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The main aims of our study were to elucidate clinical features such as natural course of children with
chronic HBV infection and those with chronic HCV infection, to evaluate the efficacy and the safety of
anti-viral therapy and to define indication of anti-viral therapies and their benefits.

The online system has been invented and utilized for this study to collet clinical data from novice
patients as well as from the patients who were already registered during 2011 and 2013. We have made
the database on children with chronic hepatitis viral infection using the online system in the preceding
multi-center studies from 2011 to 2016. Until October of 2016, 825 cases with chronic HBV infection and
458 cases with chronic HCV infection were registered.

The phylogenic analysis was done to confirm the route of HBV transmission in 17 children whose
mothers were not HBV carriers. The genotypes of the 17 consisted of A (3 cases), B (1), C (12), and D (1).
There was no case with genotype A infection before 2010 whereas three genotype A cases were recently
confirmed, suggesting that cases with non-maternal transmission with genotype A have been increasing.

This study shows that among 549 patients with childhood-onset HBV infection some of them
developed hepatitis and seroconverted to anti-HBe at any age, with the HBeAg seroconversion rate at 20
years of age being 50%. The efficacy of interferon therapy was shown in terms of HBeAg seroconversion
rate when compared with untreated patients. Fifteen of the 549 developed HCC at the median age of 15
years and 9/10 who died never visited any medical facilities, while the remaining five survivors never
stopped their clinic visits. These findings confirm the importance of follow-up of such patients. The
relevant study has been investigating factors that are associated with HCC during young adulthood below
40 years of age. To survey this issue a questionnaire was made and send to the linked regional core
centers for the treatment of liver disease during 2015-2016. As a result, 8412 patients with chronic HBV
infection and 283 with HCC were reported. Analysis of clinical data on the 283 HCC patients is under way.
The online system will help to find patients with hepatocellular carcinoma (HCC) in the early stage of the
disease by emphasizing the need of follow-up of patients who contracted HBV infection during childhood.

The rate of HCV genotype 1 has decreased significantly in recent years although genotype 2 has
increased and genotype 2 has become the most prevalent among Japanese children,

In patients with HCV genotype-1 infection, sustained biological response rates (SVRs) obtained by
PEG-IFN/RBV combination therapy were 72% (31/43). In HCV genotype-2, SVRs were 100% (41/41).
Furthermore, this study investigated the role of IL28B genotypes that affect responsiveness to
PEG-IFN/RBYV therapy. In 32 genotype-1 patients, SVRs were achieved in more patients in the IL28B
major allele group than those in the minor allele group (15/17 vs. 7/15) after PEG-IFN/RBV therapy. In
terms of therapies using direct anti-viral agent clinical studies are under way to evaluate the efficacy and
the safety of the therapies for children with genotype 1 HCV infection and those with genotype 2 infection.

After analyzing all results from the above-mentioned studies, we are planning to revise practice
guidelines for treatment of children with chronic HBV infection and those with chronic HCV infection,
which were first published in 2014. By utilizing a revised guideline, a further improvement in the
management of such children will be anticipated. In this regard the online system is working as a
nation-wide monitoring tool to inform the importance of regular follow-up of those patients as well as to

notice participating doctors annually to register new patients.
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