Figure 1. Overview of Dye Efflux Inhibition Assay
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Figure 2. Lymphocyte P-gp Activity Assessed by
Dye Efflux Inhibition Assay
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Figure 3. Inhibition of Lymphocyte P-gp Activity
by Purified Nelfinavir and M8
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Figure 4. Population Pharmacokinetic Sampling
Profiles for Nelfinavir and M8
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Figure 5. Overview of Dye Efflux Inhibition Assay
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Figure 5. Relationship Between Patient Plasma
Nelfinavir Concentration and P-gp Inhibition
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Figure 6. Effects of Serum and Plasma Types on
Nelfinavir P-gp Inhibitory Activity

CD4™ T cells

50+
I Control

2212 uM nelfinavir
12 uM verapamil

N
o
1

dim cells (%)
N w
T_°

10

heparin

CD8™ T cells

100
I Control

S 804 12 uM nelfinavir
< 112 uM verapamil
L 60
()]
(&)
_g 40+
©

20

0- . Ak
serum EDTA ACD heparin

media

Relative P-gp inhibition by
nelfinavir compared to verapamil

70—

60 ___]CcD4* T cells
+

50 i Bl CcDs* Tcells

s0- y

30+

inhibition (%)

20+
104

0

serum EDTA ACD heparin
media



References

Lee CG, Gottesman MM, Cardarelli CO, Ramachandra M, Jeang
KT, Ambudkar SV et al. HIV-1 protease inhibitors are substrates
for the MDR1 multidrug transporter. Biochemistry. 1998;37:3594-
601.

Kim RB, Fromm MF, Wandel C, Leake B, Wood AJ, Roden DM
et al. The drug transporter P-glycoprotein limits oral absorption

and brain entry of HIV-1 protease inhibitors. J Clin Invest.
1998;101:289-94.

Minderman H, Vanhoefer U, Toth K, Yin MB, Minderman MD,
Wrzosek C et al. DIOC2(3) is not a substrate for multidrug
resistance protein (MRP)-mediated drug efflux. Cytometry.
1996:;25:14-20.

Chaudhary PM, Mechetner EB, Roninson IB. Expression and
activity of the multidrug resistance P-glycoprotein in human
peripheral blood lymphocytes. Blood. 1992;80:2735-309.

Huisman MT, Smit JW, Schinkel AH. Significance of P-
glycoprotein for the pharmacology and clinical use of HIV
protease inhibitors. AIDS. 2000;14:237-42.

Kim RB, Wandel C, Leake B, Cvetkovic M, Fromm MF, Dempsey
PJ et al. Interrelationship between substrates and inhibitors of

human CYP3A and P-glycoprotein. Pharmaceut Res
1999;16:408-14.

Klimecki WT, Futscher BW, Grogan TM, Dalton WS. P-
glycoprotein expression and function in circulating blood cells
from normal volunteers. Blood. 1994;83:2451-58.

Schinkel AH, Mayer U, Wagenaar E, Mol CA, van Deemter L,
Smit JJ et al. Normal viability and altered pharmacokinetics in
mice lacking mdri1-type (drug-transporting) P-glycoproteins.
PNAS. 1997;94:4028-33.



