KXc—19

FEZMREDRERX FREARERNE) ARAREESE
PRk 24 4 5 H 25 HEBUE

HEEES : 13301
MEiEE - H#FHAE (B)
2 HEARS - 2010~2011
EEEE 22790152
MRFER (X)) F7HTH2—-MDRIRETIVRZRAVWHELEEYMRIVEED A VE
RfiZBe
EEEL (EX) In vivo analysis of intestinal drug absorption
using adaptor/efflux transporter gene deficient mice
MEREKE
¥E ¥ (SUGIURA TOMOKO)
EIRKEFE - 2% - B
MEEEZS : 70542190

MR OEE (Fn30) -

THRT =K R PDZKL 3, INBIZRBLT 2 EE ORI ~ 7 v AR — % —(PEPT1,
OCTN2, OATP1A)® apical li& L CORBLZHIE L, % OEE(LEW O HELE I Z HIEH 3 2
Z &% in vivo TR LT, pdzkl BT KRB~ 7 A(pdzk17)TiX, /MEOWIL N T > AKR—H
—72 TR HEH R T AR =2 —BCRP ODRIANE LK T L. FDORKE TH 5 cimetidine
DOMALERIAHEM LT~ 2D X 912 PDZKL 1Z/MBIZHBRT AT ALB I OHEH F 5 v &
R—H2 —Z 325 2 & T, REVOR WL L Wb OB Z RIFFIT/R2 > T D &
E26N05,

WFFERCR OB (330) -

Transporter adaptor protein PDZK1 regulates several influx transporters (PEPT1 and
OCTN2) in small intestine, and their expression on the apical membrane is diminished in
pdzk1 gene knockout mice (pdzk17). In addition, we have identified that PDZK1 regulates
the expression of organic anion transporting polypeptide OATP1A and intestinal
absorption of its substrate, estrone-3-sulfate. In the present study, we attempted to use
pdzkI” mice to functionally identify influx transporters responsible for intestinal
absorption of cimetidine. Contrary to our expectation, the expression level of intestinal
efflux transporter for cimetidine, BCRP, was significantly decreased in pdzkI1” mice, and
plasma concentration of cimetidine after oral administration to pdzkl” mice was higher
than that in wild-type mice. Taken together, these findings demonstrate that PDZK1 plays
a pivotal role in the apical localization of both influx transporters and efflux transporter in
small intestine.
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