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Saquinavir
Indinavir

(metabolized by P450 3A
(metabolized by P450 3A)

ST Iﬁwﬁ 0 ﬁjilh%

Ritonavir

Nelfinavir
( metabolised by CYP450 3A )

highly potent inhibitor of P450 3A, 2C19, 2D6, 2C9 (metabolized by P450 3A)

O 1 Chemical structures of HIV protease inhibitors
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Lineweaver-Burk and Dixon plots for
inhibition of nelfinavir metabolism by ritonavir
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0 2. Lineweaver-Burk(a) and Dixon(b) plots for inhibition of nelfinavir metabolism by
ritonavir.



N 200r e nelfinavir 0.5 pg/ml
® nelfinavir 1.0 pg/ml

200r  sindinavir 7.5 yM
®indinavir 15 pM
Ajndinavir 30 p

A nelfinavir 2.0 pg/ml

150 ®nelfinavia 150r @ nelfinavir 4.0 po/

1008

1V, 1/( Kg/min/mg protein)
1/V, 1/( ug/min/mg protein)

5 10 15 20 25 30

-50* -50
1/nelfinavir , UM indinavir concentration, MM

0 3. Lineweaver-Burk(a) and Dixon(b) plots for inhibition of nelfinavir metabolism by
indinavir.

& 1 Kinetics of liver microsomal metabolism ofsaquinavir, indinavir and nelfinavéliimagtr in rat

K Vmax Vinax®m
Drug (UM) (nmol/min/mg protein) (ul/min/mgq protein)
saquinavir 8.31+0.18 1.42+0.07 170.88+10.85
indinavir 4.52+0.08 0.33%+0.03 73.01%+1.95
nelfinavir 5.87+0.51 0.74%0.05 126.06+4.41

Each value represents the mean=S.E. of three or four experiments.
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indinavir concentration ( pg/ml)

nelfinavir concentration ( pg/ml)

10 ¢

—=indinavir only
——indinavir and nelfinavir
-=O—indinavir and saquinavir
-/ indinavir and ritonavir
0.1

time (hr)
Each point represents the mean=S.E. of three or four rats.

0 4. Plasma indinavir concentration-time curves after oral administration in combination with

saquinavir , indinavir and ritonavir.

10
=0~ only nelfinavir
-} nelfinavir and indinavir
L — nelfinavir and ritonavir

0.1

0.01

time (hr)
Each point represents the mean=S.E. of three or four rats.

[ 5. Plasma nelfinavir concentration-time curves after oral administration in comcination
with indinavir and ritonavir.
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Pharmacokinetic Parameter values of saquinavir, indinavirand nelfinavir
in combination with other drugs

Pharmacokinetics parameter values

Case

Crax AUC T MRT CL

(Hg/ml)

( ngehr/ml)

(hr)

(hr)

(L/hr)

IND

IND&NEL

IND&SAQ

IND&RIT

NEL

NEL&IND

NEL&RIT

5.597+1.694

7.163+1.193

6.763+1.083

9.615+1.102

0.091£0.013

0.152+0.026

0.327£0.098

5.178+1.854

7.274+1.916

6.269+1.268

41.277+9.847

0.170£0.017

0.368+0.060

1.443+0.414

0.563+0.027

0.508+0.017

0.534+0.023

2.547£0.502

1.364+0.107

1.196+0.086

8.670£1.963

0.888+0.029

0.913£0.057

0.809+0.038

3.642+0.541

2.950£0.264

2.422+0.248

13.181£3.167

1.428+0.377

0.931£0.203

1.044+0.220

0.172+0.048

32.075+2.486

16.591£2.190

1.307+0.643
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Fig.6a. Pharmacokinetic model for HIV protease inhibitors
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Fig.6b. Simulated plasma indinavir concentration VS. time curves.
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