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[ Abstract] Objective To analyze the risk factors that affect gene mutations in HBV reverse
transcriptase gene and the mutation patterns in patients with chronic hepatitis B (CHB) receiving nucleos(t)ide
analogue therapy. Methods Among the 209 patients with CHB treated with nucleos(t)ide analogue therapy,
HBYV reverse transcriptase gene was analyzed by a direct PCR sequencing assay. The factors including age,
sex, genotype, HBeAg status, level of serum HBV DNA, course of diseases, HBsAg positive time, family
history of CHB, drug of choice and therapeutic time were analyzed, respectively. Independent risk factors
related to HBV gene mutation were screened by statistical software. The mutation patterns were profiled too.
Results Statistical analysis showed that age, genotype, drug of choice and therapeutic time were correlated
with viral mutations in HBV reverse transcriptase gene. However, genotype was not the independent risk
factor related to HBV mutation in the Logistic regression analysis. Eighty six patients were detected to be
drug resistant among 209 (41.15%) cases. The percentages of genotype B and C of drug resistant mutations
were 33.67% and 47.75%, respectively, with significant difference (= 4.25, P < 0.05). The frequency of
mutations on rtM204V/I (79.1%), rtA181V/T/A/S (19.8%) and rtN236T (11.6%) were major in this cohort.
Compared with the rtM2041 mutations, the rtM204V mutations were preferentially accompanied by the
rtL180M mutations. Conclusions HBYV drug resistant mutations occurred more frequently in over 45 years
old CHB patients with lamivudine or telbivudine treatment experience for a long therapeutic time. The
mutation patterns were complicated variable and the reverse transcriptase gene of HBV in patients with CHB
should be monitored just in time for better curative effect of antiviral therapy.
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