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The studies of our group aim at developing anti-viral therapy of hepatitis B which can achieve

drug free and loss of HBs antigen. The following 5 themes are main ones of our project.

1. Prospective study on NUC/Peg-IFN sequential therapy

Data accumulation regarding the prospective study on NUC/Peg-IFN sequential therapy was
completed by Nov. 2016, and was analyzed to make final report. Of 95 patients enrolled, 26 (27%)
were judged as responders. Baseline levels of HBsAg and HBcrAg were significant factors associated
with treatment response. Both levels of the two antigens were shown to be associated with
intra-hepatic level of HBV cccDNA. Lower level of HBerAg at end point was associated with only
lower level of HBerAg at baseline. While, lower level of HBsAg at end point was associated with not

only lower levels of viral antigens at baseline but also use of ADV before starting peg-IFN therapy.

2. Cooperative study on single peg-IFN therapy
The cooperative study on single peg-IFN therapy has been done to clarify factors associated with
the treatment response. A total 112 patients were registered so far and preliminary analysis was

done in 2016. Data accumulation is in progress now.

3. Basic and clinical analysis of IFNA3



Basic analysis of IFNA3 suggested a hypothesis that orally administered ADF and TDF induce
IFNA3 production in epithelial cells of the intestine. The induced IFNA3 demonstrates anti-viral
effect in the liver and reduces production of HBsAg. Those results were reported in Gut. This
hypothesis may explain the mechanism by which administration of ADV was associated with decline

of HBsAg level in patients who underwent NUC/Peg-IFN sequential therapy.

4. Prospective study on TDF/Peg-IFN add-on therapy

A prospective study on TDF/Peg-IFN add-on therapy which may facilitate HBsAg clearance was
planned in 2015. Thirty-two patients with chronic hepatitis B were registered as add-on therapy
group and 51 patients were done as control group between Feb. 2016 and Dec. 2016. Peg-IFN was
added on patients with TDF therapy for 48 weeks and then followed 48 weeks in the add-on group.
TDF therapy was kept on for 96 weeks from the base line in control group. No patient’s trouble was

reported so far.

5. Analysis of anti-viral treatments for hepatitis B by individual researchers
Treatments which may reduce viral antigen loads were analyze by individual researchers
according to their ideas. For example, “relationship between IL-8 and production of HBsAg” and

“changes of intracellular environment cause by NUC therapy” were analyzed.
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