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ABSTRACT
Background: Direct antiviral agents (DAAs) revolutionized the management of HCV-related liver disease even in presence of advanced
fibrosis/cirrhosis. While it is established that people with cirrhosis remain at high risk of liver-related outcomes after sustained virological
response (SVR12), long-term data on incidence and relevance of non-liver related clinical significant events (CSE) are lacking.
Methods: We retrospectively assessed the incidence and type of CSE (solid and haematological cancers, cardiovascular diseases,
hypertension, diabetes, liver-related events, and death) in PWH after SVR12 with DAA over 2014-2023 in the Icona/HepaIcona cohorts. The
“liver-related events” outcome was a composed outcome including liver decompensation, hepatocellular carcinoma, and liver transplantation.
Incidence risks (with 95% CI) of events past SVR were calculated as number of events per total number of participants. We used an outcome-
wide analysis approach with a single exposure (liver disease stage at SVR), 6 CSE outcomes and the same set of confounders in separate
Poisson regression models for all outcomes. Liver disease stage at SVR was classified using the Baveno VII consensus definition.
Results: Overall, 2,034 people who achieved SVR12 were included: they were mostly males (76%), with a median age of 53 (IQR:50-56)
years, 95% had an undetectable HIV RNA, and median CD4+ T cell count was 632 (IQR:431-865) cell/mm3. Median follow up was 5.20
(IQR: 3.07-6.29) years.
years (IQR). Participants’ main characteristics are shown overall and by liver disease stage in Table 1A. Over follow up, we observed a total
of 467 incident CSE, the most frequent ones were diabetes (n=205, incidence risk=12.1%, 95% CI: 10.5-13.7) and death (n=100, incidence
risk=4.9%, 95% CI: 4.0-5.9).
The outcome wide analysis (Table 1B) showed that people with compensated advanced chronic liver disease (cACLD) and clinically
significant portal hypertension (CSPH) as by Baveno VII had a significantly higher incidence of liver-related events (IRR: 11.7, 95% CI 4.1
-33.5) and diabetes (HR: 1.3, 95% CI 1.0-1.6) while we found null results for all other CSE. Of note, there was no evidence that participants
with cACLD “grey zone” (i.e., minimal risk of transitioning to further stages of liver disease) were at higher risk of CSE compared to those with
no or low stage liver disease.
Discussion: In our large cohort of HIV/HCV positive individuals who achieved SVR12 we observed a concerningly high incidence of CSE
over 5 years after viral eradication. Individuals with cACLD/CSPH showed a significantly higher risk of developing further liver events and
diabetes compared to those with lower liver disease stage but, after controlling for confounding there was no evidence that liver disease stage
at SVR was predictive of other CSE. These data provide innovative insights on the natural history of liver disease after viral eradication.
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