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Investigation of the anti-inflammatory roles of the pure compounds from

Ventilago harmandiana

Ventilago harmandiana Pierre belongs to the family Rhamnaceae. Methanolic
extracts from the heart wood, stem bark, and stem wood were found to possess strong
inhibitory effects on the acute phase of inflammation as seen in ethyl phenylpropiolate
(EPP)- and arachidonic acid (AA)-induced ear edema as well as in carrageenin-induced
paw edema in rats.
In the current study, three pure compounds (VR9178, VR9180 and VR9181) derived from
the heart wood of V. harmandiana were investigated for their anti-inflammatory activities
based on human neutrophil functions, including chemotaxis, superoxide anion generation
(SAG), myeloperoxidase (MPQ) production, and elastase release, and on human
lymphocyte proliferation. Their anti-inflammatory activities related to the production of
TNE-QL, nitric oxide and PGE, from human macrophages were also investigated. All pure
compounds were primarily investigated for their cytotoxic effects on neutrophils,
lymphocytes and macrophages using XTT assay. The viability of neutrophils (3x106
cells/ml) was not significantly affected by these compounds (1-100 M) either at 45 min or
4 hours incubation.  All concentrations of pure compounds caused no cytotoxic effects
both on lymphocytes (0.5x10° cells/ml) and macrophages (0.4 x10° cells/ml). After
incubation of human neutrophils with various concentrations of VR3178 and VR9181,
neutrophil chemotaxis, SAG, MPO production, and elastase release induced by N-formyl-
methionyl-leucyl-phenylalanine (fMLP) were inhibited in a concentration-dependent
manner. VR9180 caused slight inhibitory effects on neutrophil functions. All these
compounds have no effects on neutrophil apoptosis. VR9178 and VR9181 inhibited
phytohemagglutinin  (PHA)-induced T- Ilymphocyte proliferation in a concentration-
dependent manner while VR 9180 exerted slight inhibitory effects. The production of TNF-
& and PGE, by LPS-stimulated macrophages were also inhibited by VR9178 and
VR9181, but not by VR9180. The inhibitory effects of these three compounds on the
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production of NO by stimulated macrophages could not be detected in this study.
VR9178 and VR9181 also exerted moderate inhibitory effect on ADP-induced p'la‘t;alet
aggregation, while platelet aggregation induced by collagen was slight inhibited by these
compounds. VR9180 have no effect on platelet aggregation induced by both aggregating

agents.

The inhibitory effects of these pure compounds on human neutrophil functions,
lymphocyte proliferation, production of TNF-OU and PGE, by stimulated human
macrophages and collagen-and ADP-induced human platelet aggregation might be

attributed, in part, to their anti-inflammatory activities.





