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Analysis of resistance mechanism to amrubicin
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Amrubicin (AMR) has shown promising activity for lung cancer. However, little is
known about the mechanism of resistance for this agent.

Transcriptome analysis of amrubicinol (AMR-OH)-resistant lung cancer cell lines (H520/R, and DMS53/R%
showed that amphiregulin (AREG) was most highly up-regulated gene in both of the AMR-OH-resistant cells
compared to H520 and DMS53. AREG concentration in cultured medium of DMS53/R was higher compared to DMS53
after 72h culture with AMR-OH. A conditioned medium from DMS53/R decreased sensitivity to AMR-OH in
DMS53. On the other hand, DMS53/R transfected with siRNA directed against AREG recovered sensitivity to
AMR-OH. Additional administration of cetuximab (CET) on AMR-OH also recovered sensitivity to AMR-OH in
DMS53/R. AMR/CET treatment showed higher antitumor activity in DMS53/R-bearing mice than AMR treatment.
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