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Objective: To prospectively study the efficacy, safety and related factors of sequential combination therapy of interferon(IFN) and lamivudine(LAM) in children with immune-tolerant chronic hepatitis B(CHB).
Method: A total of 46 children with CHB in immune-tolerant phase (HBsAg positive for ＞6 months, HBeAg positive, HBVDNA>107IU/mL,  aminotransferase(ALT) <60 U/L, minimal/no inflammation in liver histology) between 1～15 years of age, participated in this study (treatment group). They received with IFN alpha alone (3 MU/m2～5 MU/m2 ,
qod) for 12 weeks followed by IFN plus LAM (if HBVDNA declined ＜2log10) at 3 mg/kg/day for another 60 weeks, LAM alone continued for 24 weeks during follow-up. Twenty-three cases of immune-tolerant CHB children free of treatment were involved as a control group.
Results:
(1) For children aged 1-7 years, there were 22 (47.8%) cases in the treatment group and 12 (52.2%) cases in the control group. The cases of mother to child transmission(MTCT) in treatment and control group were 34 (73.9%)and17(73.9%), while those with normal baseline ALT in the treatment and control group were 18 (39.1%) and 10 (43.5%). 1
case received IFN monotherapy.
(2) In the treatment group at week 96 HBeAg seroconversion was achieved in 15(32.6%) cases. Ten (21.7%) cases achieved HBsAg clearance, in which 9 cases achieved HBsAg seroconversion, 1 case achieved HBsAg clearance but HBeAg and HBeAb were positive. In control group only 1 case achieved undetectable HBV DNA and HBeAg seroconversion, but no HBsAg clearance occurred.
(3) At week 96 HBeAg seroconversion rate was 45.5% and 20.8% in 1~7 and 7~15 year old group, respectively(P=0.075); and HBsAg clearance rate was 36.4% and 8.3% in 1~7 and 7~15 year old group, respectively(P=0.021). HBeAg seroconversion rate was 5.6% and 50% in patients with normal ALT and abnormal ALT, respectively(p=0.005); HBsAg clearence rate was 5.6% and 32.1% in patients with normal ALT and abnormal ALT, respectively(P=0.077). The gender of children，whether they are MTCT, the genotype of HBVDNA and baseline HBsAg level are not significantly associated with antiviral effect.
(4) Multiple logistic regression analysis revealed HBeAg seroconversion rate was correlated with non-MTCT transmission and abnormal ALT; HBsAg clearance rate was correlated with the age of children.
(5) Using IFN for children with CHB in immune-tolerant phase could lead to some influenza-like symptoms, however, no serious adverse effects were observed.
Conclusion:
A part of children with immune-tolerant CHB under the age of 7 years and mild abnormal ALT could achieve HBsAg clearance and HBeAg seroconversion with antiviral therapy, and possesses good safety.
