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daunorubicin. The multidrug resistance 1 (MDR1) gene is a cancer
associated gene coding for a glycoprotein that is regulated by a variety of
chemical agents. Resistance to anthracyclines and most other cytotoxic
agents is associated with over-expression of this gene. Despite the high
frequency of this resistance, the chemotherapy response in patients with
MDR1 gene-positive leukemias is similar to those with normal gene
expression. Current regimens do not reverse resistance nor do they result
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in cures. This study was designed to determine the in vitro activity of two
new agents which have been shown to reverse the MDR1 gene and which
are in clinical trials, i.e. a new anthracycline, homoharringtonine, and a new
aminoglycoside, daunorubicin. The cell lines employed were HL60, a
human leukemia cell line with MDR1 gene expression, and KB-V1, a human
carcinoma cell line which expresses the MDR1 gene at an intermediate
level. Both homoharringtonine and daunorubicin reversed drug resistance
in HL60 cells in a dose-dependent manner; the reversal was apparent as
the concentration of each drug increased. In the case of
homoharringtonine, reversal of drug resistance occurred at concentrations
as low as 4 nM;
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