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mRNA BB EFEIZLDIT-
2o THRERHOHKELD. B CYP
BIUITZX Cyp T4 7 —13xE
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Table 2. Sequences of the primers used in the present study.

Primer Sequence
CYP1A2-5° 5-TGTTCAAGCACAGCAAGAAGG-3'
CYP1A2-AS* 5-TGCTCCAAAGACGTCATTGAC-3'
CYP1A2-probe * 5'-CTAGAGCCAGCGGCAACCTCATCCCA-3'
CYP2A6-S S-TTTTGGTGGCCTTGCTGGT-3'
CYP2A6-AS® 5GGAGTTGTACATCTGCTCTGTGTTCA-3'
CYP2A6-probe 5.TGCCTGACTGTGATGGTCTTGATGTCTGTT-3'
CYP2C8-S¢ 5-GGACTTTATCGATTGCTTCCTG-3'
CYP2C8-AS ¢ 5-CCATATCTCAGAGTGGTGCTTG-3'
CYP2C8-probe” 5 TTGGCACTGTAGCTGATCTATTTGTTGCTGGA-3"
CYP2C9-S ¢ 5-GACATGAACAACCCTCAGGACTTT-3'
CYP2C9-AS 5. TGCTTGTCGTCTCIGTCCCA-3'
CYP2C9-probe ¢ 5-AAAACACTGCAGTTGACTTGTTTGGAGC-5'
CYP2C19-8 ¢ 5-GAACACCAAGAATCGATGGACA-3'
CYP2C19-AS8 ? 5 TCAGCAGGAGAAGGAGAGCATA-3'
CYP2C19-probe? 5-TAATCACTGCAGCTGACTTACTTGGAGCTGGG-3'
CYP2D6-S* 5" CCTACGCTTCCAAAAGGCTTT-%'
CYP2D6-AS ° 5-AGAGAACAGGTCAGCCACCACT-3'
CYP2D6-probe @ 5-CAGCTGGATGAGCTGCTAACTGAGCACA-3'
CYP3A4-S° 5" CCAAGCTATGCTCTTCACCG-3'
CYP3A4-AS? 5 TCAGGCTCCACTTACGGTGC-3'
CYP3A5-S b 5-AGTGTTCTTTCCTTCACTTTA-3'
CYP3AS5-AS? 5-TTCAACATCTTTCTTGCAAGT-3'
CYP3AT-S¢ 5.CCTTACCCCAATTCTTGAAGCA-3'
CYP3A7-AS® 5-TCCAGATCAGACAGAGCTITIGTG-3'
CYP3A7-probe¢ 5 AGTCTTTIGAATTCTGAGAGTCAATCATCAGC-3'
Cyp3all-S 5 TATATCCCCAAAGGGTCAACA-3'
Cyp3all-AS 5.GAAGGAGAAGTTCTGCATAAT-3'
Cyp3al3-S 5-GGTGAAGGAATGTTACTCTAC-3'
Cyp3al3-AS 5-GTGGGCTTTCCTTCTCCTAA-3
ABCB1-§¢ 5 AGGAAGACATGACCAGGTATGC-3'
ABCBI1-AS¢ 5-CCAACATCGTGCACATCAAAC-3'
ABCB-probe ¢ 5-CCTGGCAGCTGGAAGACAAATACACAA-3'
ABCC2-5 ¢ 5-ACGGACAGCTATCATGGCTTCT-¥
ABCC2-AS? 5-TGGTCACATCCATGAGCTTCT-3'
ABCC2-probe? 5. ACCCTATCCAACTTGGCCAGGAAGGAGT-3'
AHR-S 5.GGTTGTGATGCCAAAGGAAG-3'
AHR-AS 5-ATCATTCGGATATGGGACTCG-3'
AHR-probe 5" AGCTGTGCACGAGAGGCTCAGGTTATCA-3'
CAR-§¢ 5-CATGGGCACCATGTTTGAAC-3
CAR-AS? 5" AGGGCTGGTGATGGATGAA-3'
CAR-probe ¢ 5. TGTGCAGTTTAGGCCTCCAGCTCATC-3'
LXR-S 5 AGACTTTGCCAAAGCAGGG-3'
LXRa-AS ¢ 5 ATGAGCAAGGCAAACTCGG-3'
LXR0.-probe ¢ 5-TTCATCAACCCCATCTTCGAGTTCTCC-3
HNF40.-S 5" AAGACAAGAGGAACCAGTGCC-3'
HNF40-AS ¢ 5.GGCTTCCTTCTTCATGCCA-3'
HNF4¢.-probe 5.CTACTGCAGGCTCAAGAAATGCTTCCG-3'
RXR-S ¢ 5" TCAATGGCGTCCTCAAGGTC-3'
RXRot-AS ¢ 5.TTGCCTGAGGAGCGGTCC-3'
RXR0.-probe 5-CCGCCCACCCCTCAGGAAACAT-3'
RXRB-S¢ 5" TCTCCCTTTCCAGTCATCAGTTC-3'
RXRB-AS ¢ 5'.CAGGGAGTGACACTGTTGAGTTAA-3'
RXRB-probe * 5.CCTGGTCTGCCCCCTCCAGCT-3'

S: Sense primer, AS: Anti-sense primer.

2 From Nishimura et al. (2002)
b From Katoh et al. (2004)

€ From Furukawa et al. (2004)

d From Nishimura et al. (2004)
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Fig. 2. Changes of murine Cyp3a expression by rifabutin and rifampicin in uPA*/~
/SCID mice and uPA™~/SCID mice.

The expression levels of murine Cyp3all mRNA (A), murine Cyp3al3 mRNA (B),
murine

Cyp3all protein (C), TESOH (D) and DEXOH (E) in a rifabutin- or a rifampicin-
treated UPA™~/SCID mouse and uPA™~/SCID mouse were compared to those in a
non-treated mouse. The concentration of testosterone and dexamethasone were 50
pM and 100 pM, respectively. Each column represents the mean +SD (n=4 or 5). *P<
0.05, **P <0.01, ***P < 0.001.

M1: Non-treated uPA*/~/SCID mouse, M2: Rifabutin-treated uPA*/~/SCID mouse,
M3: Rifampicin-treated uPA*/~/SCID mouse, M4: Non-treated uPA”~/SCID mouse,

M5: Rifabutin-treated uPA™~/SCID mouse, M6: Rifampicin-treated uPA™~/SCID

mouse.
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Fig. 3. Changes of human CYP3A4 expression by rifabutin and rifampicin in

chimeric mice.

The expression levels of human CYP3A4 mRNA (A) and protein (B) 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. 4. Changes of human CYP3A4 expression by rifabutin and rifampicin in
chimeric mice.
TESOH (A) and DEXOH (B) in a rifabutin- or a rifampicin-treated chimeric mouse
were compared to those in a non—treated chimeric mouse with a similar hAlb
concentration. The concentration of testosterone and dexamethasone were 50 pM
and 100 pM, respectively. The columns of M1, M2, M3, M4, M5 and M6 represent the
mean x SD (n=4 or 5).
*P<(0.05, ¥**P<0.01,
M1: Non-treated uPA*™/~/SCID mouse, M2: Rifabutin-treated uPA*/~/SCID mouse,
Ma3: Rifampicin-treated uPA*/~/SCID mouse, M4: Non-treated uPA™~/SCID mouse,
M5: Rifabutin-treated uPA™~/SCID mouse, M6: Rifampicin-treated uPA”~/SCID
mouse.
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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 CYP3AS5 (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 CYP2CS8 (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 CYP1AZ (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 ABCBI1 and ABCC2 mRNA expression by rifabutin and
rifampicin in chimeric mice.

The expression levels of human ABCBI1 (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 LXRo mRNA expression by rifabutin and

rifampicin
in chimeric mice.

The expression levels of human HNF4e (A) and IXRa (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 RXRa and RXRB mRNA expression by rifabutin and

rifampicin in chimeric mice.

The expression levels of human RXRa (A) and RXRS (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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