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Hepatocellular carcinoma(HCC) is a worldwide health issue. Despite control of hepatitis B and hepatitis C for
years, HCC is still the second cancer of greatest frequency and the second leading cause of cancer related deaths in
Taiwan. Besides vaccination for hepatitis B virus, treating hepatitis C with interferon or direct antiviral agent, we should
explore the other cause to induce HCC and to control it. Many literatures elucidate the relationship of nonalcoholic
fatty liver disease (NAFLD) and HCC. With more western diet and lack of exercise, NAFLD and its complications
become common worldwide include in Asia and in Taiwan. NAFLD ranges from simple nonalcoholic fatty liver (NAFL)
to nonalcoholic steatohepatitis (NASH), a more aggressive form with inflammation and necrosis. About one third to
one half of NASH patients exhibited progressive liver fibrosis over 3-7 years. About 4-27% of NASH-related cirrhosis
patients progress to HCC over time. Patients with NASH may develop HCC without stage of liver cirrhosis. The
potential pathways linking NAFLD to induce HCC include: (1) Insulin resistance induces accumulation of much fat in
liver that induces oxygen stress and inflammation reaction. (2) Adipokine imbalance increases leptin and decreases
adiponectin that enhances inflammation and angiogenesis. (3) IGF-1 activate proto-oncogens. (4) Dysbiosis in gut:
(i) increases deoxycholic acid that damages the DNA of HSC that promotes a senescence-associated secretory
phenotype that induces inflammation; (ii) changes gut permeability leading to the influx of LPS which activates TLR
of HSC and macrophages, stimulates tumor development. (5) Inherited factors such as the variant of the PNPLA3
gene influencing hepatic lipid metabolism and affected the progress to cancer. At the era hepatitis B and hepatitis
C get strategies to control but NAFLD becomes a worse health issue globally, we must pay much attention to the
management of NAFLD. (J Intern Med Taiwan 2016; 27: 195-201)
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