sorivudine
in vitro in vivo
false negative in vitro
in vivo
1 In vivo
R=AUC +inhibitor /AUC control
AUC R=1+1u/Ki lu
Ki
false negative
lin lin,u lu
Ki lin,u invivo
lin,u lu
lin,u
lin,u
false negative lu

lin,u
tolbutamide/sulfaphenazole
Sulfaphenazole tolbutamide CYP2C9



tolbutamide AUC 5.3 Sulfaphenazole lin,u

tolbutamide AUC 4.1 sulfaphenazole
4.2 in vivo
2
P450 quinidine sulfaphenazole erythromycin
ketoconazole omeprazole Medium FCCP rotenone
ATP
AuC
3 Mechanism-based inhibition triazolam/erythromycin
Erythromycin CYP3A
CYP3A CYP3A
mechanism-based inhibition
in vivo

turnover

CYP3A4 triazolam - 4-0H triazolam

CYP3A4 NADPH
erythromycin erythromycin
co
CYP3A erythromycin
mechanism-based inhibition Kinact K~ app
in vivo

CYP3A4 erythromycin triazolam AUC

2.0 2.6 in vivo 2.1



4 Mechanism-based inhibition

5-FU/sorivudine

uracil BVU
DPD
inhibition

invitro

In vitro
5-FU

Erythromycin
BVU
in vivo
5

5-FU/sorivudine

sorivudine E -5- 2-bromovinyl
5-FU dihydropyrimidine dehydrogenase
BVU DPD mechanism-based
sorivudine
in vivo erythromycin

recombinant DPD rhDPD

BVU NADPH BVU
BVU
in vivo
DPD 5-FU AUC 11
sorivudine 5-FU AUC
Sorivudine 1 DPD 95%
2
mechanism-based inhibition
invitro
mechanism-based inhibition
in vivo
sorivudine
in vitro in vivo



