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accumulation without overexpression of the P-glycoprotein (23, 24,
53). In the two non-P-glycoprotein-mediated multidrug resistant cell
lines a reduction in Topo II mRNA as well as mdrl P-glycoprotein

mRNA was observed (53). With somatic cell fusions Eijdems et al.
(53) showed that the reduced drug accumulation and the loss of mdrl
P-glycoprotein mRNA were cotransferred and were possibly due to a

single dominant mutation, but it did not cause the reduction in Topo
II. The results suggested that the phenotype of these non-P-glycopro
tein-mediated multidrug resistant cell lines was due to at least two

independent genetic alterations (53).
In summary, we have shown that the amount of the Mr 170,000

Topo II and the drug accumulation were reduced in GLC4/ADR cells,
which can explain the resistance to m-AMSA completely, whereas

other cellular mechanisms such as the increased removal of cleavable
complexes are additionally involved in the resistance to VM-26. The

reduced amount of the A/r 170,000 Topo II and the reduced drug
accumulation in GLC4/ADR cells need further genetic analysis.
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