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Fig. 2. Human CYP3A4 expression in chimeric mice,

The expression levels of human CYP3A4 mRNA (A), protein (B) and the dexamethasone
6-hydroxylase activity catalyzed by CYP3A4 (C) were determined as described in Materials
and Methods. The concentration of dexamethasone was 100 pM. The columns of M1 and M4
represent the mean + SD (n=3).

H: Pooled human liver microsomes from Gentest, M1: uPA (+/-)/SCID mouse liver
microsomes, M4: uPA (-/-)/SCID mouse liver microsomes, ND: Not detected.
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Fig. 3. Human CYP2C9 expression in chimeric mice.

The expression levels of human CYP2C9 mRNA (A), protein (B) and the diclofenac
4'-hydroxylase activity catalyzed by CYP2C9 (C) were determined as described in
Materials and Methods. The concentration of diclofenac was 30 uM. The columns of
M1 and M4 represent the mean + SD (n=3).
H: Pooled human liver microsomes from Gentest, M1: uPA (+/-)/SCID mouse liver
microsomes, M4: uPA (-/-)/SCID mouse liver microsomes, ND: Not detected.
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Fig. 4. Human CYP2AG6 expression in chimeric mice.

The expression levels of human CYP2A6 mRNA (A), protein (B) and the coumarin
7-hydroxylase activity catalyzed by CYP2A6 (C) were determined as described in
Materials and Methods. The concentration of coumarin was 1 yM. The columns of

M1 and M4 represent the mean + SD (n=3).
H: Pooled human liver microsomes from Gentest, M1: uPA (+/-)/SCID mouse liver

microsomes, M4: uPA (-/-)/SCID mouse liver microsomes, ND: Not detected.
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Fig. 5. Human CYP1A1 and CYP1A2 expression in chimeric mice.
The expression levels of human CYP1A1 and CYP1A2 mRNA (A, B) and CYP1A2 protein

(C) were determined as described in Materials and Methods.
H: Pooled human liver microsomes from Gentest, M1: uPA (+/-)/SCID mouse liver
microsomes, M4: uPA (-/-)/SCID mouse liver microsomes, ND: Not detected.
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Fig. 6. Human CYP2C8, CYP2C18 and CYP2C19 expression in chimeric mice.
The expression levels of human CYP2C8, CYP2C18 and CYP2C19 mRNA (A, C, D) and
CYP2CS8 protein (B) were determined as described in Materials and Methods.
H: Pooled human liver microsomes from Gentest, M1: uPA (+/-)/SCID mouse liver
microsomes, M4: uPA (-/-)/SCID mouse liver microsomes, ND: Not detected.
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Fig. 7. Human CYP2D6 and CYP3A35 expression in chimeric mice.

The expression levels of human CYP2D6 and CYP3AS mRNA (A, C) and protein (B, D)
were determined as described in Materials and Methods.

H: Pooled human liver microsomes from Gentest, M1: uPA (+/-)/SCID mouse liver
microsomes, M4: uPA (-/-)/SCID mouse liver microsomes, ND: Not detected.
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Fig. 8. Changes of human CYP3A4 expression in rifampicin-treated chimeric mice.

The expression levels of human CYP3A4 mRNA (A), protein {B) and the dexamethasone
6-hydroxylase activity (C) in rifampicin-treated chimeric mice were compared with those
in non-treated chimeric mice with similar hAlb contents. The concentration of
dexamethasone was 100 pM. The columns of M1, M2, M4 and MS5 represent the mean +

SD (n=3).

M1: Non-treated uPA (+/-)/SCID mouse liver microsomes, M2; Rifampicin-treated
uPA (+/-}/SCID mouse liver microsomes, M4: Non-treated uPA (-/-)/SCID mouse liver
microsomes, M35: Rifampicin-treated uPA (-/-)/SCID mouse liver microsomes.
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Fig. 9. Changes of human CYP2C9 expression in rifampicin-treated chimeric mice.

The expression levels of human CYP2C9 mRNA (A), protein (B) and the diclofenac
4'-hydroxylase activity (C) in rifampicin-treated chimeric mice were compared with those
in non-treated chimeric mice with similar hAlb contents. The concentration of diclofenac
was 30 pM. The columns of M1, M2, M4 and M5 represent the mean + SD (n=3).

M1: Non-treated uPA (+/-)/SCID mouse liver microsomes, M2: Rifampicin-treated

uPA (+/-)/SCID mouse liver microsomes, M4: Non-treated uPA (-/-)/SCID mouse liver
microsomes, M3: Rifampicin-treated uPA (-/-)/SCID mouse liver microsomes.
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Fig. 10. Changes of human CYP2AG6 expression in rifampicin-treated chimeric mice.
The expression levels of human CYP2A6 mRNA (A), protein (B) and the coumarin
7-hydroxylase activity (C) in rifampicin-treated chimeric mice were compared with those
in non-treated chimeric mice with similar hAlb contents. The concentration of coumarin
was | pM. The columns of M1, M2, M4 and M5 represent the mean + SD (n=3).

M1: Non-treated uPA (+/-)/SCID mouse liver microsomes, M2: Rifampicin-treated

uPA (+/-)/SCID mouse liver microsomes, M4: Non-treated uPA (-/-)/SCID mouse liver
microsomes, M5: Rifampicin-treated uPA (-/-)/SCID mouse liver microsomes, ND: not

detected.
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Fig. 11. Changes of human CYP1A1 and CYP1A2 expression in rifampicin-treated

chimeric mice.

The expression levels of human CYP1A1 and CYP1A2 mRNA (A, B) and CYP1A2 protein
(C) in rifampicin-treated chimeric mice were compared with those in non-treated chimeric

mice with similar hAlb contents.
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Fig. 12. Changes of human CYP2C8, CYP2C18 and CYP2C19 expression in rifampicin-

treated chimeric mice.

The expression levels of human CYP2C8, CYP2C18 and CYP2C19 mRNA (A, C, D) and
CYP2CS8 protein (B) in rifampicin-treated chimeric mice were compared with those in non-
treated chimeric mice with similar hAlb contents.

Fig. 13A iZt b CYP2D6 mRNA
SR, Fig. 13B 2k b CYP2D6 ¥
NI REBROERKEREZRT, W
RI—HEROFATI T A EBHIT,
E5DERRDENDIHN, Uo7y
U REHEMBHTHEE ER
BHesnahots,

Fig. 13C IZE b CYP3A5 mRNA
REBROERERERT, W RF—
HREOFASTTREBIT, Uy

51

CELEREHEEIHRBETEIIRD
SNEMh-o 7.

Fig. 13D {2k b CYP3AS ¥ /%0
HEBOHREREZRY. FJ—DI H
RKOFASITRNL, DETOER
&ETFTR., yonNrERETSZ
EWRTERMh-7. RF—D2 Hisk
DFATITATIE C20 H8 C17 1T
i 3.0 E0EMMAED Sz,



None
[ Rifampicin

>
>~

o
(3 ]
w o
o O

CYP2D6 content
(pmol/mg protein)
b2

CYP2D6/hGAPDH

o = it
o o O

D
. oo 3]
a 5%
Q o A,
E vy B4 20 1
v < E
- £ 10
B (I ND ND NDND ND| |ND in

0
FEOESIRP

Fig. 13. Changes of human CYP2D6 and CYP3AS5 expression in rifampicin-treated

chimeric mice.
The expression levels of human CYP2D6 and CYP3A5 mRNA (A, C) and protein (B, D) in
rifampicin-treated chimeric mice were compared with those in non-treated chimeric mice

with similar hAlb contents.
ND: not detected.
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Fig. 14. Changes of human CYP1A2 expression in 3-MC-treated chimeric mice.
The expression levels of human CYP1A2 mRNA (A) and protein (B) in 3-MC-treated
chimeric mice were compared with those in non-treated chimeric mice with similar hAlb

contents.
ND: not detected.
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Fig. 15. Changes of human CYP3A4 expression in 3-MC-treated chimeric mice.

The expression levels of human CYP3A4 mRNA (A), protein (B) and the dexamethasone
6-hydroxylase activity (C) in 3-MC-treated chimeric mice were compared with those in
non-treated chimeric mice with similar hAIb contents. The concentration of dexamethasone
was 100 uM. The columns of M1, M3, M4 and M6 represent the mean + SD (n=3).

M1: Non-treated uPA (+/-)/SCID mouse liver microsomes, M3: 3-MC-treated

uPA (+/-)/SCID mouse liver microsomes, M4: Non-treated uPA (-/-)/SCID mouse liver
microsomes, M6: 3-MC-treated uPA (-/-)/SCID mouse liver microsomes.
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Fig. 16. Changes of human CYP2C9 expression in 3-MC-treated chimeric mice.

The expression levels of human CYP2C9 mRNA (A), protein (B) and the diclofenac
4'-hydroxylase activity (C) in 3-MC-treated chimeric mice were compared with those in
non-treated chimeric mice with similar hAlb contents. The concentration of diclofenac was
30 pM. The columns of M1, M3, M4 and M6 represent the mean = SD (n=3).

M1: Non-treated uPA (+/-)/SCID mouse liver microsomes, M3: 3-MC-treated

uPA (+/-)/SCID mouse liver microsomes, M4: Non-treated uPA (-/-)/SCID mouse liver
microsomes, M6: 3-MC-treated uPA (-/-)/SCID mouse liver microsomes.
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