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Abstract

Cytomegalovirus (CMV) infections are a major cause of morbidity and mortality among
immunocompromised patients, especially recipients of bone marrow and solid—organ transplants
and patients with AIDS. Antiviral agents currently licensed for the treatment of CMV infections
include ganciclovir, foscarnet and cidofovir. Among them ganciclovir is the most popular used
antiviral agent. A potential risk associated with prolonged used of antiviral compounds in the
emergence of resistance viruses. CMV isolates resistant to ganciclovir have been reported in
other countries within recent few years. CMV infections are very common in Taiwan. Ganciclovir
is aso the first choice of antiviral agent for the treatment of CMV infections. The susceptibility
and resistance of CMV clinical isolatesto ganciclovir in Taiwan has never been report. In order to
elucidate the spectrum of susceptibility of CMV isolates to ganciclovir in Taiwan, the proposal of
this study is raised. The aim of first year is to set up the drug susceptibility assay method and
collect CMV clinical isolates. After comparing different methods, the flow cytometry is chosen as
the antiviral susceptibility screening method. 130 CMV strains collected during the period from
2001 to 2003 were screened for the susceptibility against ganciclovir (GCV). The resistant strains
(IDsg 12 p M) prevaence rate were 14.29%(1/7), 6.56%(4/61) and 6.45%(4/62). UL97 and
UL54 genes of 4 resistant strains with higher 1Dsowere analyzed. One point mutation of UL97
gene (M460V) was found in strain 032315, whereas no difference of amino-acid sequence
between other 3 resistant strains and reference susceptible strain AD169 and other sensitive
strains. The mechanisms of drug resistance of these strains are needed further characterization.
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Ganciclovir susceptibility assay by flow cytometry®®
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HCMV UL54 Polymerase
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Pol1474-F* 5 -GTGATATCGAGGTAGACTGCGATG-3' 550 bp
Z4958-R*® 5-TGCCGCTTAAAACCCACGGCG-3 815 - 1364
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v3.1 Cycle Sequencing Ready Reaction Kit Applied Biosystems, USA

PCR Clean up-M VIOGENE, Taiwan

ABI PRISM 3100 Genetic Analyzer  ABI 3730 DNA Analyzer, Applied Biosystems,
USA
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