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Abstract

(1) Nucleotide analogs (adefovir; ADV, tenofovir; TDF) induce IFN-A3
We found high serum IFN-A3 levels in patients treated with ADV or TDF, not lamivudine

(LAM), or entecavir (ETV). In vitro examination clearly revealed ADV or TDF induces
IFN-A3 only in colon cancer cell lines. Recombinant IFN-A3 inhibited HBsAg production
form PLC/PRF/5 cells. ADV induces interferon-stimulated genes, compared with ETV.
Taken together, orally treated ADV, TDF goes to gastrointestinal (Gl) tracts where they
induce IFN-A3. Induced IFN-A3 goes to the liver through portal vein. Therefore, this
phenomenon is clinically important for novel treatment against hepatitis B virus (HBV)
infection.
(2) Nucleotide analogs (ADV, TDF) inhibits IL-10 and reciprocally induces IL-12,

TNF-a

We treated peripheral blood mononuclear cells (PBMC) with nucleos(t)ide analogs,
following stimulation with lipopolysaccharide (LPS). We found ADV, TDF inhibited IL-10,
and reciprocally induced I1L-12, TNF-a by BioPlex assay. These results may suggest that
combination of ADV or TDF are expected to have anti-HBV effect through activation of

cytotoxic lymphocytes or natural Killer cells as well as direct effect of I1L-12.

< Conclusion >

ADV or TDF induces IFN-A3 in the Gl tract, which goes to the liver through portal vein,
following showing anti-HBV effect by direct or indirect (through up-regulation of
interferon-stimulated genes). ADV or TDF also inhibits 1L-10 production from monocytes,
when PBMC are stimulated with LPS, following induction of IL-12 or TNF-a.. These
cytokine changes may activate cytotoxic lymphocytes of natural killer cells, which may
contribute to immunological anti-HBV effects. These effects of ADV, TDF may provide a
novel insight and strategies against HBV treatment.
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