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Abstract: Objective To study the sites and types of hepatitis B virus (HBV) variations at reverse transcriptase(RT) region in
the patients with cross drug resistance generated by the nucleoside analogues (NAs) sequential treatment. Methods 6 adult pa-
tients with cross-resistance to 2 or above NAs were screened out. The DNA of cross resistant HBV strains was obtained from the
serum of the patients and performed the whole-genome clone and sequencing for analyzing its variation characteristics and rule. Re-
sults The sequencing identification showed that HBV genotype in 6 patients was the type C and the related variations generating
the cross drug resistance were dominated by rtM204V/1(50 %) ,rtLL180M(16. 7 %) ,rtV173L(n=16.7%) and rtL.80I(n=16.7%).
In addition,some secondary variations accompanying sites at the RT region such as rtL2691(40%), rtQ333K (56. 7%) ., rtH337N
(56.7%) were found. Conclusion The secondary variations at RT region could enhance the replication capacity of HBV YMDD va-

riant strains,and enlarge HBV quasispecies variant populations, which caused the emergence of multi-drug resistant mutant virus

during sequential or combination therapy with lamivudine, entecavir,adefovir and telbivudine in 6 patients of this study.
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