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The effect of extended exposure of the cancer cells to nitric oxide (NO), an
endogenous mediator frequently found to be increased in a tumor area is largely
unknown. We have reported herein that long-term NO exposure for 7-14 days rendered
the lung cancer cells resistant to chemotherapeutic agents namely cisplatin, doxorubicin,
and etoposide, and enhanced migratory activity of lung cancer cells. For
chemotherapeutic resistance, the underlying mechanism was found to be involved with
the adaptive responses of the cells by increasing their survival mechanisms including
increase in the levels of caveolin-1 (Cav-1) and anti-apoptotic Bcl-2, and up-regulation
of phosphorylated Akt. In addition, the present study found that long-term treatment of
NO significantly enhances cell migration in dose- and time-dependent manners. The
increased migratory action was associated with the increased levels of caveolin-1 (Cav-
1) which in turn phosphorylated focal adhesion kinase (FAK) and ATP-dependent

tyrosine kinase (Akt) pathways. These findings reveal the novel role of NO presenting in



the cancer environment in attenuating chemotherapeutic susceptibility and increased

motility that may be beneficial in contriving strategies to treat the disease.
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