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We investigated whether dextran and its derivatives inhibit BCRP, MRP1, and

P-gp in vitro. In Sf-9 membrane vesicles overexpressing BCRP, MRP1, and P-gp, BCRP and MRP1 were
significantly inhibited by 2-hydroxypropyl-trimethylammonium-dextran of 4 kDa and 70 kDa (Q-D4 and
Q-D70); however, P-gp was not inhibited. A structure-activity study showed that Q-D4, Q-D70, and 40
kDa diethylaminoethyl-dextran (DEAE-D40) significantly inhibited BCRP, while 4 kDa, 40 kDa, and 70
kDa dextrans, dextran sulfate, and the saccharide components of dextran did not. These results
suggest that the cationic moieties are important for BCRP inhibition. However, cell-based efflux
assay revealed that Q-D4, Q-D70, and DEAE-D40 did not increase the retention of fluorescent
substrates in BCRP-, MRP1- and P-gp-overexpressing KB cells. The ineffectiveness in cellular sxstems

is presumably due to inability of the dextran derivatives to access transporters located on the
cytoplasmic side of the cell membrane.
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Cationic modification gives dextran a BCRP inhibitory effect
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