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[ Abstract] Objective To investigate the clinical features and mutation patterns of HBV polymerase
gene in patients with chronic hepatitis B (CHB) after the emergence of drug-resisance during lamivudine
(LAM) therapy. Methods The HBVP gene RT region from 260 serum samples was amplified by nest
PCR, and PCR products were directly sequenced. The outpatients and hospitalized CHB patients with LAM-
resistant in the No. 6 People’s Hospital of Shenyang from April 2007 to December 2009 were collected.
Clinical features after the emergence of LAM-resistant mutations were analyzed, retrospectively. Results
Total of 260 patients with CHB were diagnosed as LAM-resistant. Among them 215 patients were found to
had LAM-resistant-associated mutations in the polymerase gene. The median of serum HBV DNA was (5.41
+ 1.29) log,, copies/ml. There were 98.1% (211/215) patients had YMDD mutations. Three major mutation
patterns of LAM-resistant HBV were identified as rtM2041 with 40.0% (86/215), rtLISOM + rtM204V with
37.2% (80/215) and rtL180M + rtM2041 with 13.0% (28/215). The rtM204V mutation was accompanied
more frequently by the rtL180M mutation compared with the rtM2041 mutation (P < 0.05). There were no
significant difference in ALT or HBV DNA levels and age, gender, HBeAg status, cirrhosis or not were found
among patients with one point mutation and joint mutation patterns (P < 0.05). HBV viral load was higher in
patients who were detected gene mutation and accompanied with biochemical breakthrough. Conclusions
YMDD is the major mutation pattern of HBV polymerase gene after emergence of LAM-resistant. The
mutation patterns of HBV polymerase gene are possibly not related to the clinical severity of CHB patients
during LAM therapy.
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