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Development of Clevudine Resistance after Switching from Lamivudine
in a Patient with Chronic Hepatitis B

Kyung Hyun Koh, M.D., Chang Joon Kang, M.D., Dong Hoon Kim, M.D., Yong Won Choi,
M.D., Moo Jung Kim, M.D., Jae Youn Cheong, M.D., and Sung Won Cho, M.D.

Department of Gastroenterology, Ajou University School of Medicine, Suwon, Korea

Clevudine is a nucleoside analog of the unnatural £-L configuration which has potent antiviral activity against
hepatitis B virus (HBV). Clevudine is expected to have similar pattern of resistance profile as lamivudine.
However, there was no report on the mutation associated with clevudine resistance in patients with chronic hep-
atitis B. We report a case of young male patient with chronic hepatitis B who presented with clevudine
resistance. The patient had received lamivudine therapy for 5 months with reduced serum HBV DNA levels.
Then, lamivudine was switched to clevudine monotherapy. After the 6 months of clevudine therapy, the patient
developed virologic breakthrough (>1.0x10° copies/mL) as well as biochemical breakthrough, which was asso-
ciated with the presence of rtM204I plus rtL80I mutant. After switching from clevudine to adefovir, the viral
load decreased with biochemical improvement. (Korean J Gastroenterol 2008;52:325-328)
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Fig. 1. Virologic and biochemical course during antiviral therapy.
Virologic breakthrough developes at 6 months of clevudine

therapy.
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Fig. 2. DNA sequencing of reverese transcriptase gene in the pa-
tient with clevudine resistance.



Table 1. Substitutions of Reverse Transcriptase Domain in the
Patient with Clevudine Resistance

HBV RT domain Substitutions

rtL80 ATA (Ile)
rtV84 -
rtS85 -
rl169 —
V173 —
rtL180 —
rtA181 -
rtT184 -
1tS202
rtM204
V207
V214 —
Q215 —
rtI233 -
rtN236 -
rtM250 -

ATT (Ile)

—, no substitution.
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