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Abstract : The purpose of this study is to clarify the mechanism and identify reliable
biomarkers of chronicity following acute hepatitis B and hepatitis B virus (HBV)-related immune
reconstitution syndrome (IRIS) in HIV-infected patients. This year, we longitudinally and
cross-sectionally examined multiple chemokines and cytokines in the sera of the HIV-infected
patients with 1) acute hepatitis B (Chronicity-/+), and 2) apparent HBV-related IRIS.

1) The mechanism of chronicity in acute hepatitis B infection with HIV infection

At primary HBV infection, almost all of the patients attain HBsAg loss, although coinfection with
human immunodeficiency virus (HIV) is associated with a higher chronicity rate. Immune
dysfunction caused by HIV infection might contribute to chronicity in HBV infection. However, the
mechanism of development of chronicity after acute HBV infection in HIV-coinfected patients has
not been elucidated. We found that CXCL9, CXCL10, CXCL11, CXCL13, and IL-21 were elevated
at the phase of hepatitis. In particular, the axis of CXCL13-IL-21 was important for HBsAg loss at
acute hepatitis in HIV non-infected patients. In this study, we showed the importance of CCL3
and CCL20 in HBsAg loss in acute hepatitis B patients with HIV co-infection. We showed that
high titer of HBV DNA, low levels of ALT, low levels of serum CCL3 and CCL20 were associated
with chronicity. In vitro, human monocyte-derived macrophages recovered from HIV-infected
patients produced substantial amounts of CCL3 and CCL20 in response to HBV.

2) The mechanism and biomarker of HBV-related immune reconstitution syndrome (IRIS)

In all 7 apparent HBV-related IRIS, no elevation of CXCL9, CXCL10, CXCL11, or CXCL13 was
observed. Factor X was decreased prior to the ALT elevation. Further study is underway to

confirm the feasibility of the factor.
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