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WFZER R OMEZE (F30) : Transporters are the membrane proteins involved in permeation
of drug molecules across plasma membranes. Although they are assumed to play fundamental
roles in drug absorption and disposition, little information is available on their direct
association with drug efficacy and toxicity. Therefore, the aim of the present study was
to clarify pharmacokinetic, pharmacodynamic and toxicodynamic roles of transporters by
focusing on their adaptor proteins which have already been clarified by our previous
studies. As the final results of this grant, we have clarified (i) the roles of
carnitine/organic cation transporters (OCTNs) in drug disposition and efficacy in small
intestine, liver, kidney and heart, (ii) the roles of influx and efflux transporters in
gastrointestinal drug absorption, and (iii) direct interaction and regulation of three
intestinal influx transporters by an adaptor protein PDZKI.
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(1) OCTNZ A3 IR AR Il 7R FS5 0
T BT 7 &% LHAEYWE cephaloridine D43
W A RLE

~ 7 AR A O G HEE T cephaloridine
T EREIRNIR G L= & 2 A, BlET R
WD VT T v ARG BIRFEN 728
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T 5 jvs v 7 A TITMmEEF S D
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FRIZH1T 5 0CTIN2 OG- /RBE S Lz, &5
(2, OCTN2 BAnFZEALLT 7YY AT
T)VPIRERIERLZ 33V T cephaloridine IR
IR, EERERICE Y AENTZ—F. K
% injection L7-PNEEAR o RRAE) CIXELY
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AR C L 54172 cephaloridine MHLY IAF D
Km 1%, in vivo THRAME /3 DEaFIH H &
AT OB e BE 125 < . OCTIN2 2343 UAIC
B o Z & a®EAMHTz, ZAETOCIN ITE
Z I UBEWE carnitine OB IAIIZEED S
T EDBRENTWE—TF, carnitine LAt D
YE OENENEIC KIET&RENT S RIAT
bolz, Mo THRIG LA RIL, 0CTN2
NEOPEMIZE DL Z L2 YD TR L
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DRBLLTW5D, —H THEYOHMIEN~DIL
VIATME L h T v AR—Z —DkREIL, B
FEIZZER ST\ e o 7=, BFEANERE X%
DIFRKRD—>E LT, JE F TV AR —F —
NIV IABL N TV AR—H—"~< AT LT
WA R EZ#E X 1=, £ 2T, P-gp BIa X
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