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ABSTRACT

ACYV resistance become an issue of clinical importance since prolonged antiviral therapy
may be required for management of the infection. In this study, effect of mutation in DNA
polymerase gene of herpes simplex virus type 1 on acyclovir resistance was investigated. Thirty-
two isolates of HSV-1 were determined for the susceptibility to ACV, at concentrations of 0-50
pg/ml, comparing to standard HSV-1F using plaque reduction assay. 50% Inhibitory
concentration (IC,)) was determined and HSV isolates, which showed IC,, > 5 ug /ml were
considered to be ACV resistance. IC,, of nine isolates; 1-A, 1-B, 5, 11, 12, 19, 22, 25 and 31,
were 8.41, 6.14, 15.39, 6.74, 11.98, 7.13, 11.78, 7.04 and 11.81 respectively, while IC,; of
HSV-1F was 1.39. To analyzed mutation in the DNA polymerase gene, genomic DNA was
extracted form nine isolates. DNA polymerase gene of HSV-1 was amplified by PCR technique
and nucleotide sequence of DNA polymerase gene was analyzed and compared with standard
HSV-1F accession no. AX358316. The results showed that three amino acid substitutions,
A823V, V905M and S920P were found at the same position in eight isolates; 1-A, 1-B, 11, 12,
19, 22, 25 and 31. The substitutions of amino acids may affect the structure and function of DNA

polymerase enzyme and resulted in ACV resistant strains. This study is useful to understand the



mutation in DNA polymerase gene that confer ACV resistance in HSV-1 and to develop anti-

HSYV agents against resistant strains in the future.



