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ABSTRACT

Monocytes appear to play an important role in dengue
virus infection of human. They have been identified as the cells
that support dengue virus replication. DPengue virus-infected
monocytes may be involved in the host response to dengue virus
infection, The purpose of this study was to determine the effect
6f dengue virus infection on the production of tumor necrosis
factor (TNF) by human monocytes. Peripheral blood monocytes were
separated from peripheral blood of healthy Thai adults by

centrifugation in Histopaque density gradient and subsequent
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adhesion to and elution from gelatin/plasma-coated flasks.
Monocytes were infected with dengue virus type 2 at a multiplicity
of infection of § in the presence or absence of an optimal
enhancing dilution of the monoclonal 4G2 antibody. In each
experiment, monocytes were also stimulated with LPS at an optimal
concentration of 1 ug/ml to produce TNF. After human monocytes
were infected with dengue virus for 24 hours, the level of TNF in
the culture supernatant and the number of dengue virus—infected
cells were determined. Determination of TNF level was done by the
WEHI 164-13-3 cytotoxicity assay whereas dengue virus infection of
human monocytes was detected by immunoperoxidase anti-peroxidase
staining. It was found that biclogically active TNF could not be
detected in the.culture supernatant of dengue virus-infected
monocytes under the conditions which allowed at least 20% of the
monocytes to be infected with dengue virus. In addition, an
increase in the concentrations of monocytes, a switching of dengue
virus type 2 from 16681 strain to the prototype New Guinea C strain,
or a variation of incubation time did not resulf in TNF production.
Under the same conditions, monocyte at 5 x 102 - 5 x 103 cells/
culture could be stimulated with LPS to produce TNF at the level
which was detectable by the WEHI 164-13-3 cytotoxicity assay.

In conclusion, this study suggest that dengue virus
infection is wunlikely to represent a strong stimulus for TNF
production from human monocytes. Further studies are needed to
vigorously examine the role of TNF in the pathogenesis of dengue
hemorrhagic fever as it may be produced from other cells involved

in the host response to dengue virus infection.
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