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To the Editor: 

In their large epidemiological study, Joo et al. report on HBsAg seropositivity as a factor 

strongly associated with a reduced risk of developing NAFLD over follow-up, probably as a result 

of interference of HBV with the pathogenesis of NAFLD (1). These findings also have major 

clinical consequences, we would like to comment on.  

A previous article from our group has illustrated the link between cirrhotic and non-cirrhotic 

liver disease of varying etiology and cardiovascular risk (2). In short, based on published studies, 

we concluded that liver steatosis, due to alcohol abuse, metabolic derangements and HCV infection, 

is indeed associated with insulin resistance and cardiovascular risk. Conversely, HBV infection and 

primary biliary cholangitis, which (unless in case of concurrent host’s additional metabolic risk 

factors) are not directly associated with liver steatosis and insulin resistance, appear to be spared 

from cardio-metabolic risk (2). Moreover, with regard to the replicative cycle of HBV and HCV, 

liver steatosis seems to exert opposite influences: while HCV is associated with steatogenesis and 

thrives on fatty substrates, HBV is not steatogenic and its replication seems to be inhibited by fatty 

liver (2). 

From this general notion, and given that liver steatosis is a strong predictor of cardio-

metabolic risk (3), it can be anticipated that HBV infection, being associated with lower rates of 

incident NAFLD, will likely be spared from cardio-metabolic risk. Confirming this prediction, 

recent studies have shown that individuals with HBV infection are protected from developing both 

the metabolic syndrome and acute ischemic stroke (4, 5). 

In conclusion, the study by Joo et al. is important in promoting our understanding of the 

pathogenesis and risk factors of NAFLD. However, additional studies are needed to further explore 

the link between liver steatosis, hepatotropic viruses and cardio-metabolic risk and to strengthen the 

notion that fatty liver is a trigger and an amplifier of cardio-metabolic risk and a major modulator of 

infection with hepatotropic viruses (2). 
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