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Pegylated interferon-alpha treatment potently reduces all HDV markers in primary
human hepatocytes undergoing cell division in vivo
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Introduction/Summary Results

. STRONG PROLIFERATION OF HBV/HDV-INFECTED PHH FOLLOWING TX
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o In vitro, IFNa primarily exhibits HDV antiviral Following serial TX of HBV/HDV infected PHH, strong cellular proliferation was observed, as demonstrated by the increase

of human serum albumin (2Log,, HSA increase) (A), human genome equivalents (B-globin) (B), and the cellular proliferation

activity in hepatoma cells undergoing cell division
y P J0INg marker (Ki67) (C). Of note, PHH expansion was not hindered by peglFNa treatment.

(Zhang, J.Hepatol 2022).
Il. ISG EXPRESSION WAS INDUCED FOLLOWING TX
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Conclusion i Consistent with previous studies

(Giersch, Gut 2019), HDV spread
through cell division, leading to higher
amounts of Hepatitis Delta Antigen
(HDAgQ)-positive PHH, while
intrahepatic HBV markers decreased in
the first 5 weeks, resulting in an
increased proportion of Hepatitis B
core Antigen (HBcAg)-negative/HDAg-
positive PHH. PeglFNa treatment
resulted in a strong reduction of
HBcAg-positive and  undetectable
levels of HDAg-positive PHH in the
liver.

In line with previous in vitro and in vivo studies,
HDV persists during proliferation and spreads
among human hepatocytes undergoing cell
division. This study shows that peglFNa does
not hinder PHH proliferation in vivo. However,
treatment with peglFNa in an environment 1w post TX
supporting cell proliferation potently
suppressed HDV.
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