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Career Narrative

We have now developed a novel transgenic mouse
system that models the immune response that would
occur in a natural primary Hepatitis B Virus infection.
This model has allowed us to begin to address many of

the unanswered questions relating to Hepatitis B Virus
immunopathogenesis.
Acute Hepatitis:

To identify the cytokines, and other molecules involved in the innate immune response
to HBV in our transgenic mouse model

To identify the ligand(s) recognized by the NKT cells in response to HBV (in the context
of CD1d): viral product being presented vs presentation of self (e.g. glycolipid)

To characterize the role of the innate immune response in the regulation of HBV
replication

To elucidate the mechanism of CD1d upregulation in the livers of HBV transgenic mice

Chronic Hepatitis:

To identify the immunologic mechanisms involved in the pathogenesis of chronic
hepatitis B infection, and how these immune mechanisms involved in chronic hepatitis B
differ from mechanisms involved in successful viral clearance.

To characterize the role of the innate immune response in the evolution of subsequent
adaptive immunity.

To identify cell types, and cytokines that lead to chronic hepatitis versus clearance by
deletion experiments using knock out mice (e.g. interferon gamma KO, CD8 KO, etc.)
To identify external interventions (e.g. immunization, cellular or cytokine therapy), which
can be used to direct the innate and adaptive immune systems to resolve rather than
cause disease.
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