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Fig. 1. A model of structure of human P-gp derived from se-
quence analysis.
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Fig. 2. A possible mechanism of action for P-gp as drug tran- Aol T23 A 02 Alk=deK16).
sporter. Verapamil&- ¥} 53} calcium channel A Al 2 &9} 2H8
"fable. 1. MDR cell lines in laboratory use
Parent sensitive cell MDR cell Characteristics
P-388(murine leukemia cell) P-388/ADR, selected with dixorubicin
P-388/VCR selected with vincristine
P-388/VMDRC.04 trasfected with mdrl cDNA
KB(human oral epidrmoid cell) KB-V1 selected with vinblastine
KB-C4 selected with colchicine
MCF7(human breast cancer) MCF7/ADR selected with adriamycine, overexpressed with P-gp and GST nt
HT29(human colon cancer) HT-29R transfected with mdrl gene
K.-562(human myeloblastoma) K-562/ADM selected with adriamycin
SKOV3(human ovarian carcinoma) SKVLBI1 selected with vinblastine

DC-3F(Chinese hamster lung cell) DC-3F/VCRd-5L

selected with vincristine
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Table 2. Drugs with abillty to reverse MDR in vitro®

oX
N

Hydrophobic cationic

Calcium channel blockers Calmodium inhibitors Steroids compounds Cyclosporins
Verapamil (6.6~10.0 uM) Fluphenazine (3.0 uM) Tamoxifene (10 pM) Reserpine Cyclosporine (1 pg/mi)
Diltiazem (20~35 pM) Trifluoperazine (3.3~4 pM) Toremifene (10 uM) Dipyridamole SDZ PSC-833

Nifedipine (3.0 uM) Transflupenthixol (5 uM)
Nicardipine (3.0 uM)

Bepridil (4 M)

Megasterol acetate (5 uM) quinine

(0.02~0.03 uM)

*Number in parentheses indicate the concentration shown significantly to reverse MDR in the cell lines used in the referenced ex-

petiments.
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Fig. 3. Compounds derived from natural products with MDR rev-
ersing activity.
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