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ABSTRACT

229887

Reproduction rates of three mutants containing one or two nucleotide substitution (D2/1C69,
D2/IC60 and D2/IC5758) were investigated in comparison to wild-type DENV 16681 in Vero
cells. The amounts of the infectious virion released in supernatants of Vero cell culture were
monitored throughout a 4-day period of infection. Similar patterns of viral reproduction were
reported amongst three strains of the mutant and did not differ to that of a wild-type cohort.
However, by plaque forming assay, we could detect larger plaques generated from a
D2/IC5758 virus compared to those from a wild type strain. In addition, effect of DENV infection
on the expression of Matrix metalloproteinase (MMP) -2 and MMP-2 was also examined in
HepG2 and U937 cells. The expressions of MMP-2 and 9 in HepG2 celis infected wild type
DENV 16681 were comparable with those of non-infected cells. Mutation in 5’NCR also caused
no apparent difference in both MMP-2 and MMP-9 expression in this cell type. In contrast,
following DENYV infection, U937 cells down regulated their MMP-2 and MMP-9 expressions.
Zymographic analysis demonstrating gelatinolytic activities of MMP-2 and -9 showed that, in
comparison with uninfected control cells, infected U937 cells reduced their secretion of MMP-2
and -9. Results of significantly decreased MMP-9 production were confirmed by quantitative
ELISA. Manipulation of MMP-9 expression has believed to involve with the function of tissue
inhibitor of metalloproteinase-1 (TIMP-1). We were able to detect the expression of TIMP-1
mRNA in U937 cells; however, levels of expression were similar in both dengue virus-infected
and control cells. These results suggested that DENV elicited different responses in MMP

production in different cell types





