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Hepatitis B virus (HBV) contributes to the progression of hepatocellular carcinoma (HCC), in 
part through regulation of the tumor suppressor PTEN. Although the transcriptional control of 
PTEN by HBV has been well characterized, its post-transcriptional regulation remains largely 
unclear. In this issue, Lin et al. identify that the m5C methyltransferase NSUN2 catalyzes m5C 
modification of PTEN mRNA at chr10:89717756, while the reader protein YBX1 recognizes and 
binds to the modified transcript, thereby enhancing its stability. Further evidence indicates that 
viral proteins HBsAg and HBx suppress the expression of NSUN2 and YBX1, leading to reduced 
m5C modification, decreased PTEN mRNA stability, and diminished PTEN protein levels, ultimately 
promoting HBV-associated HCC progression. The cover image depicts an HBV “army” attacking 
“Liver City.” The m5C modification acts as a protective “shield” for the PTEN "soldiers". Once this 
protective shield is pierced by viral invaders, PTEN function is markedly impaired, leaving the 
entire “Liver City” in peril (Cover art kindly designed and provided by Prof. Xu Lin, Dr. Shuxiang Wu, 
and Dr. Mengxian Lin). See page 543–560 for details. 
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