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ABSTRACT

Maliotus Spodocarpus Airy Shaw is a plant in the Euphorbiaceae family which is
still no report about its pharmacological or toxicological activities. The present study
aimed to investigate the anti-inflammatory, analgesic, antipyretic and toxicity effects of
M. spodocarpus. The preliminary investigation of anti-inflammatory and analgesic
activities of the chioroform extract from the root of M. spodocarpus was performed. The
chioroform extract showed anti-inflammatory activity in both acute and chronic
inflammatory models as well as analgesic effect. A pure compound, a
cycloheptapeptide was isolated from the chloroform extract and was proved whether it
is responsible for the anti-inflammatory and analgesic activities of the exiract.
Antipyretic effect of this compound as well as acute and subacute toxicity were also

studied. 1t was found that the cycloheptapeptide possessed moderate anti-inflammatory




effect on carrageenin- but showed lower effect on arachidonic acid-induced paw edema
of which major mediators are prostaglanding (PGS) and leukotrienes, respectively. Thus
the anti-inflammatory activity of cycloheptapeptide may relate to the inhibitory effect on
the cyclooxygenase pathway and on the lipoxygenase pathway. The cycloheptapeptide
significantly reduced the exudate volume, the leukocyte number and the PGE, activity in
the pleural exudates. The mechanism of action of the cycloheptapeptide can be
postulated to be due to the inhibitory effect 6n the synthesis and/or release of
inflammatory mediators especially PGE,. The compound may also affect the
inflammatory cell function. In addition, the cycloheptapeptide showed inhibitory effect
on the chronic inflammation by reducing the granuloma weight and the serum alkaline
phosphatase activity. The results obtained suggest the inhibitory effect of the
cycloheptapeptide on the fibroblast proliferation and the stabiiizatidn of the lysosomal
membrane. The body weight gain and thymus dry weight were also reduced by the
cycloheptapeptide, which may be due to the diarrhea and influencing effect on the
lymphoid tissue, respectively. The cycloheptapeptide also showed pronounced
analgesic effect on formalin-induced hyperalgesia and antipyretic effect in yeast-
induced hyperthermia. The analgesic and antipyretic effect of the cycloheptapeptide
may be due to the inhibition of synthesis and/or release of chemical mediators that
cause pain or fever, especially PGE,. In acute toxicity study, diarrhea and death were
observed in rats receiving high doses of the cycloheptapeptide. The LD30 was found to
be 1.0 mgrkg in male rats and 0.9 mglkg in female rais. In subacute toxicity study of
cycloheptapeptide at anti-inflammatory doses, only diarrhea was observed in some rais
during the experimentél period. No other signs or sympioms were observed. The body
weight gain and some organ weights of treated rats were affected. However, the
histological examination of the internal organs was found to be normal. Some blood
hematology and biochemical values of the satellite groups i.e. platelet and liver enzyme
values also differed from those of the control rats. Thus the delay effect of the

cycloheptapeptide on Jiver function is suggested.
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