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drug-metabolizing enzymes UGT1A1 and CYP3A4 through phosphorylation of nuclear receptor
PXR

MERRE
=& [EBSE (MIWA MASAO)
BEIRIIKRE - L - L EHIR
MEERES: 10046287

e R OBEE (Fa30) : FFMIARIEHEIR - DSNTEMEY A 7 U AKX —8 (CDK) BHER
FORBZTLHESED &L BT, UGTIAL DOIEBLA CDK2 FLEA] roscovitine WENIZ & v §H
BRI DHZ EE R LT, Roscovitine (X PXR @ 350 HEHE YV DV VELICED S
CDK2 DIER ZMl3 5 Z L1 LV UGTIAL Bn G2 LHESEL 2 &, SV D &,
CDK2IZLDPXRD3BOFEEEY DU VLB RRRAT 7 F_X—=F =L DFEZXT S
. BN TOREHEGMENEHE . AOHIEICED > TWLH Z & 2H LIz LT,

WFFER S OBEE (J530) : We investigated how the expression of drug-metabolizing enzymes
including UGT1Aland CYP3A4 is regulated by cell signals associated with cell-cycle progression.
While the active form of CDK2 (phospho-CDK2) peaked at 2 h and 4 h, respectively, and these
levels dropped at 8 h, UGT1Al and CYP2B6 were present at very low levels at 0 h to 6 h and
started accumulating at 8 h. While CDK2 inhibitor roscovitine enhanced the expression of
UGT1A1 and CYP3A4, it suppressed the expression of UGT1Al and CYP3A4 in the cells
transfected with S350D PXR.  Phosphomimetic mutant at serine-350 of PXR was detected in the
nuclei and lost the binding with RXR, and co-transfection with co-activator SRC-2 but not SRC-1
recovered PXR activity. These results indicate that roscovitine stimulated expression of UGT1A1
and CYP3 A4 through inhibiting CDK2, which phosphorylated PXR at serine-350 to suppress the

transactivation in the nuclei.
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