2ok W BY oA grRd X8 3d
A A7 we g7 A&5A
Au st of2tejet dohashand
d g H2-x 2 #-31 9 35

Three Years’ Cumulative Therapeutic Efficacy and Long-term
Durability of Lamivudine in Korean Children with Chronic Hepatitis B

You Cheol Jang, M.D., Min Hyun Cho, M.D. and Byung-Ho Choe, M.D.
Department of Pediatrics, Kyungpook National University School of Medicine, Daegu, Korea

Purpose: To evaluate the long-term therapeutic efficacy and durability of lamivudine in Korean
children with chronic hepatitis B.

Methods: A total of 48 children (31 male and 17 female; age, 1~ 18 years, mean, 8 years) with
chronic hepatitis B who received lamivudine for at least six months from March 1999 to September
2004 were followed for a mean period of 29 months (8 ~66 months) at Department of Pediatrics,
Kyungpook National University Hospital in Korea. Response to treatment was defined as the nor-
malization of ALT and HBV DNA levels, and HBeAg seroconversion after the initiation of treatment.
Results: Twenty nine (60%) among the 48 children treated with lamivudine responded and nine (19%)
children lost HBsAg during therapy. ALT and HBV DNA level had normalized in 94% one year after
the initiation of treatment. Kaplan-Meier estimates of cumulative HBeAg seroconversion rates over the
years were 13% (0.5 year), 34% (1 year), 50% (1.5 years), 68% (2 years), 79% (2.5 years) and 90%
at 3 years respectively. Above all, among the 22 children treated before the age of seven, loss of HBsAg
occurred in eight (36%), which showed superior rate of HBsAg loss (p=0.002 vs age >7).
Conclusion: Long-term treatment of lamivudine improved the rate of HBeAg seroconversion in
Korean children with chronic hepatitis B. After three years’ observation, most of treated children
have sustained HBeAg clearance. We believe that lamivudine should be tried as the first therapeutic
option for children with chronic hepatitis B in immune clearance phase. (Korean J Pediatr
Gastroenterol Nutr 2004; 7: 197 ~207)

Key Words: Chronic hepatitis B, Children, Lamivudine, Hepatitis B e Antigens, Hepatitis B s
Antigens, Seroconversion, Treatment
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Table 1. Baseline Demographics of Lamivudine Treated Group According to Age Difference
_ Age (yn) <7 Age (yr) >7 p value
Total No=48 (n=22) (n=26) (<7 vs >7)

M:F 31:17 12:10 19:7 0.181
Age (yr); mean (range) 8 (1~18) 35 (1~7) 11.2 (7~18)

PreTx. mean=SD 1974248 187+293 205208 0.805
ALT (UL <x2 ULN 8/48 (17%) 4122 (18%) 4126 (15%)
x2~5 ULN 30/48 (63%) 15/22 (68%) 15/26 (58%)
>x5 ULN 10/48 (21%) 3/22 (14%) 7/26 (27%)

PreTx. mean+SD 1,485+1,712 1,264+1,563 1,671£1,839 0.417
HBV <200 7/48 (15%) 5/22 (23%) 2/26 (8%)
DNA (pg/mL) 200~ 1000 19/48 (40%) 9/22 (41%) 10/26 (38%)
>1000 22/48 (46%) 8/22 (36%) 14/26 (54%)

IFN nonresponder 13/48 (27%) 2/22 (9%) 11/26 (42%) 0.010

=yr: Years old, PreTx: Pretreatment, x ULN: Multiples of the

IFN: Interferon.
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Fig. 1. Cumulative proportion of therapeutic responses
including HBeAg seroconversion rates in lamivudine
treated children, calculated using the Kaplan-Meier
method.

Table 2. Cumulative Therapeutic Efficacy of Lamivudine 0.5 to 3 Years after the Initiation of Treatment to Date

Years

0.5 1 1.5 2 25 3
Kaplan—-Meier method
ALT normalization 56% 94% 100% 100% 100% 100%
DNA negative 88% 94% 96% 96% 96% 96%
HBe seroconversion 13% 34% 50% 68% 79% 90%
HBs Ag loss 2% 1% 14% 21% 21% 27%
For complete data
No. of patients followed—-up 48 44 32 24 18 12
HBe seroconversion 7/48 13/44 17/32 15/24 13/18 1/12
for complete data (15%) (30%) (53%) (63%) (72%) (92%)
Discontinuation 0/48 1/44 10/32 13/24 13/18 10/12
of Lamivudine (0%) (2%) (31%) (54%) (72%) (83%)
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Table 3. Therapeutic Response and Clinical Course of the Children with Chronic Hepatitis B treated with Lamivudine

No. of Therapeutic Relanse Continuation of lamivudine Breakthrough
patients  response Duration (year/No.) Biochemical Viral
48 (+ 29 () 26 (Off) 18 >2Y 2
1~2Y 15 1
05~1Y 1
(On) 8 >2Y 4
1~2Y 2
05~1Y 2
(+ 3
(=) 19 (On) 19 >2y 4 1 2
1~2y 13 2 2

05~1y 2




202 - tistaotasiy g ests| X M 7 H M 25 2004

100~
90 Age<7
80
70 1
60 1
50 1
40
30+
204
101 Age>7

L —

0 T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66
Duration (months)

HBsAg loss

Tx response (%)

Fig. 2. Cumulative proportion of HBsAg seroconversion
rates in lamivudine treated children according to age
difference (below 7 vs above 7), calculated using the
Kaplan—-Meier method.
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