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ABSTRACT Objective: Establish the pyrosequencing detection method of Lamivudine and Adefovir dipivoxil treatment of hepatitis

710032 2 323 710054

68

B virus resistance mutations, and to provide the basis for clinical diagnosis of hepatitis B drug resistance and treatment. Methods: For

gene mutation of DNA polymerase of hepatitis B virus, wild-type and mutant plasmid were constructed as a standard. The gene universal

PCR primers and the point mutation pyrosequencing primer were designed by bioinformatics tools, and pyrosequencing method was

established for mutation detection. The serum samples of patients were detected, who received lamivudine, adefovir dipivoxil treatment

for chronic hepatitis. Results: Four common drug resistance mutations of hepatitis B virus in standard strains and mutant clone were

constructed, and the pyrosequencing method of lamivudine, adefovir dipivoxil resistance mutations was established. 68 serum samples of

patients with resistant or suspected drug resistance were detected and sequencing. Lamivudine resistance mutations were detected in 32

cases, adefovir resistance mutations in 5 cases, including 20 cases of pyrosequencing of mixed mutations, and Sanger sequencing showed

6 cases. Conclusion: Pyrosequencing Quantitative detection of lamivudine, adefovir dipivoxil resistance mutation method was successful-

ly established, and the hepatitis B virus drug resistance mutations in the standard plasmid, dynamically monitor of clinical hepatitis B

virus variant strains were constructed, which laid the foundation for guiding rational use of drugs.
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R Table 3 Adefovir resistance mutations results
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C. rtAI81T(TTGACTTGGTCC), D. rtM204[(ATTGAT), E.rtM204V
(GTGGAT), F. rtN236T(TGACCCCTAA) Underlined for the mutation - : HBV
The red box labeled as resistant mutations
HBV DNA
2.3 N
68 N
[14]
4 6 R 55 °
36 28 d °
rosequencin, DNA INTP
HLISOM  rtM204V/I pyrosequencing
PPi PPi sulfurylase
HAISIV/T  1tN236T 1 . Y
luciferase dNTP  ATP
apyrase dNTP,
HM204V/1 Py
/ (6,15
rtL180M 2
1 tAISIV/T 3 : : :
PCR
68
HPLC
16
PCR
1 . HBV PSQ ° PCR
Sanger n ;p
Table 1 Lamivudine, adefovir dipivoxil resistance mutations in HBV test PCR ° 35
results: PSQ: Pyrosequencing; Sanger: dideoxy sequencing; n: number 37
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Table 2 Test results of lamivudine resistance mutations o
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rtL180M p/n(%) 0/55(0) 2/41 (5) 327 (11) YMDD o
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