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(HBV)-related liver cancer is a major public health issue with a severe socioeconomic impact.
An estimated 240 million people worldwide have chronic HBV, with the prevalence highest
in Africa and Asia. Death from HBV is commonly due to the development of cirrhosis or
hepatocellular carcinoma (HCC). Multiple clinical studies have demonstrated a link between
long-term aspirin use and a reduction in the incidence and mortality of several cancer types,
including colorectal, stomach, esophageal, breast, lung, prostate, and liver cancer. Research
has also demonstrated that aspirin can reduce cancer risk, particularly in the presentation of
colorectal cancer. In this study, we retrieved medical records from the National Health
Insurance Research Database in Taiwan between 1998 and 2012 and screened the records of
204,507 patients with chronic hepatitis B. They excluded patients who had other forms of
infectious hepatitis and who already had been diagnosed with HCC. A cohort of 1,553
patients who had continuously received daily aspirin for at least 90 days were randomly
matched 1:4 with 6,212 patients who had never received anti-platelet therapy, using
propensity scores consisting of baseline characteristics, the index date and nucleos(t)ide
analogue use during follow-up. Patients who received aspirin had a lower HCC incidence
than the non-aspirin group in five years (2.86% vs. 5.59%; P<0.01). In a multivariable
regression analysis, aspirin therapy was independently associated with a reduced HCC risk
(HR 0.63; P=10.002). Sensitivity subgroup analyses also verified this association. Older age,
male gender, cirrhosis and diabetes were also independently associated with an increased risk,
and nucleos(t)ide analogue or statin use was associated with a decreased risk. Patients who
received aspirin were at an increased risk of peptic ulcer disease. % E&]”—)}%P g ¢ T
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Association of Aspirin Therapy with Reduced
Risk of Hepatocellular Carcinoma in Patients
with Chronic Hepatitis B

Teng-Yu Lee, Yao-Chun Hsu, Shi-Hang Yu, Jaw-Town Lin, Ming-Shiang Wu, Chun-Ying Wu
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Hepatitis B virus (HBV)-related liver cancer is a major public health issue with a severe
socioeconomic impact. An estimated 240 million people worldwide have chronic HBV, with
the prevalence highest in Africa and Asia. Death from HBV is commonly due to the
development of cirrhosis or hepatocellular carcinoma (HCC). Multiple clinical studies have
demonstrated a link between long-term aspirin use and a reduction in the incidence and
mortality of several cancer types, including colorectal, stomach, esophageal, breast, lung,
prostate, and liver cancer. Research has also demonstrated that aspirin can reduce cancer risk,
particularly in the presentation of colorectal cancer. In this study, we retrieved medical
records from the National Health Insurance Research Database in Taiwan between 1998 and
2012 and screened the records of 204,507 patients with chronic hepatitis B. They excluded
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patients who had other forms of infectious hepatitis and who already had been diagnosed with
HCC. A cohort of 1,553 patients who had continuously received daily aspirin for at least 90
days were randomly matched 1:4 with 6,212 patients who had never received anti-platelet
therapy, using propensity scores consisting of baseline characteristics, the index date and
nucleos(t)ide analogue use during follow-up. Patients who received aspirin had a lower HCC
incidence than the non-aspirin group in five years (2.86% vs. 5.59%; P<0.01). In a
multivariable regression analysis, aspirin therapy was independently associated with a
reduced HCC risk (HR 0.63; P= 0.002). Sensitivity subgroup analyses also verified this
association. Older age, male gender, cirrhosis and diabetes were also independently
associated with an increased risk, and nucleos(t)ide analogue or statin use was associated with
a decreased risk. Patients who received aspirin were at an increased risk of peptic ulcer
disease. We conclude that aspirin therapy was significantly associated with a reduced
incidence of HCC in patients with chronic hepatitis B. Aspirin therapy was independently
associated with a reduced HCC risk (HR 0.63). Our findings may be of help to further
improve the chemoprevention of HBV-related HCC. However, a proof-of-concept trial of
aspirin chemoprevention for HBV-related HCC is needed.
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