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Cancer

Cancer Sirtuin 1 (SIRT1); AMP-
activated protein kinase 
(AMPK)

In vitro and mouse studies suggest activating 
SIRT1 or AMPK could help prevent hypoxia-
induced chemotherapy resistance. In non–small 
cell lung cancer (NSCLC) cell lines, hypoxic 
conditions decreased AMPK activation, 
SIRT1 expression and response to the generic 
chemotherapeutics cisplatin or doxorubicin 
compared with normoxic conditions. In mice 
with NSCLC xenografts, a SIRT1 activator plus 
cisplatin decreased tumor volume more than 
cisplatin alone, but the effects of SIRT1 activation 
could be prevented by AMPK inhibition. Next 
steps could include testing in additional animal 
models of cancer.
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