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the metabolic changes in macrophages that promote obesity-associated liver
cancer
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We have recently reported that HIF-1a in liver macrophages (m@ ) is
activated, which promote liver cancer in obese mice. In this study, 1 examined the mechanisms for
the activation of mg HIF-1la during obesity. The incidence of liver cancer in obesity and chemical
carcinogen-induced liver cancer model mice was reduced by m@ -specific HIF-1a -deficiency by about
45%. Reduction in liver inflammation and ERK activation was considered to contribute to the reduced
incidence of liver cancer.

Since HIF-1a of liver mg in obese mice was activated in hypoxia-independent manner, intracellular
metabolites of liver mg was analyzed. However, succinate and other metabolites, which had been
speculated to activate HIF-1a , did not change between obese and lean mice. Further studies are
needed to identify the factors activating the HIF-1a in liver m@ during obesity in the future.
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