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%1 HHB Overview: Focus on Key Transporters
Welcome and Opening Remarks

K. Giacomini (University of California, San Francisco); T. Ishikawa (Tokyo Institute of Technology);
S-M Huang (Food and Drug Administration)
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Overview of Transporter Families and Importance
D. Keppler (German Cancer Research Center)
K. Hillgren (Lilly)
Practical Considerations for Drug Transport in Clinical Studies
L. Benet (University of California, San Francisco)
Basic Research and Current Knowledge of MDR1
M. Fromm (Friedrich-Alexander-University Erlangen-Nuremberg)
Industry Case Study of MDR1
C. Lee (Pfizer)
In vitro/ in vivo Methods to Evaluate Drug-MDR1 Interactions
H. Ellens (GSK)
Basic Research and Current Knowledge of BCRP
T. Ishikawa (Tokyo Institute of Technology)
Industry Case Study of BCRP

J. Ware (Genentech)
OCTs: From Cells to Mice to Humans
K.M. Giacomini (University of California, San Francisco)

Non-selective Inhibitors of Hepatic Influx and Efflux Transporters: Implications to Pharmacokinetics and
Hepatic Drug Disposition

Y. Sugiyama (University of Tokyo)
Basic Research and Current Knowledge of OATs

S. Wright (University of Arizona)



Industry Case Study of OATSs
X. Chu (Merck)

Basic and Clinical Studies; in vitro-in vivo
R.B. Kim (Western Ontario State University)

OATP Basic and Clinical Studies: drug interactions; probe substrates
M. Niemi (Helsinki University Central Hospital)

# 2 H BZFAT Current Technical Challenges

F- R

B LWHINH 2 WIXET AR EZ/MA L, EOFE, R, MESE ZOMBICOWTHIT 2, £0%
BEDETNWVICEAL TRV T A AT vy ar&ZiTH, TOBEOEERBMIL: (1) AHe/eR Y B
TOHHMELIZETAERNT D, (2) EOHENELITET VREEORMEIZERZ 5 25 D)%
H3 25, (3) BIESGLIHEINELITET L E, RYPITROLNTWNDEDEDX ¥ v I #HiEICT 5,

Cell and Membrane Models:

Issues: single/multiple transfected systems, kinetic analysis-(work with Joe on MDR session), permeability,
multiple binding sites, cofactors, expression levels, localization, confluency, background expression levels in cell
lines, ATPase assay, SIRNA

K. Hoffmaster (Novartis)
D. Keppler (German Cancer Research Center)
Discussion Leader: L. Zhang (Food and Drug Administration)

Topics and Issues: Perfused organs [liver (rodent, human), kidney, intestine, brain]; naturally occurring mutants
(TR’, EHBR), knockout mouse, humanized mouse, translation from in vitro into clinic (in vitro/in vivo

correlations); Issues: multiplicity of transporters, lack of naturally occurring mutants in humans, translation of in
vitro to in vivo, translation of in situ to in vivo, species differences, influence on expression levels in specific organs,
and redundancy of transporters with similar substrate specificities, tissue distribution, cellular localization,
regulation of expression, sSIRNA

R. Evers (Merck)
M. Zamek-Gliszczynski (Lilly)
Discussion Leader: V. Fischer (Abbott)

Modeling/Imaging Tools:
Topics and Issues: Gamma scintigraphy (intestinal tube); probe substrates; PB/PK modeling; QSAR; multiplicity
of transporters, lack of specific inhibitors and substrates, in vitro-in vivo correlations

K.L.R. Brouwer (University of North Carolina)

P.W. Swaan (University of Maryland)

Discussion Leader: J. Polli (GSK)

F 2 HA4% DrugDevelopment and FDA Examples
R
FDA Draft Guidance (2B L C, #FFEDBAFIZIITH b7 v AR —& —i R DOBLIR & Decision Tree (2D
TRELT A ANy a & 1T,
Introduction:
V. Fischer (Abbott)
Comments on FDA Draft Guidance:
S.M. Huang (FDA)

Case Examples Presented by Pharma

B. Feng (Pfizer)
D. Weitz (Sanofi-Aventis Deutschland GmbH),




Decision Trees for Several Key Transporters
L. Zhang (FDA) MDR1
J. Ware (Genentech) BCRP
K. Giacomini (University of California, San Francisco) OCTs/OATs
R. Kim (Western Ontario State University) OATPs

Panel Discussion
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Discussion Leaders: V. Fischer; M. Taub

Panelists: S.-M. Huang; J. Ware; J. Polli; K. Giacomini; L. Zhang; R. Kim; Y. Sugiyama; D. Keppler
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