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Combined Therapy of Alfa-Interferon and Thymodulin on Children
with Chronic Active Hepatitis B

Byung-Ho Choe, M.D."”” and Cheolwoo Ko, M.D.'

'Department of Pediatrics, Kyungpook National University School of Medicine,
2y . .
Liver Research Institute, Taegu, Korea

Purpose: Though many antiviral or immunomodulatory agents have been used in patients with
chronic HBV hepatitis, interferon is considered to be the only effective therapeutic agent so far.
Among immunomodulatory agents, thymodulin, the oral form of thymosin, is currently in clinical
trial. We compared the efficacy of alfa-interferon therapy alone with a combined therapy of
alfa-interferon and thymodulin in children with chronic active hepatitis B.

Method: Twenty three children aged 4.4~13.7 years who were known to be positive for HBsAg
and HBeAg in serum for at least 6 months and who had biopsy-proven chronic active hepatitis
were given either combined therapy of alfa-interferon and thymodulin or alfa-interferon alone, and
all children were HBV DNA positive in their serum at the beginning. Follow-ups have been done
for at least 1 year after a 6 month course of therapy and clearance of viral replication markers
has been evaluated.

Results: 1) During follow up period, 11 (48%) children were seroconverted to anti-HBe and were
cleared of HBV DNA from their serum. However, 2 of them relapsed after discontinuance of
interferon therapy.

2) Seroconversion occurred more frequently among those who had not been vertically transmitted,
had elevated serum ALT levels and low HBV DNA levels before interferon therapy.

3) There was no significant advantage of the combined therapy with thymodulin compared to
interferon therapy alone.

Conclusion: Combined therapy of alfa-interferon and thymodulin failed to demonstrate synergistic
effect. We think that combination therapies of alfa-interferon with other antiviral or immuno-
modulatory agents need to be studied in order to achieve better therapeutic responses. (J Korean
Pediatr Gastroenterol Nutr 1998; 1: 79 ~89)
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Table 1. Baseline Demographic and Disease Characteristics of Seroconverted Group and Non-seroconverted

Group
Seroconversion R EEE x#ch &t gtol

=t/0d 11/0 9/3 20/3
13 (yr) 9.9+2.6 9.4+3.0 9.8+2.8
Interferon2:(MU/m?) 280+39 282+71 280+68
2 7| ZH-H) 3.5+27 3.3+29 3.6%2.8
=R LA(E/BESE0lY) 8/3 7/5 15/8
TR A (F/F/2EA) 2/6/3 5/7/0 7/12/4

AST 181175 191+£185 189+16

AE2™ ALT 259+220 2941247 2491202

HBV DNA 21113 2.3%15 2414

M E 114(100%) 0 (0%) 113 (48%)

NOTE. Data expressed as mean+SD. Normal values: AST, 15~37 IU/L; ALT, 30~65 IU/L. HBV DNA, range

0~4+.
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Fig. 1A. Initial and follow-up AST levels in 23 Fig. 1B. Initial and follow—up ALT levels in 23 treated
treated children. children.
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Table 2. Baseline Demographic and Disease Characteristics of Combined Therapy Group and Interferon
Monotherapy Group

i S R=R=1 Hed 23 B
Thymodulin (;I ZHE) (ILFEOEL) ®Mz shof
=t/od 8/2 12/1 20/3
A (yr) 10.4+2.6 9.4+3.0 9.8+2.8
Interferon 2HMU/m2) 277+66 282+71 280+68
gred 7| Z7HH) 3.9+29 3.3+2.9 3.6+2.8
ZHLAE/BSE0l4 6/4 9/4 15/8
TR UA(F/R/EEA) 3/5/2 4(7/2 7/12/4
AST 186+149 191£185 189+167
A=Z™ ALT 192+109 294+247 2491202
HBV DNA 2514 2315 24114

NOTE. Data expressed as mean+SD. Normal values: AST, 15~37 IU/L; ALT, 30~65 IU/L. HBV DNA, range
0~4+,
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Table 3. Therapeutic Response between Combined Therapy Group and Interferon Monotherapy Group

i Hi 2 HlBd 2
Thymodulin (ECI’VZF%) (IEHC,;ELE)L XA o}
AST 7061 62+43 66+51
x| = 671 ALT 93+103 83+62 87+82
HBV DNA 1.1£15 0.6+0.9 0.8+1.2
@yt HBV DNA 24 1.8+1.3 1.5%0.8 1.6+1.0
AlZ|(&) HBeAg ==& 6.4%6.7 5.2+6.1 5.7+6.1
anti-HBe &% 6.2+6.8 6.5+8.8 6.4+7.6
d@y™et 5% (50%) 6 (46%) 119 (48%)

NOTE. Data expressed as mean+SD. Normal values: AST, 15~37 IU/L; ALT, 30~65 IU/L. HBV DNA, range
0~4+.
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