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Occurrence Rates of Hepatocellular Carcinoma in Patients with
Adefovir-rescue Therapy for Lamivudine-Resistant Chronic Hepatitis B
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Young Seok Kim, Hong Soo Kim, Boo Sung Kim

Department of Internal Medicine, Soonchunhyang University Cheonan Hospital, Soonchunhyang University College of Medicine,
Cheonan, Korea

Background/Aims: Suboptimal virological response to adefovir (ADV) rescue therapy was
commonly experienced in patient with lamivudine-resistant chronic hepatitis B. The aim
of this study is to compare occurrence of hepatocellular carcinoma (HCC) of patients with
adefovir rescue therapy to naive patients with entecavir.

Methods: Electronic medical records of 156 patients with lamivudine-resistant chronic
hepatitis B who treated with ADV and of 186 naive-patients who received entecavir 0.5 mg, as
control group, were reviewed retrospectively. Study subjects were matched using estimated
propensity score and 107 matched subjects in each group were analyzed. Cumulative
occurrence of HCC was evaluated during antiviral therapy and the association between clinical
variables and development of HCC were analyzed using Kaplan-Meyer curve and risk factor
for HCC was evaluated with Cox-proportional hazard model.

Results: Age, gender, Child-Pugh score, underlying cirrhosis, HBeAg, and HBV DNA level were
not different in both groups, except treatment duration with ADV or entecavir (mean 52.6t17.5
vs 46.7+11.4 months, P=0.004). Cumulative virological response rates were 16% and 42% in
patient with ADV rescue therapy and 68% and 85% in naive-patients received entecavir at 1
and 3 years (P<0.001), respectively. HCC were diagnosed in 6 of 107 patients with lamivudine-
resistance and 9 of 107 naive-patients during follow-period and cumulative occurrence rates
of HCC was not different between both group (P=0.308). Cumulative occurrence rates of
HCC in total 214 subjects were 2.3%, 4.8%, and 9.6% at 1, 3, and 5 years, respectively. Age,
underlying cirrhosis, and baseline HBV DNA level were associated with the occurrence of HCC,
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however gender, HBeAg status, ADV rescue therapy, and cumulative virological response were
not correlated in univariate analysis. In multivariate analysis, age (P=0.008) and underlying
cirrhosis (P=0.002) were independent risk factors for occurrence of HCC.
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Conclusions: Long-term ADV rescue therapy in patients with lamivudine-resistant chronic
hepatitis B did not increase the occurrence rates of HCC. (Journal of The Korean Liver
Cancer Study Group 2013;13:130-135)
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Table 1. Baseline characteristics of the study population
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Figure 1. Kaplan-Meier curve reveals the cumulative occurrence of
hepatocellular carcinoma during 5 years.

Total (n=214) LAM-resistant (n=107) ETV (n=107) P-value
Age (yr) 45914111 46.8+99 4494121 0.066
Male 145 (68%) 76 (71%) 69 (65%) 0.305
Treatment duration (mon) 49.8+14.9 52.8+174 46.7+£114 <0.001
Cirrhosis 57 (27%) 28(26%) 29 (27%) 0.877
HBV DNA (log;, U/mL) 6.2+1.45 6.1+1.32 6.4+1.57 0133
HBeAg positivity 170 (79%) 89 (83%) 81 (76%) 0.17

LAM, lamivudine; ETV, entecavir.
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Figure 2. Comparision of cumulative incidence rates of HCC between

the adefovir rescue therapy group and entecavir group during 5 years
(solid line, entecavir; dot line, adefovir rescue).
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Figure 3. Comparision of cumulative incidence rates of HCC with and

without cirrhosis at the baseline (solid line, cirrhosis; dot line, chronic
hepatitis).

Table 2. Independent risk factors influencing the development of hepatocellular carcinoma

Univariate Multivariate

OR (95% ClI) P-value OR (95% ClI) P-value
Age (>50yr) 23.57 (3.097178‘9) 0.002 16.02 (2.06-124.1) 0.008
Gender (male) 0.64 (0.22-1 0.408
Cirrhosis (yes) 42.23(5.53-321.2) <0.001 2544 (3.29-195.9) 0.002
HBeAg (positive) 0.87 (0.24-3.12) 0.839
HBV-DNA (> 6 log;, 1U/mL) 0.25 (0.08-0.81) 0.02 0.33(0.11-1.08) 0.067
ADV rescue therapy 0.58 (0.21-1.65) 0314
Cumulative VR (yes) 0.61(0.21-1.72) 0.356 0.44(0.15-1.27) 0.132
OR, Odds ratio; Cl, confidence interval; ADV, adefovir; VR, Virological response.
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