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Inaugural Meeting of the Great Lakes Drug Metabolism Discussion Group

Thursday, April 27

10:00-11:00

11:00-11:15

11:15-12:00

12:00-12:45

12:45-2:00

2:00-2:15

2:15-3:00

3:00-3:45

3:45-4:00

Brook Lodge, Augusta, MI
April 27-28, 2006

Schedule

Registration/Coffee Conference Hall

Poster Setup Posters 1-10 in Salon A of the
W. E. Upjohn Hall

Posters 11-31 in the Ballroom of
the W. E. Upjohn Hall

Welcome Conference Hall
Paul Hollenberg, Ph.D., Chair, Dept. of Pharmacology, University of
Michigan, Ann Arbor, MI.

Current Developments and Future Needs in DMPK. Gerald Miwa,
Ph.D., Vice President, Drug Metabolism & Pharmacokinetics,
Millennium Pharmaceuticals Inc., Cambridge, MA.

Why is the liver microsomal cytochrome P450 such a versatile

and unique enzyme? Anthony Y. H. Lu, Ph.D., Adjunct Professor,
Department of Chemical Biology, College of Pharmacy, Rutgers
University, Piscataway, NJ.

Lunch Conference Hall

Poster viewing Salon A and the Ballroom of the
W. E. Upjohn Hall

Afternoon Introduction Conference Hall
Wendell W. Weber, M.D., Ph.D., Professor Emeritus, Dept. of
Pharmacology, University of Michigan, Ann Arbor, MI.

Clinical Pharmacogenetics-Pharmacokinetics in New Chemical
Entity Development. David Katz, Ph.D., Associate Scientific
Director, Abbott Laboratories, Abbott Park, IL.

Pharmacogenetics and CYP2C9-mediated Drug Interactions. Timothy
S. Tracy, Ph.D., Professor and Department Head, Department of
Experimental and Clinical Pharmacology, College of Pharmacy,
University of Minnesota, Minneapolis, MN.

Afternoon Break
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Schedule

4:00-4:45 Hepatic Drug Transporters: Expression, Function, and
Pharmacogenetics. Richard B. Kim M.D., Professor of Medicine
and Pharmacology, Division of Clinical Pharmacology, Vanderbilt
University School of Medicine, Nashville, TN.

4:45-5:30 Can the rat be used to predict human drug-drug interactions?
Stephen D. Hall, Ph.D., Professor of Clinical Pharmacology,
Indiana University School of Medicine, Indianapolis, IN

5:30-7:00 Poster Session and Mixer Salon A and the Ballroom of the
W. E. Upjohn Hall

7:00 Dinner at Brook Lodge Conference Hall

Friday, April 28

7:30-8:45 Organizing committee meeting for Great Lakes Drug Metabolism
Discussion Group.

9:00-9:15 Introduction Conference Hall
Yoichi Osawa, Ph.D., Associate Professor, Dept. of Pharmacology,
Univ. of Michigan, Ann Arbor, MI.

9:15-10:00 New initiatives in drug discovery: The role for DMPK in the
evolving interplay of industry, academia and government.
David D. Christ, Ph.D., Consultant, SNC Partners LLC, Newark,

DE.
10:00-10:15 Morning Break Conference Hall
10:15-11:00 Glucuronidation: The Other Major Metabolic Pathway. Steven

Wrighton, Ph.D., Senior Research Fellow, Drug Disposition,
Lilly Research Labs, Indianapolis, IN.

11:00-11:45 Innovative Early Clinical Strategies to Rapid Decision-Making.
Joseph Fleishaker, Ph.D., Executive Director, Translational
Medicine, Pfizer Global Research & Development, Ann Arbor, MI.

11:45 Meeting Close, Joseph Ware, Ph.D., Senior Principal Scientist,
Pharmacokinetics, Dynamics, & Metabolism, Pfizer Global
Research & Development, Ann Arbor, MI.
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Poster Presentations

Metabolism of Oxidized Linoleic Acid by Glutathione Transferase: Peroxidase activity
toward 13-hydroperoxy Octadecadienoic Acid and PPAR Activation. Stacy K. Seeley!
and Arthur W. Bull2. *Kettering University, 20akland University.

Breast Cancer Resistant Protein (Bcrp/abcg2) is a Major Determinant of Sulfasalazine
Absorption and Elimination in the Mouse. Hani Zaher, Anis Khan, Joe Palandra,
Timothy G. Brayman, Linning Yu, and Joseph A. Ware. Department of
Pharmacokinetics, Dynamics and Metabolism, Pfizer Global Research and
Development.

Characterization of a Novel Nonpeptidic Delta-Opioid Agonist Analog DPI-287 with
Antidepressant-like Activity. Jutkiewicz EM?, Chang KJ?, Rice KC2, and Woods JHZ.
1University of Michigan Department of Pharmacology, 2 NIDDK, NIH, Bethesda, MD.

Cytochrome b5 Increases Catalytic Efficiency of Cytochrom P450 2B4. Haoming
Zhang, Sang-choul Im, and Lucy Waskell. University of Michigan VA Medical Center.

Metabolism of the Endocannabinoid Anadamide by Human P450 Enzymes. Snider NT,
Kent UM, and Hollenberg PF. Department of Pharmacology, University of Michigan.

Hydroperoxide Substrate Specificity and Cyclooxygenase Activation of Prostaglandin
Endoperoxide Synthase-1. Jiayan Liu, Caroline J. Rieke, and William L. Smith.
Department of Biological Chemistry, University of Michigan.

CYP450 2B6 Single Residue Mutation (K262R) Leads to Loss of Mechanism-based
Inactivation but Not Metabolism of Phencyclidine. Mohamad Shebley, Ute M. Kent
and Paul F. Hollenberg. Department of Pharmacology, University of Michigan.

Metabolic Activation of Mifepristone (RU486) by P450s and the Mechanism-Based
Inactivation of P450 2B6. Hsia-lien Lin and Paul F. Hollenberg. Department of
Pharmacology, University of Michigan.

Statistical Evaluation of Predictive Models of Human Hepatic Clearance Using Human
Live Microsomal Data. Barbara Ring?, Jenny Chien!, Michael Mohutsky?, Atalanta
Ghosh1, Ivelina Gueorguieva?l, Brian Houston?2, and Steven Wrightont. 1Eli Lilly &
Company, 2 University of Manchester, England.

Characterization of Inhibition Kinetics of Aldahyde Oxidase. John Heim, Jennifer
Gillespie, Steve Kasper, James Eckstein, and Barbara Ring. Eli Lilly & Company

Metabolism, Excretion, and Pharmacokinetics of an AMPA Receptor Potentiator in
Healthy Human Subjects. David E. Coutant?, William F. Annes?, Todd A. Gillespie?, T.
James Rash?1, W. Knebelt, Barry C. Peterson?, and Mark J. Goldberg2. 1 Lilly Research
Laboratories, Departments of Drug Disposition, 2 Dept. of Clinical Pharmacology, Eli
Lilly & Company, Indianapolis, IN, TMetrum Research Group, Tarrifville, CT
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Poster Presentations

Use of Inside-out Vesicles to Characterize Substrates and Inhibitors of P-glycoprotein.
Y. Anne Pak, Richard Emende, William Perry and Kate Hillgren. Eli Lilly & Company

Survey of Reactive Intermediate Formation: Conjugate Detection in Rat Liver
Microsomes, S9, Hepatocytes and Slice. Elizabeth Joshi 1, Shelby Anderson?, Rich
Moulton?, Claude Delatour?, and Laurent Leclercq?2. tEli Lilly & Company, 2 MSG

QSAR of the Human Carboxylesterases Utilizing Compounds Producing 4-Nitrophenol
Metabolites. Eric Williams and Everett Perkins. Eli Lilly & Company.

Genetic Polymorphisms in ABCG2(BCRP) and the Interactions of ABCG2 with
SulfotransferaselAl (SULT1A1l). MengMeng Wang and Kathleen Hillgren. Eli Lilly &
Company.

Tetrahydrobiopterin Depletion and Ubiquitylation of Neuronal Nitric Oxide Synthase.
Gary J. Jenkins, Yasuhiko Kamada, Miranda Lau, Anwar Y. Dunbar, Ezra R. Lowe,
Kathleen Noon, and Yoichi Osawa. Department of Pharmacology, University of
Michigan.

Metabolic Study of a Novel Selective Androgen Receptor Modulator (SARM) Designed
for Diagnosing Prostate Cancer Staging. Zengru Wu, Jun Yang, Duane D. Miller, and
James T. Dalton. Ohio State University.

Pharmacokinetics and in vitro Hepatic Metabolism of 2-Arylthiazolidine. Eunju Hurh?,
Zengru Wu?, Di Wu, Veeresa Gududuru?2, Duane D.Miller2, and James T. Dalton?.
10hio State University and 2University of Tennessee.

In Vitro Metabolism of Ethylbenzene by Rat, Mouse and Human Liver and Lung
Microsomes. Shakil A. Saghir, David L. Rick, Michael J. Bartels, and James S. Bus.
Toxicology & Environmental Research & Consulting, The Dow Chemical Company,
Midland, MI.

Physiologically-Based Pharmacokinetic Models for the Inhibition of Midazolam
Clearance by Erthromycin and Diltiazim. Zhang Xin?!, Gorski JC2, Lucksiri A1, Chien
JYt, Quinney SK2, Jones DR2, and Hall SD2. 1School of Pharmacy and Pharmaceutical
Science, Purdue University, 2 Division of Clinical Pharmacology, School of Medicine,
Indiana University TEli Lilly & Company.

Prediction of Clarithromycin Nonlinear Pharmacokinetics and Its Interaction with
Midazolam Using a Physiologically-based Pharmacokinetic Model. SK Quinney?, 1C
Gorski?, A Lucksirit, X Zhang?, JY Chien2, DR Jones?, and SD Hallt. tIndiana
University, 2Eli Lilly & Company.

Cytochrome P450 Induction in Human Cryopreserved Hepatocytes: Comparison with
Fresh Human Hepatocytes. Timothy G. Brayman. Department of Pharmacokinetics,
Dynamics and Metabolism, Pfizer Global Research & Development.
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Poster Presentations

A Model for Predicting CNS Penetration of Compounds from In Vitro Membrane
Permeability P-Glycoprotein Activity and Plasma Protein Binding. Philip S. Burton, Jay
T. Goodwin, Michelle L. Kagey, and James W. Nielsen. Admetrix, Kalamazoo, MI.

In Vitro Metabolism of 4-Vinylphenol and Styrene in Mouse, Rat and/or Human
Microsomes. Michael J. Bartels?, D.L. Rick?, F. Zhang?, E. Leibold2, H.-P. Gelbke?,
and G. Cruzant. 1Toxicology and Environmental Research & Consulting, The Dow
Chemical Company, Midland, MI, USA; 2BASF, Akiengesellschaft, Ludwigshafen/Rhein,
Germany; tToxWorks, Bridgeton, NJ, USA.

Metabolism of 14C-Labeled 1,3-Dichloropropene in F344 Rats and B6C3F1 Mice.
Michael 1. Bartels, Steve C. Hansen, Christine M. Thornton, Kathy A Brzak, Alan L.
Medrala Toxicology Laboratory, The Dow Chemical Company, Midland, Michigan, USA.

Identification of Prostaglandins by AC-MS. Aditi M. Sengupta, Dr. Steven J. Pernecky,
and Dr. Hemendran N. Basu. Department of Chemistry, Eastern Michigan University.

Metabolism of Efavirenz by P450 2B6 and the K262R Mutant Leads to Inactivation.
Namandjé N. Bumpus, Ute M. Kent and Paul F. Hollenberg. Department of
Pharmacology, University of Michigan.

Inhibition of Human Cytochrome P450 2D6 by Schering 66712. L.L. Furge?, J.R.
Palamanda?, A.A. Nomeir2, and F.P. Guengericht. 1tKalamazoo College, 2Schering-
Plough, tVanderbilt University.

Time-Dependent Inhibition and Tetrahydrobiopterin Depletion of Endothelial NO-
Synthase Caused by Cigarettes. Ezra R. Lowe, Andrew C. Everett, Anthony J. Lee,
Miranda Lau, Anwar Y. Dunbar, Gary Jenkins, and Yoichi Osawa. Department of
Pharmacology, University of Michigan.

Metabolism of Aminoguanidine, Diaminoguanidine and NG-Amino-L-Arginine by
Neuronal NO-Synthase and Covalent Alteration of the Heme-Prosthetic Group.
Anthony J. Lee, Kathleen R. Noon, Suree Jianmongkol, Miranda Lau, Gary J. Jenkins
and Yoichi Osawa. Department of Pharmacology, University of Michigan.

Nitric Oxide Synthase Metabolizes Its Cofactor: Self-Mutilation Enzymology and
Porphyrin Chemistry. Yaoqiu Zhu and Ricahrd B. Silverman. Department of
Chemistry, Department of Biochemistry, Molecualr Biology and Cell Biology and the
Drug Discovery Program, Northwestern University, Evanston, IL.

Automation of Gene Expression Sample Preparation Methods for the GeXP Genetic
Analysis System Using the Biomek® 3000 Laboratory Automation Workstation. Michael
Gary Jackson and Matthew Cu. Nucleic Acid Testing, Beckman Coulter, Inc.
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