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Identification of new pathway on expression of P-glycoprotein in the doxorubicin
resistance of K562 human leukemia cells
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Keapl-Nrf2 pathway plays a critical role in the protection of cells against
several stresses. P-glycoprotein (Pgp) transports a broad range of anticancer drugs out of the
cells. We examined whether Keapl-Nrf2 pathway may affect the expression of Pgp using the
Doxorubicin-resistant K562 cells. Keapl level in the cytosolic fraction decreased in the abundantly
expressing Pgp cell. Interestingly, Keapl level in the cytosolic fraction was increased in the
weakly expressing Pgp cell. Whereas, the expression of Nrf2 in the cytosolic fraction was not
detected, Nrf2 level in the membrane-bound organellar fraction was alike in Keapl. The resistant
cells treated with MG-132 were investigated for Keapl and Narf2 level. Keapl level in the cytosolic
fraction was not changed. However, Keapl level in the membrane-bound organellar fraction increased.
Collectively, these observations suggest that Keapl-Nrf2 pathway may be involved in the expression
of Pgp.
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