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ABSTRACT
Background: HIV infection is often associated with hepatitis D virus (HDV) in HBsAg-positive individuals due to shared transmission routes,
such as injection drug use (IDU) and unprotected sex. However, most available data come from historical cohorts of people with HIV (PWH),
and recent trends in HDV prevalence and epidemiological characteristics among HBsAg-positive PWH compared to HIV-negative individuals
remain unclear.
Materials and Methods: We conducted two cross-sectional analyses assessing HDV prevalence and epidemiological characteristics
among HBsAg-positive PWH tested for anti-HDV in the ICONA cohort in 2009–2012 (n=257) and 2019–2023 (n=289). These data were
compared with two cohorts of HIV-negative HBsAg-positive individuals: MASTER (n=1938, enrolled in 2009–2012) and PITER (n=3813,
enrolled in 2019–2023). Descriptive statistics were used to compare continuous and categorical variables.
Results: In 2009–2012, anti-HDV prevalence was 19% in ICONA vs. 8.3% in MASTER (p<0.01). Among PWH, 20.0% reported IDU.
Compared to HIV-negative individuals, HBsAg/anti-HDV-positive PWH had a similar median age (48 vs. 47 years), but a higher proportion
of males (89.8% vs. 64.6%) and Italians (89.8% vs. 63.4%). HBeAg prevalence was higher in PWH (23.5% vs. 14.4%), as was HCVAb
positivity (67.3% vs. 19.7%) and NUC therapy use (85.7% vs. 26.7%). The proportion of patients with FIB-4 > 3.25 was similar (35.4% vs.
34.2%, p=0.928) [Table 1].
In 2019–2023, anti-HDV prevalence was 12.5% in ICONA and 11.8% in PITER (p=0.729). The proportion of IDU among PWH decreased to
11.8%. Demographic and clinical differences between HIV-positive and HIV-negative individuals remained similar. The proportion of patients
with FIB-4 > 3.25 was lower in PWH (20.0% vs. 42.0%, p<0.01) [Table 2].
Conclusion: Over time, anti-HDV prevalence among HBsAg-positive PWH has declined, now aligning with HIV-negative individuals. The
reduction in IDU among PWH may have contributed to the decreasing prevalence of HDV.
Although the cross-sectional design prevents establishing causality between HIV co-infection and liver disease severity, factors such as
competing mortality and cirrhosis progression in PWH observed in 2009–2012, may have influenced the differences in liver disease severity
over time.
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