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Fig. 5. Changes of human CYP3A5 and CYP3A7 mRNA expression by rifabutin and
rifampicin in chimeric mice.

The expression levels of human CYP3A5 (A) and CYP3A7 (B} mRNA in a rifabutin- or
a rifampicin—treated chimeric mouse were compared to those in a non-treated
chimeric mouse with a similar hAlb concentration.
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Fig. 6. Changes of human CYP2C8, CYP2C9 and CYP2C19 mRNA expression by
rifabutin and rifampicin in chimeric mice.

The expression levels of human CYP2C8 (A), CYP2C9 (B) and CYP2C19 (C) mRNA in
a rifabutin~ or a rifampicin-treated chimeric mouse were compared to those in a
non-treated chimeric mouse with a similar hAlb concentration.
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Fig. 7. Changes of human CYP1A2, CYP2A6 and CYP2D6 mRNA expression by

rifabutin and rifampicin in chimeric mice.
The expression levels of human CYP1A2 {(A), CYP2A6 (B) and CYP2D6 (C) mRNA ina

rifabutin- or a rifampicin-treated chimeric mouse were compared to those in a

non-treated
chimeric mouse with a similar hAlb concentration.
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Fig. 8. Changes of human ABCB1 and ABCC2 mRNA expression by rifabutin and

rifampicin in chimeric mice,

The expression levels of human ABCBI (A) and ABCC2 (B) mRNA in a rifabutin~- or a
rifampicin-treated chimeric mouse were compared to those in a non-treated
chimeric mouse with a similar hAlb concentration.
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Fig. 9. Changes of human CAR and AHR mRNA expression by rifabutin and

rifampicin in chimeric mice.

The expression levels of human CAR (A) and AHR (B) mRNA in a rifabutin- or a
rifampicin-treated chimeric mouse were compared to those in a non-treated
chimeric mouse with a similar hAlb concentration.
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Fig. 10. Changes of human HNF4a and LXRa mRNA expression by rifabutin and

rifampicin
in chimeric mice.

The expression levels of human HNF4a (A) and LXRe (B) mRNA in a rifabutin- or a
rifampicin-treated chimeric mouse were compared to those in a non—treated
chimeric mouse with a similar hAlb concentration.
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Fig. 11. Changes of human RXRo and RXRB mRNA expression by rifabutin and
rifampicin in chimeric mice.

The expression levels of human RXRa (A) and RXR8 (B} mRNA in a rifabutin- or a
rifampicin—treated chimeric mouse were compared to those in a non-treated
chimeric mouse with a similar hAlb concentration.
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LT3, HepG2 il %W EBRR
T mRNA 2% 1.3 % (Riihl et al.,
2004). bt hMEERFERERWEHER
FTH 1.6 & (Nishimura et al.,,
2002) ML =EWSEENDH S,
REOWERENS U 77 TF U BEIT
XD 09-20fF VIry U
BiZ& Y 0.3-4.5 FoBmARED 5
N AR iInvivo EBFRTH D,
FASIT R BITHEEE, EY
SLERE & ARABE R T hAlb IREEASIERE
WRILTRWI EZEEL TS, B
FIOME L FEIIEWEEISNS,
ABCC2 IR OBERE IR
L. B EROBREGHE, /oo
CEREE, TIVYFA L EnoTe
BT —F 2 OBMEICED> TS
FS U AR—-F—THB. ABCC2D
REIIEEEICBN TR E N,
B, B, ZBRICBWTHREL



THED, ANOERIEH OHEH
b TR EEZLSNTND,
BHEETIZ, Uy B2 itk
ABCC2 mRNA O¥HAE M.
ERABIZBNWTRD BN TS
(Fromm et al., 2000; Kast et al.,
2002), FEOHEIZHBNT, B
ABCC2 mRNA #HRIX 6.3 fF& K
ERFHEBLRTEELFEL N
MOFASITI AT 0.4-1.7 EDE
BTho7z. ABCC2ODU Ty B
IEDSFERBICEHLTE, HEE
Tt MERITMRZRW-ERR
I2$1: T ABCC2 mRNA FE &I
1.3-2 {& (Kast et al., 2002;
Nishimura et al., 2002) @M
DENTEYD., /2 Hep G2 Mifa%
A= ERAICBWNWT mRNA BEHE
1% 1.5-2 £ (Kauffmann et al., 2002;
Riihl et al., 2004). # >N HEH&E
id 2-2.5 fif (Schrenk et al., 2001;
Kauffmann et al., 2002) DA
WL EasnTnS, 512
TRONZHEHERIILGO®ME LK
ERFFRIRNWEEILNS, £,
77 7F AL THEBRER RN
B, UTZrTFIOEEIZEDEDL
ABCC2 mRNA ¥H & 1.0-2.1 £%
EmsasEnSEREE~,
PDEED, & MNFMIREFAS <D
AIZBNWT, ER I AR—F—

DOFEBRB MRNA LRIV TCHEETES,

. V7B URERS VR
"—%—@ mRNA BHL NI RIE
TREEZRHL. MBS
TOREEFRBRBIENFATTY
ARZBWTHHREINTWBE L
W TE . JBIFRRICEL T, &
b RS UAR—F I ST
%% taurocholate >
glycochenodeoxycholate>
glycocholate>
taurochenodeoxycholate DJETH
D, ITZIZBNTIE
taurochenodeoxycholate IZ&H #
MENBNENDXS3IIZ, EhET
o A CHABRERICEERARS NS
ZEBHASNTS (Byrne et al.,
2002). BT AR—F—IZDNT
DEF NI L)V TOREIISED
BETHAN, b MNFRIREFAS<
T ARSI EED b MU & Fkk,
b T U AR—F —IZBNTHHEEN
e MELTHED, BWhAb BEE
REITARBNWTI, B EREE
DOHEMFER 2 & DO TIRBWALHE
gans,
EMRBBEROBRICESHZ b
S5FEROD—DEL T, BHEREBHO
#FEBETO5ND, B4R CYPAT
EREYLEENBRYICX - THEE
INZIENHFEINTHD, €D
BEADZZXALABHALGNIIE>TE
7=. #IZIE, CYP3A4ZY 77 €



IREQUHERERL TS
—Pregnane X receptor (PXR) IZ
#wEL, INPERNL 7Y —RXRo
ENTOF AT —2BRLT
CYP3A4 Biz+®D 5'- EFidD ER6
(evereted repeat separated by 6
nucleotides) IK#E&THZ &ickD
REZEMR{LT S (Bertilsson et al,,
1998; Lehmann et al., 1998),
CYP2B6 137 = / NIVESY—)Vi2 E
DEMCLDENL TS5 —CAR N
FEHEEN T RXRaENATOF AT
— 2L . CYP2BR6 #fnTF 5-FkE

- WMICHEET S PBREM

(phenobarbiral responsive
enhancer module) IZ#S3HI &
IZE D, BEEEHIT S (Sueyoshi
et al., 1999), CYP B FRERH
PHEHEICETIENLETY— O
KDOKREEIL in vitro IZBWTiITh
NTW3B, Invitro TORRIZEE
THDM FICHRET L2 OEE
FIIZEOHBPEFICL > THIES
NTNWBED, HTLUS invivoTD
REEZREBLTWRLWAB LN,
FlE LT, 7HF CYP2C BEETFD
promoter fEIRA D HNF4aDFEA M
FF T CYP2C mRNA BH L X)L &
MEAL o= &EMBIF S D

(Chen et al., 1994), %> T in vivo
KBTAEANL Sy —DEHEK
YD I EIIFEEA N A LB RN
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TE5—BhEsEFEZI N5,

PXR 3£ < @ CYP % ABCB1 %
ABCC2 Lo e " T UV AR—H—%
I—-RI2BRTFORERFHETF
THHEEPNTNWS, PXRIZEBE
I A2 MG LEEEE{LICEH
579%, PXRmRNA RHE & PXR
DERBET O mRNA RERICEL
Tlid, parallel iIZ8MLBNENSH
ENSETICRENTVS, Pascussi
5 (2000) I2Xk3 &, b MEEM
fERWEERRIIBWT, U7y
Y ET 2T CYP3A4 mRNA OF%#E
REDH LN, R PXRDOUN >
RTCHBTFHAITYV 2 ETRRD
PXR mRNA BEEICE(ENaho 72
ZERBEINTWS, £, V7
7 B PRI S CYP3A4 R E B
PXR @ activator &L THISEN T
% RU486, oty —)l, J=x
JNIVEH =) T PXRmRNA @
FEMED NN T2 ENHE
TNTWS, BIZERENZ &I,
CYP3A OFHIETHENWAYV T IR
*®° perfluorodecanoic acid 72 & T
PXR mRNA OMWFHEER 2O
ENTy McBWTHEINTWS

(Zhang et al., 1999), ZD I &h
5 PXR activator 2349 L  PXR &
ETORHAZECHBL T2 DI
TRARWEEZ OGNS, TOMOE
ALty —IcBWTHRKRTHS



BREM B/ ETEZ RN, MX T, PXR
DY H > BT3B R EEICEzZEN
FELTNS, U777 ET i
LTTU X PXR ORBEMEILEENA,
bk PXRIZBE L TERERIEHET
DT EMMEEINTNS (Lehmann
et al., 1998; Savas et al., 1999;
Waxmann, 1999). T DI
3Ly — I EEDOHEEN CYP3A
FHBEOEEZTEREIL TS E
EZZ5NTNW5, AWK T, IV
AERZLRVWERPXROTSA
—ERETZZENTET,. LN PXR
mRNA FEHRERET S 2 &N TE
RNl GROWFARETD
3EEZD,

RXRs 13 steroid/thyroid
hormone receptor superfamily iZ
BLl. 320537 (RXRa, RXRS,

RXRy) EEL (Levinetal., 1992),

D35, RXRaBFFICHBIT 5 EE R
RFETHDEBEINTNS

 (Berrodin et al., 1992), RXRald
HMOBEHNL Ty —EATUd1<
—ZERI SMBNRY NI EL
THARET 5. RXRat oL
F—LDAFOF LIV H B
EKESICRNBEFEEELT 5.

# o T, RXRo®D L RIIVAEREET
REBPRETIHERRFTHD
EEZx2 505, Pascussi & (2000)
k&) 77 ET X CYP3A4
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TN HERERENIEMN,
RXRa# >/ HBEEEL X ERH
Sl EEINTVNS, EHERICS
WT, U772 EL kD 0.3-6.1
%@ mRNA #in»NEH SN, LIEh
DR E BT HDITHY N Y
LRNDOBRSETORENRDH S &
%%, Pascussi 5 (2000) OFIZ
MRNA LRIVTIrhbhTWhizhiew
AEATHZN, V77 B IK
% RXRa L RV DEEII BB
KBBWTOH THRERICIIFE LR
NWOhd LIRN,

Pk, #EFIZBWTIEE MR
FATIURAIERATS S AR
—y—-BIXUOBEANL TS5 —DFHE
HizkBEWMERRE, FEOLIIT,
BHIKICL D In vivo RBIFHHEED
BNl t 7y —ORBLH 2R L
BRI, S FATIY
ADFREHLUTRHNTZZE, &
r PXR mRNA BERDERZITD
CEREERLIBIANBETHA D,
AEOWRERISEOE CYP HTHEHD
FEHANZXLAORBIZEETSD
DEEZB,

FASTIOXERHWEE R CYP#E
MEERT, Fift MFRRE 2R W
BEICHERE D ERIGENWEFTO
BitAulgeEHEZ oM., BERRRE
KBWTERARFERIIRVESET
Banhd,



E. ¥

b CYPREMREFEHEETHBY
Ty TFERNT, b MRS
AU ARET Sk CYP3A4
PREEEEDDIEEHLOMTILE,
¥ie, Uor7F o8B0 T77
EIZELT, EFTHEENT
VW3 CYP3A LISL D& CYP - FHED
ZEFEFATITUAIZBNYTHE I
EFRI—TH»72Z &% mRNA L)L
WHBWTHLMZ L,

F. BEbrff . 2L

G. MARRK
1. @XHER 2L
2. FLRE:

In vivo induction potency on
CYP3A4 by rifabutin in chimeric
mice with humanized liver ; 5% 19
B B ARYEESSES, R 16 £
11 A 17-19 H. €~

H. ANMEHROHE «- B&RH
ReFrlfE - zL
ERAFERE 2L
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