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Basic research of novel therapeutic strategy focusing on fatty acid metabolism
alteration of gastric cancer cells under hypoxia
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i HIF-1a knockdown (KDB and control (Sc) cells were prepared using two types
of gastric cancer cell lines (As9 and MKN74) by transfected technique. Antitumor effect by HIF-1a

inhibition under hypoxic environment was confirmed. Moreover, additional of palmitic acid (PA) and
carnitine enhanced antitumor effect. The HIF-1a inhibitor, YC-1 also showed similar results to the
HIF-1a KD cells even when adding PA and carnitine. At that time, reactive oxygen species (ROS)
increased in HIF-1a KD cells and cells treated by YC-1, and PA and carnitine tended to enhance ROS
production. From our results of the in vitro experiments, HIF-1la is a central factor in the
inhibition of fatty acid B oxidation and ROS regulation, and inhibition of HIF-1a and addition of
fatty acid and low molecular weight carnitine induce hypoxia-induced apoptosis.
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