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Experience with Entecavir Therapy for Lamivudine-Resistant
Chronic Hepatitis B in Korean Children and Adolescents

Seung Man Cho, M.D., Byung-Ho Choe, M.D., Mi Ae Chu, M.D. and Jung-Mi Kim, M.D.

Department of Pediatrics, Kyungpook National University School of Medicine, Daegu, Korea

Purpose: To estimate the viral suppressive effect of entecavir monotherapy in Korean children and
adolescents with lamivudine-resistant chronic hepatitis B (CHB).

Methods: One milligram of entecavir was administered once daily to 6 patients (4 boys; mean age, 17.5
years; range, 15.10~24.6 years) with lamivudine-resistant CHB for a mean duration of therapy of 13.4
months (range, 1~21.1 months). The therapeutic results were compared with 11 patients who received
adefovir (0.3 mg/kg/day [maximal dose 10 mg]) for at least 12 months (mean, 33.4 months; range, 12.4 ~
58.3 months). The serum HBV DNA level and serologic markers were measured every 2 months.
Results: The interval to a HBV DNA titer decrement (>1 logio) was 1.2+0.2 and 4.4+5.2 months
(p=0.185) for the entecavir and adefovir groups, respectively. The interval to a HBV DNA titer decrement
(>2 logio) was 2.4%2.3 and 9.2+7.3 months (p=0.025), for the entecavir and adefovir groups, respectively.
Conclusion: The therapeutic efficacy of entecavir was favorable in children and adolescents, especially
in shortening the interval to a >2 logio decrement in the HBV DNA titer. Long-term follow up is needed
to determine the therapeutic efficacy of entecavir for lamivudine-resistant CHB in children and adolescents.
(Korean J Pediatr Gastroenterol Nutr 2010; 13: 44~ 50)
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(Table 1).

2. YMDD =%t0[2| 9k
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ol A 247k 51, 9 o] 9iek. RT1807F RT2042] Ei
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ghu|Ed A =g B 74 3kA} F ofdlEn]o] 2] 23k atelE $ASlth(Table 2).
Table 1, Baseline Characteristics of Patients
ETV monotherapy (n=6) ADV monotherapy (n=11) p-value
Age (years) 175+36 116+40 0.005
Patients (male/female) 4 (66.7%)/2 (33.3%) 6 (54.5%)/5 (45.5%) 1.0
Duration of prior lamivudine therapy 247117 197+72 0,733
ALT level (U/mL) 245_6i329_7 1355+65 0.885
<2xULN, n (%) 2 (33.3) 2 (18.2)
2~5xULN, n (%) 2 (33.3) 7 (63.6)
>5xULN, n (%) 2 (33.3) 2 (18.2)
HBV-DNA level (logio IU/mL) 66+10 68+07 0.789
>6, n (%) 5 (83.3) 10 (91)
<6, n (%) 1(16.7) 1(9)
Statistical significance was determined by the Mann-Whitney U-test, ETV: entecavir, ADV: adefovir,
Table 2, Comparison of the Position of the Mutation in the YMDD Motif
Point of mutation
ETV monotherapy (n=6) ADV monotherapy (n=11) p-value
rtL180M rtM204V/I
+ + 2 (33.3%) 6 (54.5%) NS
— + 3 (50.0%) 3 (27.3%) NS
+ — 0 0 NA
- - 1 (16.7%) 2 (18.2%) NS

Statistical significance was determined by the Fisher's Exact test, NS: non-specific, NA: not applicable,
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Table 3, Therapeutic Response of Patients Based on the Decrement in HBV DNA Titer

Duration of treatment to decrease HBV DNA titer (month)

Decrement of HBV DNA titer

ETV monotherapy ADV monotherapy p-value
>1 logso IU/mL 12+0.2 (n=6) 44+52 (n=11) 0.185
>2 logso IU/mL 24+23 (n=0) 92+73 (n=11) 0.025
DNA <357 IU/mL 72+55 (n=4 19.8+12.0 (n=5) 0.079
Statistical significance was determined by the Mann-Whitney U-test,
Table 4, Comparison of Treatment Results between the ETV and ADV Groups
Treatment result ETV monotherapy (n=6) ADV monotherapy (n=11) p-value
Primary treatment failure 1 (16.7%) 7 (63.6%) NS
Treatment response 1 (16.7%) 4 (36.4%) NS

NS: non-specific,

3. A2 AE = =X HAIMS| HIO[HA X
H

ETVTZ ADVES A& A1F & 77 3
73} HBV DNA titer7} 1 logio TU/mL ©]4F ZH4&s}
Ag 717+ ETVEd ADVY 224 HF 12402,
44552NE 2 T - Zholl o3 Apol& Holx] oFek
O 1} (p=0.185), 2 logip IU/mL ©]4 Zr&at=d] 47 7]
7+e 77 24123709, 9227 37/0E Z(p=0.025) F T
Zholl 83k Atol7} QA% 3k HBV DNA %7}7t
357 IUmL °o|stZ Zrastkedl 27 717 44
7.2+5.5, 19.8+12.07M 9 Z(p=0.079) 7 T Ztoll 2|3t
zkol= gladth(Table 3).
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