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Abstract :Objective  To investigate the synergistic reversal effect of a-Interferon @-1FN) and Cyclospo-
rine A (CsA) on the multidrug-resistance of human leukemia K562/ ADM cells. Methods Human leuke-
mia K562/ ADM cell that overexpresses P-glycoprotein (P-gp) encoded by human multidrug resstance
gene (mdr1) was used asthe target cells. Thed-1FN- or / and CsA -administrated K562/ ADM cells were
analyzed for proliferation and sensitivity to adriamycin usng MTT method, P-gp expresson was deter-
mined by flow cytometry, and the intracellular adriamycin accumulation was examined by confocal laser-
scanning fluorescence microscopy. Results K562/ ADM cells were highly resistant to adriamycin, and
crossresstant to daunorubicin and etoposide, but uncrossresistant to CsA. CsA ,a-IFN ora-I1FN plus
CsA both sgnificantly decreased the drug-resstance of K562/ ADM cells to adriamycin. Cytometric and
confocal microscopic analysis showed that CsA anda-1FN did not dowrrregulate the mdrl/ P-gp expres
sonin K562/ ADM cells, and contrarily exerted a stress activated increase of P-gp synthess, but they
could inhibit the pump function of P-gp and increase the adriamycin accumulation in K562/ ADM cells.
Conclusion O-IFN combined with CsA synergistically reverse the multidrug-resistance of K562/ ADM
cellsand increase their sendtivity to conventional chemotherapeutic agents via the inhibition of pump
function of P-glycoprotein not dowrrregulation of its expresson.
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