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Fig. 1 Effect of protease inhibitors on nisoldipine Fig. 2 Ratio of nisoldipine oxidation activity
oxidation activity in rat small intestinal microsomes. between non-treated and trypsin inhibitor treated
*statistically different (P < 0.01) from non-treated and microsomes of rat, guinea pig, dog and monkey.
PMSF-treated microsomes.

phenylmethylsulfonyl
fluoride (PMSF) trypsin inhibitor
(Fig. 1) trypsin inhibitor



(Fig. 2) 7-ethoxycoumarin deethylation

protease inhibitor
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P450
nisoldipine
BAY o 3199 BAY r 9425
table 1 Km
1.8-2.3 mM Km Vmax CLint 0.27 0.0571
ml/min/mg Km
31mM CLint 0.0684ml/min/mg,
0.0991 0.257
CYP3A4
midazolam 1’-hydroxylation testosterone 6b-hydroxylation
(table 2) midazolam 1’-hydroxylation Km Vimax 2.38 mM

0.347 nmol/min/mg testosterone 6b-hydroxylation  Ssg Vimax 63.3 MM

1.44 nmol/min/mg

H 7
testosterone 6b-hydroxylation 0.23"
; 9
0.042 nmol/min/mg ¥
nisoldipine
. Table 1 Kinetic parameters of nisoldipine metabolism in small
midazolam testosterone intestinal microsomes of various species
BAY 0 3199 BAY r 9425
Km Vmax VmaxIKm Km Vmax VmaxIKm
. (mv) (hmd/min/mg)  (ml/min/mg) (mv) (hmd/min/mg)  (ml/min/mg)
trOIean domyCIn Rat 747 0.374 0.0513 403 0.0541 0.0171
Guineapig 310 0.256 0.0089 332 0.103 0.0038
ketoconaZOIe LOW” Dog 965 0.831 0.0854 599 0.0317 0.0057
Monkey 4.05 0.690 0.195 331 0.186 0.0617
Human 228 0.442 0.270 181 0.100 0.0571
CYP3A4
Table 2 Kinetic parameters of testosterone 6b-hydroxylation
and midazolam 1’-hydroxylation in small intestinal microsomes
of monkey and human
10) - ;
. Midazolam 1'-
Testosterone 6b-hydroxylation hydroxylation
CYP3A isoform So M Vmax K Vmax
(mM) (nmol/min/mg) (mM) (nmol/min/mg)
11,12) M
onkey 63.3 1.7 1.44 2.38 0.347
Human  55.2 2 1.42 4.07 0.382

isoform



In vivo

dexamethasone (DEX) 12-15)
DEX 80 mg/kg nisoldipine
3 (CLin) 16)
P450
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