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BCRP
SNP  (V12M, Q141K, A149P, R163K, Q166E, P269S, S441N)
Q141K SNP 29%
BCRP
CYPZA6
CYPZA6*1/*7 CYPZA6*4/%4

8- CYP2A6*1/*1

pharmacokinetics pharmacodynamics M-
18 Cy 18 Cy
canalicular membrane multidrug resistance-associated protein
2 MRP2 ATP binding cassette, subfamily C, member 2 ABCC2

Exonl13 T1815+2A Exonl8 C2302T C2366T Exon25 G3449A A3517T
promoter  exonl0

EGFR
CYP3A4
6B -OHF
EGFR
5
EGFR 4
EGFR
“Proof of Principles”
Methotrexate ATP Fadrozole
CYP2A6, CYP2C19, CYP3A4 CYPIAZ CYP2A6 CYP2D6
8 CYP2C19 CYP2D6 CYP3A4 8
Docetaxel CL AAG CYP A5
CL CYP A5 UGT1A1
UGTI1A1#28
(PBREM)  PBREM -3263 irinotecan
paclitaxel
AUC “ coefficients of determination” 84%
78% CYP3A4 Docetaxel
AUC 46 29.1
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(SN\P)

Q141K
S441N

in vitro

Pharmacokinetics Pharmacodyamics

UFT,Gemcitabine(GEM),

Vinorelbine(VNR)

BCRP

BCRP

P450
CYPZA6

CYP2A6
P450
CYP2A6
CYP2A6 CYP3A4
(CYP19)

CYP19
CYP19

/

BCRP
ME3277

P450

P450

HPLC

12

CYP3A4

CYP19

Q141K



13 10

CYP2A6
CYP2A6
31
CYP2A6*4

CYP2A6*7 CYP2A6*9 CYP2A6*10

CYP2A6
CYP2A6
200 mg 400 mg ™
1-compartment model
12 L/h
121 L 7.9h
200 mg 400 mg
Cmax 1.5 pg/mL 2.5
Mg/m L = AUC24
23.3 pg/mL 37.7 ug/mL
25 Gore
5
19
18 ™ Cp
+ SE 2.25+ 0.32 pg/mL 2.30+ 0.34
pug/mL Cro
12
2.32 pg/mL

vs 1.95 ug/mL
2.40 pg/mL vs2.00 pg/mL
1.96 pg/mL

2.44 vs 1.84 ug/mL
2.42 pg/mL vs

canalicular membrane
multidrug resistance-associated protein 2
MRP2 ATP binding cassette, subfamily C,
member 2 (gene name) ABCC2
MRP2

Dubin-Johnson
Dubin-Johnson
exonl3 15 18 25 28 29

30
promoter exonl0 18 28 30
promoter exonl0 13 18 25
1994 2002
120

Exonl13 T1815+2A Exon18 C2302T C2366T Exon25 G3449A
A3517T Promoter

exonl0
0.777 1.049 promoter
exonl0
promoter exonl0 13 18
25 CPT-11
20
0-2
dayl 15
day15 29 day29
6B
-hydroxycortisol OHF free-cortisol FC
CYP3A4
27% 3 2%
2% 5%
63 -OHF
234.82+ 226.04 ng/ml
23.20-1441.60 dayl5 243.77+ 237.95

21.30-1550.70
20.20-1926.70
p=0.177

day29 345.61+ 418.18
day29
CYP3A4
63 -OHF/FC
7.4+ 4.63 1.5-22.9
7.31 4.32 1.5-22.6

day29 12.6+ 10.02

day15
1.8-50.6
p=0.001
20 24 63 -OHC
8.31+ 4.80mg/day
8.19+ 4.26mg/day
7.64+ 4.17mg/day

1.25-18.16

2.85-18.24

0.67-16.53
6B -OHF/FC

42

day15
day29

dayl5 274.0+ 160.2ng/ml
day29 274.0+ 160.2
dayl5 day29

66.9-547.9
91.6-494.1
B -OHF/FC day29/day15

(EGFR)

EGFR

DNA
EGFR ATP
Retrospective
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Prospective

EGFR

EGFR

EGFR

Farnesyl Transferase Raf

MMP PubMed manual research

full paper24

“ Proof of Principles”

Methotrexate ATP

MRP4 Km 100 M
ABC BCRP  MRP2
Km 1.5 5.2mM
NSAIDs MRP2
MTX
BCRP indomethacin, diclofenac,
phenylbutazone
MRP4 indomethacin,

ketoprofen, sulindac, salicylate

S- 50kg
50mg
CYPZA6*4/*7 CYPZA6*4/%9
13 tegafur
CYPZA6*1/%4
CYP2A6
invitro
CYP2A6  5-FU
Vmax/Km
CYP2A6.7 CYP2A6.11 CYP2A6.1 2
2 P450 Fadrozole

CYPZA6, CYP2C19, CYP3A4
CYPIAZ CYPZA6 CYP2D6 8
CYP2C19 CYP2D6 CYP344
8
CYP2A6 Am Max
CYP2C19
Fadrozole 8
CYP2A6 CYP2C19 CYP344
P450

Docetaxel CYP345

32
CYP3A5*1/*1 1 3.1
11 34.4
20 62.5

CYP345*1/%3
CYP3A5*3/*3
CYP3A5*1/*1
CYP34A5*1/*3
CYP3A5%3/*3
CYP345%6
docetaxel
CL AAG Docetaxel
CL
CL
docetaxel CL AAG
docetaxel CL
AAG
4 Docetaxel CL
AAG cYp
A5 TXT CL
CYP A5
UGT1A1 UGT1A1*28

(PBREM) PBREM -3263

-3263

2.15 (CI, 0.80-5.77)
5.80 (CI,
1.67-20.1)
UGTIA17*28

-3263 UGTIAI*28

paclitaxel

paclitaxel
“ Simple linear regression model”
AUC
AUC
coefficients of determination” 84%

AUC “ coefficients of determination” 78%
paclitaxel

coefficients of determination” 80%
CYP3A4 Docetaxel

AUC
46 29.1

14.5
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over-treatment 14.5
under-treatment
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