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ABSTRACT Family history of liver cancer (FHLC) may influence prognosis after hepatocellular carcinoma
(HCC) resection, but the effect of parental origin remains unclear. This retrospective study included 2,325 patients
who underwent HCC resection between 2010 and 2018. Recurrence-free survival (RFS) and overall survival (OS)
were evaluated using Kaplan-Meier and multivariable Cox analyses. Maternal FHLC alone was independently
associated with poorer RFS (HR 2.33, 95% CI 1.75-3.09) and OS (HR 3.02, 95% CI 2.15-4.24), whereas paternal
FHLC alone was not significantly associated with either outcome. The association remained significant among
patients without maternal HBV infection. Parental origin of FHLC may provide additional prognostic information
after HCC resection.

Lay Summary

This study examined the impact of familial history of liver cancer (FHLC) on the postoperative prognosis of patients who
underwent surgical intervention for hepatocellular carcinoma (HCC). The findings indicate that patients with a maternal
FHLC exhibit poorer postoperative prognosis than those with a paternal history. Specifically, individuals with maternal
FHLC demonstrated lower survival rates and a higher likelihood of cancer recurrence. The adverse association remained
evident among patients without maternal HBV infection, although mother-to-child HBV transmission was not directly
established in this study. These results suggest that the parental origin of FHLC, particularly maternal origin, should be
considered when evaluating the prognosis and formulating treatment plans for patients with HCC following surgery.

Highlights

Maternal family history of liver cancer (FHLC) was associated with poorer postoperative recurrence-free survival (RFS)
and overall survival (OS) in patients with hepatocellular carcinoma (HCC). Maternal FHLC alone remained independently
associated with poorer RFS and OS after multivariable adjustment and was also associated with a recurrence pattern shifted
toward earlier recurrence. Exploratory biomarker analyses showed limited differences between parental-origin groups and
did not provide sufficient evidence to explain the observed survival differences. In comparison, paternal FHLC alone was
not significantly associated with poorer RFS or OS. Given these differences, parental-origin FHLC warrants further
evaluation as a potential prognostic factor in patients undergoing HCC resection.



