BxXc—19

HEHREPHERX (BEHRERIE) IRARRBESE
Rk 2449 5 H 25 HEUE

HERAES : 31305

HEER  EBHE (O)

FFZSHEAR - 2009~2011

EEES ;21590173

MRFER (F1X) EYHEEAERRFZFENROFTER : HHRABRFTEO D FHIBAERIC
B9 5813

TR ESR (FEX) A new study of enzyme induction involved in pharmacokinetic:
Identification of molecular mechanism for a novel enzyme induction

MEREKE

skH & (NAGATA KIYOSHI)

RIALRB K- FEZE - B

HEEES : 80189133

MRS E OB (Fnsg) -

RS CYP3A4 L HEH R 5 o 2R —% —MRP3 1%, L@ OIEYIZ X v ITIEIC T
BEESND T ENDEU LB TN GFET I N THIENT, 7 R~V
— /L3 X O Aryl hydrocarbon Receptor (AhR)D U 4> R TH b L5 FIRRKFLEW
% HepG2 #ifidlc T CYP3A4 B L O MRP3 #88< & L7=, La>L. CYP3A4 O#FiHE|C
L. Wb F%E 1 Pregnane X Receptor (PXR)DiEMEAL3EIS- L. AhR (ZB85- L 7%
WZ EMNHA L, —JF. MRP3 0iFEICiE PXR XGRS, = o —fEO S
THEHT XV AhR FEAESNEELL T % 8k (—6,8Kb) 2358 IC b 5 = & &2 Rz Lo,
AhR X MRP3 OB EICIZEG LW Z ERI B E oz, AiF7EN D CYP3A4 75
X PXR BEIZED->TE Y, MRP3 OFEIIIBEGFED Lt 7% =5 LW HiiEs
FEREIEMA LN b > TWA Z LRI I T,

WFFER R OB EE (E30) -

Drug metabolizing enzyme CYP3A4 and excretory transporter MRP3 are induced by
same compounds, being predicted the existence of similar molecular mechanism in
both induction. CYP3A4 and MRP3 were strongly induced by treatment with
clotrimazole and aryl hydrocarbon receptor (AhR) ligands such as polycyclic
aromatic hydrocarbons. Those compounds induced CYP3A4 through activation of
pregnane X receptor (PXR) but not through activation of AhR. On the other hand,
MRP3 induction was not involved in AhR activation, although a region including
a nucleotide sequence similar to AhR binding cis—element was found in an enhancer
region (—6.8Kb). Together with these results, CYP3A4 is predominantly induced
through activation of PXR and MRP3 seems to be induced through a novel gene
transcription involving no receptor previously reported.
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