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Background & Objectives: Hepatitis B (HBV) is one of the most common infectious diseases, which may lead to chronic liver disease, cirrhosis, and hepatocellular carcinoma. The HBsAg ‘‘a’’ determinant (amino acids 124–147) is located within the major hydrophilic region (MHR amino acids 99–169) of this surface protein. Amino acid substitutions within the ‘‘a’’ determinant of HBsAg can lead to conformational alterations that may affect the binding of neutralizing antibodies. The most important described escape mutation is known as G145R. Iran is considered as a country with low endemicity of chronic HBV infection; however, the prevalence of HBV infection in Golestan Province is about 8.9% in comparison with other provinces of Iran (3%).This study aimed to investigate Hepatitis B vaccine escape mutation in patients infected by this virus in Golestan Province-Iran. 
Methods: HBV-DNA was extracted from plasma of 100 HBV chronic patients and PCR was performed using suitable primers to amplify first loop of ‘‘a’’ determinant. Direct sequencing and alignment were applied using reference sequence from Gene Bank database. The resulting sequence is submitted to Gene Bank Database. 
Results: Our findings revealed of 100 patients, 73 (73%) of them showed point mutations in the region from nucleotide 143–582 that codes amino acids 47–194. HBsAg MHR region possessed 14% of whole mutations. 5 of 40 mutations (12.5%) was occurred in ‘‘a’’ determinant. The amino acid substitution G145R, which is associated with vaccine escape, was identified in one isolate (1%). 
Conclusion: Our results demonstrate that mutation in 145th amino acid of S gene in genotype D of HBV is reported for the first time in Iran. 
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