _ Patrick J. Shaw
with meeting attendees. Newsletter Editor Lawrence H. Lash

Student Representative
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[l. Activities

The Spring 2007 meeting was held on May 19,
2007 at the Brook Lodge Hotel & Conferenc
Resort in Augusta, MichigaiThe topic of this
symposium was OStem Cells in Toxicol@yy
Speakers include®r. Gary D. Smith

(University of Michigan), OEmbryonic Stem
Cells:Promises, Limitations, and Basic Research
NeedsO; Dr. Daniel A. Rappolee (Wayne State
University), OThémpact ofTransientStress and
StressEnzymes orStem Cell DecisionMaking,
Homeostatic an®evelopmentaEffectsODr.
Stephen Strom (University of Pittsburg), OStem
Cell-Derived HepatocytesO; Dr. Ivan N. Rich
(HemoGenix, Inc), OStem Cell Hemotoxicity and
In Vitro Comparative Toxicity Testing as a Basis
for Predictive Stem Cell ToxicologyO; and Dr.
Emer Clarke $tem Cell Technologies lijc
OToxicity Testing using Stem and Progenitor Cell
AssaysOThe Spring meeting was an great
success due to the quality of the presentations,
the generosity of MPI Research and the efforts of
the staff of the Brook Lodgé&.here wee 42
meeting participants, including 16 members, 1
students and 15 nemembersFive participants
presented posters.

In the business meeting following the
presentations, the Chapter again elected to
support the Michigan Society for Medical
Research (MBMR) by continuing our supporting
institution membership.

The 2007 Fall meeting was held on Friday,
November 9, 2007 at the Kellogg Center on the
campus of Michigan State University. The
meeting was entitled: OLipidomiG§eatured
speakers included Drulla Busik (Michigan

State University), OA Lipocentric View on

Inflammatory Cytokine Signaling in Diabetic
Retina and Retinal CellsO; Dr. Gavin Reid
(Michigan State University), OGlobal Lipid
Profiling of Whole Rat Retina by
Complementary Precursor lon aN@utral Loss
Scan Mode Tandem Mass SpectrometryO; Dr.
Brian Cummings (University of Georgia),
OApplication of Lipidomics for Toxicological
StudiesO; Dr. Narasimham Parinandi (Ohio State
University), OLipidomics of Phospholipases and
Bioactive Lipid Mediadrs in Endothelial CellsO;
and Dr. Michael Mayer (University of Michigan),
OLipid Membrane Chip8 The talks were very
well-received and elicited many questions and
comments. The meeting was made possible, in
large part, due to the continued genéyosf the
Pfizer CorporationWe also had a donationoim
RCC/Harlan Sprague Dawlelxcluding the 5
speakers, there weré Begistrants for the
meeting.These included 23 members, 26
students and 6 nemembers.

The poster competition at thll meeting was
also well attended with 13 abyvacts submitted for
judging.Four awards werenade in the student
category Patrick ShawOs (MSU) poster entitled
OCoexposure to Trovafloxacin and
Lipopolysaccharide Causes Tumor Necrosis
Factor! -Dependent Induction of Cytokiseand
Chemokines Resulting in Liver Injury in MiceO
was awarded®iplace, and Patrick and received a
check for $500. Due to the high quality of the
posters, 3 students were awardeshbrable
Mentions ($250 eachNicholas Caruthers
(Wayne State UniversityOMethionine Oxidation
in Calmodulin Binding DomainsO), Todd Lydic
(Michigan State UniversityOGlobal Lipid
Profiling of Rat Retina and its Application to a
Model of Diabetic RetinopathyO), and
Christopher GreerMichigan State University
OPancreatic it BetaCell Expression of
StearoyiCoA Desaturase Impacts Susceptibility
to Palmitatelnduced ApoptosisOFinally, Dr.
Pavel Babica from Michigan State University
won the $500 postdoctoral/Research Fellow
award for his poster entitled OLipid Metabolite
Effects on Gap Junctional Intercellular
Communication and Activation of MAP
KinasesO



[1l. Financial Status

INCOME STATEMENT (January, 2007 through
November, 2007)Note: Excludes Fall meeting]

Fund Balance,

December 31, 2006 $14,142.12
Fund Balance,
November 30, 2007 $12,449.47
Net Expenses $1,692.65
Income:
Dues: 1,940.00
Registration: 1,685.00
Pfizer donation: 5,000.00
Total: $8,825.00
Expenses:
Spring Meeting: 3,320.50
Fall Meeting: 4,470.23
Poster Award 1,250.00
Newsletter: 319.93
National SOT breakfast: 392.95
Bank Charges/Miscellaneous: 64.04
MISMR donation: 500.00
Total: $10,317.65

IV. Future Plans

MISOT plans to continue to organize two
scientific meetings each yedn. an attempt to
broaderthe appeal of the meetings, MISOT plans
to hold the Spring2008 meeting in Midland, M
with Dow Chemical Company sponsorship.

MISOT plans to continue to publish a newsletter
and distribute it as anmail attachmentwo or
three times per yeawe will continue to use the
National website and its links to regional
chapters to increase involvement in the chapter
and the efficiency in communication with our
members.

MISOT FALL 2007 MEETING
ABSTRACTS FROM
POSTER AWARDS

1% Place Poster Award- Graduate Students:

Coexposure to Trovafloxacin and
Lipopolysaccharide Causes Tumor Necrosis
Factor ! -Dependent Induction of Cytokines

and Chemokines Resulting in liver
Injury in Mice

Shaw PJ, Fullerton AM, Ganey PE, Roth RA
Department of Pharmacology & Toxiogly,
National Food Safety & Toxicology Center,
Michigan State University, East Lansing, Ml

Concurrent inflammation caused by
lipopolysaccharide (LPS) renders rats susceptible
to hepatotoxicity from several drugs known to
cause idiosyncratic adverse drg@actions

(IADRs) in humans. Among these is
trovafloxacin (TVX), a fluoroquinolone
antibiotic. We explored whether this hepatotoxic
TVX/LPS interaction occurs in mice and if tumor
necrosis factor (TNF! is critical in liver injury
development. When mice waeexposed to a
nontoxic dose of LPS (2 x 1&U/kg) 3hours

after TVX (8200 mg/kg), a dosdependent
increase in ALT activity was observed.
Levofloxacin, a fluoroquinolone antibiotic that
does not cause human IADRSs, did not interact
with LPS to cause lier injury. Prior
administration of pentoxifylline (PTX), an
inhibitor of TNR transcription, or etanercept, a
soluble TNF receptor, led to a significant
decrease in ALT activity and reduced
histopathologic evidence of liver damage. In a
separate study, meécwere killed at a time near
the onset of liver injury to determine what effects
etanercept has on the inflammatory profile in
TVX/LPS-treated mice. Etanercept treatment
resulted in a decrease in not only TNBut also
other cytokines including H6 and IFN".
Chemokines, such as MR, KC, MCR1 and
MIP-1! , were also decreased significantly in
TVX/LPS-treated mice pretreated with
etanercept. In summary, TVX/LPS cotreatment
caused pronounced hepatdatity in mice and
TNFa inhibition significantly decreased plasma
cytokine/chemokine concentrations and provided



protection from TVX/LPSinduced liver injury.
Supported by NIH grant DK061315.)

1% Place Poster Award- Postdoctoral
Fellows/Research Assoates:

Lipid Metabolite Effects on Gap Junctional
Intercellular Communication and Activation
of MAP-Kinases

P. Babica, J.S. Park, I. Sovadinova, J.E. Trosko,
L. Blaha, and B.L. Upham.
Department of Pediatrics & Human Development
and the National Food $ety & Toxicology
Certer, Michigan State University,
East Lansing, Ml

Membrane phospholipids, sphingolipids and their
derivatives play crucial roles in many cellular
signal pathways regulating cell proliferation,
differentiation and apoptosis, i.e. th@pesses
associated with tumor promotion phase of
carcinogenesis. Inhibition of gap junctional
intercellular communication (GJIC) and
activation of mitogeractivated protein kinases
(MAPK) have been proposed important cellular
mechanisms involved in tumorgmotion. We
used a scrapad dyetransfer assay to assess
GJIC in response to exogenous lipids and their
metabolites in the rat liver epithelial cell line WB
F-344, which are the progeny of starall-like
precursors present in normal adult liver.
Phosplatidylcholine, phosphocholine, choline,
ethanolamine, -ktearoylglycerol or
2-arachidonoyl-stearoylglycerol did not affect
GJIC. Conversely, lysophosphatidylcholine,
phosphatidic acid, lysophosphatidic acid,
arachidonic acid, didecanoylglycerol and 1
dodecanoylglycerol inhibited GJIC in dose
dependent manner within a short period of time
(15 min exposure). Moreover, exposure to
arachidonic acid and lysophosphatidic acid (but
not didecanoylglycerol) resulted in rapid (after 5
min) activation of MARkinaseERK 1/2. Our
results indicate that structurally different lipids
and lipid metabolites (phosphatidic acids,
unsaturated fatty acid, monoacylglycerol,
diacylglycerol) could affect intercellular
communication and regulation of proliferation
and thus emphasimy the significance of lipid
signaling in tumor promotiorSupport: NIEHS
grants #R01 ES013268LA2 to BLU.

Honorable Mention Awards:

Methionine Oxidation in
Calmodulin Binding Domains

Nicholas J Carruthers and Paul MStemmer
Institute of Environmasal Health Sciences,
Wayne State University, Detroit, Ml

Calmodulin is a calciuabinding protein that
binds to and activates over 40 target proteins.
Affinities of the targets for calmodulin can by
modulated by posttranslational modifications
such as phsphorylation or Tyr nitration in or
near the target prein calmodulin binding
domain.Calmodulin itself can also be
phosphorylated on Tyr or oxidized on Met
residues and those modifications inhibit
calmodulin bindingo targetsThe hypothesis for
this project is that Met oxidation in calmodulin
binding domains will result in loss of calmodtul
affinity for those targetsRurified calcineurin, a
prominent calmodulin target in the brain, was
subjected to oxidation Wi hydrogen peroxide.
The oxidation rat®f Met,,, in the calmodulin
binding domain, was measured by LC/MS, and
determined to be 4.48BVs?, similar to the
oxidation rate for Met in a free peptide analog
(4.9E* M's?). Oxidation of Mej, in calcineurin
caused a 3.3 fold decrease in affjrfibr
calmodulin and disrupted tremlmodulin
activation profileln order to assess the
susceptibility of Met residues in calmodulin
binding domains to oxidation, calmoduin
binding proteins in rat tissue were first
catalogued by affinity purification flWwed by
LC/MS/MS-based identificationn two rat brain
preparations, 122 and 69 proteins were idemtifie
for a total of 160 proteingn three rat liver
preparations, 195, 156 and 179 proteins were
identifiedfor a total of 303 proteing.he
susceptibiliy of these proteins to oxidation at
Met residues and effects of Met oxidation on
calmodulin binding to these proteins is predicted
to modulate C4-dependent signaling.
Supported by NIEHS grant P30 ES06639.



Pancreatic Islet BetaCell Expression of
StearoylCoA Desaturase Impacts
Susceptibility to Palmitate-Induced Apoptosis

Christopher D. Green, Katrina D. Linning, and
L. Karl Olson
Department of Physiology, Michigan State
University, East Lansing, Ml

Long-term exposure of pancreatic islet betdls

to elevated free fatty acids leads to apoptosis, an
effect dependent athie fatty acid (FA) structure.
Saturated FAs such as palmitate (16:0) and
stearate (18:0) are pwapoptotic, while
monounsaturated FAs (MUFAs, 16:1 and 18:1)
are protective agaih®oth saturated FAnal
cytokineinduced apoptosi#fter 6 weeks of

age, Zucker diabetic fatty (ZDF) rats display
increased plasma free FAs, increased islet lipid
accumulation, and a gradual diminishment of
isletfunction. StearoyiCoA desaturase (SCD),
the rate limiting enzyme in MUFA synthesis, was
identified to be elevated in ZDF rat islets at the
pre-diabetic stage and decreased at 13 weeks
compared to Zucker control rafBhis finding
suggests enhanced expression of SCD and other
FA modifying genes maprotect islet betaells
from ealy increases in exogenous FAsS.INS-1
betacells, SCD1 and SCD2 are up regulated by
high glucose and further increased by activation
of the nuclear liver X receptor (LXR), a regida

of SCD gene transcriptiofreatmemnof INS-1

cells with the LXR agonist T0901317 elevated
MUFA synthesis and protected against palmitate
induced apoptosis measured by casghand
caspase activationIn addition, knockdown of
SCD2 with siRNA rendered IN$ cells more
susceptibled palnitate-induced apoptosig.hese
findings suggest increased expression of SCD
plays a protective role in islet betells exposed

to elevated exogenous saturated FAs.

Global Lipid Profiling of Rat Retina and its
Application to a Model of Diabetic
Retinopathy

Todd A. Lydig Julia V. Busik, Walter J.
Esselmahand Gavin E. Reitf @
Department of PhysiologyDepartment of
Microbiology and Molecular Genetics,
*Department of Chemistr§Department of
Biochemistry and Molecular Biology. Michigan
State Uniersity. East Lansing, Ml

Despite an increasing recognition of the causative
and diagnostic role of lipids in the onset and
progression of retinal disease, information on the
global lipid profile of the retia is quite limited.
Here, a Oshotgun® tandenmsmpsctrometry
approach has been employed to analyze crude
lipid extracts from rat retinabtainedwith

minimal sample handling prior to analysiis
technique will be extended to investigate the
possible role oflyslipidemiain a streptozotocin
inducedrat model of Type | diabetic retinopathy.
The results of this study are: 1.) The development
of a suite of complementary positive and
negative ion mode precursor ion and neutral loss
scans that increase both confidence in lipid
identification and the nundy of molecular

species detected. 2.) Lipid profiling of
nondiabetic rat retina led to the identification of
710 Ospectral featuresO, comprising 450 distinct
lipid molecular species. 3.)dinparison of

diabetic and nondiabetic rat retinas demonstrated
a 2fold decrease in the relative abundance of
phosphatidylethanolamine, phosphatidylcholine,
and phosphatidylserine molecular species
containing one or more esterified molecules of
docosahexaenoic acid (DHA, 22)6in retinas of
Type | diabetic rats. DHA ishe most abundant
fatty acid in the retina and has been implicated in
normal retinal development and function, while
low dietary intake of DHA has been associated
with a number of retinal diseases. Therefore, the
loss of DHA from membrane phospholipids and
subsequent alteration of membrane properties
may contribute to the pathology of diabetic
retinopathy.



Member Abstracts:

Pharmacokineticsof Aminomethylpropanol in
Rats Following Oral and A Novel Dermal
Study Design

Shakil A. Saghir, Amy J. Clark, E. byn
McClymont, Jennifer L. Staley
Toxicology and Environmental Research and
Consulting, The Dow Chemical Company, 1803
Building, Midland, MI 48674

This study determined the oral and dermal
ADME of 2-amino-2-methyt1-propanol (AMP),

a substituted aliphatid@hol used in a number

of industrial and consumer products. Groups of 4
male Fischer 344 rats received either a single
bolus oral or dermal dose of 18 mg/&g-AMP

in water. The dermal dose was applied to an area
of 12 cnf on the back of the rats for 6umder
semioccluded conditions and fitted with rodent
jackets to prevent grooming. Tiro®urse blood
and excreta were collected, radioactivity
determined and blood and urine analyzed for
AMP and metabolites. The orally administered
“C-AMP was rapidly absrbed and eliminated in
urine. Elimination of radioactivity from blood

was biphasic with a rapid a phase &1 h)

followed by a slower b phase,(t=41+ 4 h

plasma and 69 + 34 h RBC). Total urinary
elimination accounted for 883% of the dose,
most (7B77%) within the first 48 h. Fecal
elimination accounted for onlyER0%. Only ®

4% of the dose was found tissues 168 h post
dosing. The total dermal absorption’t@-AMP

was 42% that included ~8% of the dose
remaining at the application site 162 h after
washing. Less than 1% of the applied dose
remained in the stratum corneum and ~6% of the
dose was found itissues. Urinary elimination

was 43% of the administered dose, most (~17%)
within 48 h, and ~2% was eliminated in feces. It
took much longer to reach plasma.Cafter

dermal application (8.5 = 4.7 h in plasma and 4.0
+ 2.8 h in RBC) than the oral dose3®) and the
AUC,,: for dermal dose was ~f®Id lower than
with the oral dose. Again, elimination of the
radioactivity from blood was biphasic with
apparent,t of 9+ 6 and 2 = 1 h for plasma and
RBC, respectively. However, the " phase was
OOflippeftoppeddO due to relatively slow dermal
penetration and rapid elimination of the
systemically absorbed dose, which was corrected
to ~0.3 h after separating a elimination phase

from the absorption. The slope of the # phase
became parallel to the oral route upmssation

of the absorption from the dose site skin, between
18 and 42 h postashing. No metabolite of

AMP was detected either in blood or excreta of
any rat. Results of this study suggests that
toxicologically significant concentrations of

AMP are unlilely to be achieved in the systemic
circulation and/or target tissues in humans as a
result of dermal application of products
containing AMP. Additionally, systemically
absorbed dose will be rapidly eliminated from the
body with little remaining at the apphtion site.

Published in: Food and Chemical Toxicology,
46:678687 (2008).

Effect of Organic Carbon Content, Clay Type,
and Aging on the Oral Bioavailability of
Hexachlorobenzenén Rats

Shakil A. Saghir, Michael J. Bartels, Robert A.
Budinsky, Jr.Eric E. Harris, Amy J. Clark,
Jennifer L. Staley, Yunzhou Chai,
and John W. Davis
Toxicology and Environmental Research and
Consulting, The Dow Chemical Company,
Midland, Michigan 48674

Bioavailability of lipophilic chemicals is
influenced by the physichemical properties of
soils/sediment such as particle size, pH, clay, and
organic carbon content. The present study
investigated the effects of sediment composition
and aging on the oral bioavailability of
hexachlorobenzene (HCB) in rats. Formulated
sedimets were prepared using various ratios of
kaolinite and montmorillonite clay, sand, peat
moss, and black carbon, spiked witB-HCB,

and orally administered to rats prior to and after
one year of aging in dark atM@ In the non

aged sediments there waf1 to 45% reduction

in the oral bioavailability of HCB when

compared to the corn oil standard without any
clear pattern of the impact of the sediment clay
and/or organic carbon content. One year of aging
resulted in statistically significanp & 0.049)
reduction in the oral bioavailability of HCB from
the sediments compared to the corn oil standard
and noraged sediment indicating stronger
interactions between HCB and sediment contents
with aging. The mean reduction in oral
bioavailability after one yeasf aging ranged



from approximately 5 to 14% greater than that
observed for notaged sediments. The fecal
elimination of the HCBderived radioactivity
from the oneyearaged sediments was much
higher than the neaged sediments, consistent
with the lower &sorption from the
gastrointestinal tract due to lower desorption of
HCB from the aged sediments. Increase in the
fecal elimination and decrease in oral
bioavailability of 14GHCB was related to the
increase in clay and black carbon.

Published inEnviromrmental Toxicology and
Chemistry 26:24282429 (2007)

Upcoming MISMR Events:

2008 Annual Meeting & Educational
Symposium: "The Rise of Antibiotic Resistant
Infections, Challenges for tHeuture and Recent
Successes"

Wednesday, April 23, 2008, Kelloggo@ference
Center East Lansing, MI 2008

MICHIGAN SOCIETY FOR MEDICAL RESEARCH
Annual Meeting & Educational Symposium

THE RISE OF ANTIBIOTIC RESISTANT INFECTIONS

Wednesday,
April 23,2008

12:00PM —4:00PM

Kellogg Hotel & Conference Center
Michigan State University

55 South Harrison Road

East Lansing, Michigan

Phone: 517-432-4000

Hotel Reservations: 800-875-5090

KEYNOTE SPEAKER:

Linda Sue Mansfield, PhD.
Professor, Dept. of Large Animal Clinical Sciences
Michigan State University

CO-CHAIRS:
Charles L. Bisgarier, Ph 0.
Alan P.Brown,Ph.D,DABT

IACUC Forum:
Wednesday, May 21, 2008, Genoa Woods
Conference Center, Brighton, Ml

MICHIGAN SOCIETY FOR MEDICAL RESEARCH

IACUC=o0s

Ruising the Bar On Animal Care & Use
What Are We Doing To Ourselves r

IACUC Forum

Wednesday, May 21,2008

10:00 AM - 4:00 PM

Genoa Woods Conference Center
Brighton, Michigan

COMMITTEE: Cindy Hoorn, Molly Greene, Jane Lacher, Karen Rogers, Jessica Durki

VIR NI . Illlmq

SPRING MEETING PREVIEW:
TOXICITY TESTING IN
THE 215" CENTURY

Midland, Michigan
Friday May 9, 2008

Our Spring 2008 Michigan Regional SOT
Chapter meeting will be held in Midid,

Michigan on Friday, May 9T he topic for the
meeting will be OToxicity Testing ihe 2!
CenturyO based on the recent Nati®esearch
Council (NRC) ReportDr. Mel Anderson

(Hamner Institute for Health Sciences) will
introduce the NRC report findings and Dr. Robert
Kavlock will discuss EPAOs plans to develop this
21% centuy vision.Dr. Paul Price (Dow) will
discuss the role of computational toxicolagy

this new testing paradigrithe role ofin vitro
models and genomics/bioinfoatics also will be
discussedPlease mark the date on your calendar
and plan to join us in Midland\dditional

meeting information will be sent shortly.

ReminderEE

Michigan Regional Chapter
Meeting / Breakfast

Date: Wednesday March 19, 2008
Time: 7:00 AMDP8:30 AM
Location: Sheraton Seattle Hotel & Towers

Cedar Room



APRIL ISSUE PREVIEW

The April, 2008 Issue of the Newsletter will
featuredetails on the upcoming Sprimgeeting
and other items of interest to our members.

Please submit any member news or ideas for the
newsletter to your local contact person or directly
to the editors. Mat@al for the January newsletter
should be submitted no later thapril 10, 2008.

BENEFITS OF MEMBERSHIP

DonOt forget that your membership to the
Michigan Regional Chapter of the SOT includes:
¥ Discounted
meetings
Newsleter with chapter and regional news
Free listing in the newsletter of training and
employment opportunities

Free listing in the newsletter of positions
desired

registration fees for chapter

¥
¥
¥

POSITIONS AVAILABLE

Postdoctoral fdbwships,
assistantships, government
industrial positions can be advertised in this
space. Submissions to the editor should include a
brief description of the padsbn and contag
information.This service is free to members!

Postdoctoral Position
Michigan State University

The Envirammental and Integrative Toxicological
Sciences program at Michigan State University
hasan open postdoctoral positiodSU has an
excellent toxicology program with numerous

neuronal, respiratory, hepatic, cardascular,

and immune tissue3oxic agents of interest
include drugs, air pollutants (particulate matter
ozone, mycotoxins) and water and food
contaminants (plant and microbial toxins, metals,
chlorinated hydrocarbons, etcBesearch

funding derives from the NIH and other federal
sources (EPA, DOE) and includes a multi
investigator NIEHS/EPA Serfund Progam
Project grantThe toxicology faculty at MSU
collaborate with each other and with colleagues
at other academic and industrial institutions; this
provides numerous opportunities for postdoctoral
fellows to engage in collaborative research that
broadengheir investigative and networking
horizons.This postdoctoral position is supported
by a training grant from the NIEHS and is
accordingly limited to applicants who are US
citizens or permanent residenisterested
applicants should visit the website bEtCenter

for Integrative Toxicology
(http://www.iet.msu.edi)/and send a resume that
includes a short description of research interests,
training and experience and three references to
Amy Swagart, Center for Integtive Toxicology,
Food Safety and Toxicology Building, Michigan
State University, E. Lansing, M| 48824.
Questions about the position should be addressed
to Robert Roth, PhD, Director, EITS Training
Program, atothr@nsu.eduor 517353-9841.

POSITION DESIRED

Individuals seeking pasdons in the region cah
advertise in this section. Submissions to the eglitor
should include a brief description of reseafch
interests, experience, eddim, type of position
desired, ad geographial locaion desired. This
service is free to members!

productive faculty experieced in postgraduate
training.Research programs of thactilty

employ modern technologies at the molecular,
cellular and in vivo levels to explore mechanisms
by whichtoxicants cause tissue injureas of
interest include cell signaling, molecular targets,
immune/inflammatory responses, gene

environment inteactions, susceptibility factors,

This newsletter is published three times a year
(January/February, April, and September/October) by
the Michigan Regional Chapter of the Society| of
Toxicology. Send material for newsier one month i
advance by phone, fax, omeail to either:

Lawrence H. Lash, Wayne State Univ., Dept.| of
Pharmacology, 540 East Canfield Ave., Detroit, |[MI
48201; Phone: (313) 577475 Fax: (313) 576739
E-mail: |.h.lash@wayne.edu

control of gene expression, hemostasis,
fibrogenesis and endocrine disruption in




