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Although hepatocellular carcinoma (HCC) is mainly caused by 

hepatitis B or C virus infection, the incidence of HCC related to al-

cohol abuse or non-alcoholic fatty liver disease (NAFLD) has risen 

markedly in recent decades. The Global Burden of Disease Study 

2015 reported that 30% of new primary liver cancer cases were 

attributable to alcohol.1 In Korea, 2.4–10.9% of HCC cases were 

attributed to alcohol use.2 In addition, a year-over-year increase in 

the proportion of HCC cases attributable to NAFLD has been doc-

umented in several epidemiological studies.3,4 It is likely that the 

relative contribution of alcohol or NAFLD to primary liver cancer 

will increase worldwide, due to the improved efficacy of anti-hep-

atitis B and C treatments.

Regarding this issue, Kumar et al.5 compared the demographic 

and tumor characteristics, receipt of surveillance program, and 

survival outcomes between patients with HCC related to non-al-

coholic steatohepatitis (NASH) and alcoholic liver disease (ALD) 

who were selected from the prospective HCC database of Singa-

pore General Hospital. Patients with NASH-related HCC were old-

er, and had higher prevalence of features suggestive of metabolic 

syndromes such as diabetes and hyperlipidemia. Notably, the ma-

jority of cases caused by NASH or ALD were associated with defi-

cient surveillance as well as HCC detected late after the develop-

ment of symptoms. These delays resulted in advanced-stage 

tumors at diagnosis, which were not amenable to potentially cu-

rative therapy and predicted poor outcomes.

Although this study offers additional insight into the character-

istics of HCC in patients with NASH or ALD, it still had some bias 

and limitations. First, there was no data to compare NASH or 

ALD-related HCC and those caused by more common etiologies, 

including hepatitis B and hepatitis C. Second, the criteria for 

NASH diagnosis used in this study were somewhat ambiguous. 

NASH is standardly defined as the presence of 5% hepatic steato-

sis and inflammation with hepatocyte injury (e.g., ballooning), 

with or without fibrosis.6 Although liver biopsy is an essential ele-

ment in the diagnosis of NASH,7,8 this study did not mention any 
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histological examination of surrounding liver tissues. These con-

cerns should be considered when interpreting the results of this 

study.

Currently, limited data are available to suggest an optimal guid-

ance for surveilling patients with NAFLD/NASH or ALD for HCC. 

Indeed, less than one-fifth of the 99 patients included in this 

study were surveilled or screened for HCC. A recently updated 

American Gastroenterology Association clinical practice guideline 

recommends that HCC screening should be considered in all 

NAFLD patients with cirrhosis as well as advanced liver fibrosis, 

where non-invasive approaches combining serological tests with 

elastography examinations in staging liver fibrosis in NAFLD are 

preferred.9 On the other hand, a European multicenter study 

showed that 1- and 2-year cumulative incidence of HCC develop-

ment in patients with alcoholic cirrhosis were up to 1.8% and 

5.2%, respectively, which were high enough to justify surveillance 

for the disease in these patients.10 On the contrary, a need for 

regular surveillance remains questionable in non-cirrhotic patients 

with NASH or ALD. In this study, more than 10% of HCC patients 

had no feature of cirrhosis, and several previous studies also 

found that HCC may develop in NAFLD/NASH patients without 

cirrhotic background.11 However, the implementation of HCC sur-

veillance is not formally accepted in non-cirrhotic patients with 

chronic liver disorders of any etiology, due to its low cost-effec-

tiveness.12,13

Future studies should address the factors on which to base an 

optimal frequency and intensity of surveillance for patients with 

advanced fibrosis or cirrhosis attributed to hepatic fat or alcohol.
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