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Risk factors for developing hepatocellular carcinoma (HCC) were analyzed in the patients with
chronic hepatitis B, which revealed high plasma HBVDNA level was closely associated. In the
patients treated by nucleoside analogue, HBs antigen level and advanced fibrosis were
identified as risk factors for the development of HCC. In the patients in whom sequential
treatment with peg-interferon, decrease of HBs antigen level was observed less than 10% in
29% of them, and HBs antigen loss was defined in 7% of them. In the patients treated by
tenofovir, decrease of HBs antigen level was observed in HBe antigen positive group, as well as
high HBs antigen and HBVDNA levels before treatment.

The effects of direct acting anti-virals (DAAs) for the patients with hepatitis C infection was
evaluated including a large number of the patients from nationwide Red Cross Hospital Group.
Sustained virologic response (SVR) was achieved in89.1% in 543 patients with genotype 1b
treated by daclatasvir (DCV) and asunaprevir (ASV), and 10.9% of them failed to respond. In
the 646 patients with genotype 2 infection, SVR rate was 97.4% treated by sofosbuvir (SOF) plus
ribavirin for 12 weeks. Advanced fibrosis of the liver and previous non-response to interferon
were associated with treatment failure. In the patients with genotype 1 infection, SVR was
achieved in 98.4 % of them treated by SOF plus ledipasvir (LDV) for 12 weeks. Baseline Y93H
mutation of NS5A region of HCVRNA was associated with treatment failure. Ombitasvir (OBV)
and paritaprevir (PTV) with ritonavir combination treatment for genotype 1b was carried out in
144 patients after excluding the patients having baseline Y93H resistance-associated
substitution (RAS), and 100 % SVR was achieved. Therefore, it is an important issue that
appropriate DAA should be chosen after careful evaluation of RAS. RAS was analyzed by direct
sequencing method in 846 patients who failed to previous DCV / ASV from each prefecture
central care hospital for hepatitis and Red Cross hospitals. Signature mutation of Y93 and L31
was observed more frequently compared to baseline. Both RAS of Y93H and L31M was detected
in 64% in the failure patients. P32 deletion and A92K substitution was detected in 18 and 16
patients, respectively which was rarely detected at baseline. SOF and LDV combination
treatment for 12 weeks was carried out in 295 patients who failed to previous DCV / ASV, which
revealed 36 % failure rate. Frequency of RAS including L31, P32, A92 and Y93 was associated
with treatment failure.

Risk factors for developing HCC even after achieving SVR by interferon-based regimen were
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analyzed including 1,050 patients from all Japan Red Cross hospitals. Age older than 60 years,

male gender, low platelet count and AFP higher than 5.2 ng /ml at achieving SVR were

identified as independent risk factors. The patients were stratified into three groups into low,

intermediate and high risk of developing HCC according to the number of risk factors.

(4) In the patients with tense ascites due to liver cirrhosis, predictive factors for the response to

tolvaptan were analyzed. Reduction of urinary aquaporin 2 (AQP2) was closely associated with

decrease of urinary osmolality and body weight change during 1 week treatment.

(5) For the patients with intermediate stage of HCC, up-to-seven criteria was identified to be useful

for down staging after TACE and it indicated a risk factor for deterioration of liver function of
Child-Pugh B.
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