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Abstract:

The aim of this investigation was to evaluate effectiveness of RM-33, a new isoxazolotriazepine, in the model of

carrageenan-induced inflammation in rats. Wistar rats were pretreated with intraperitoneal (ip) or oral (po) doses of RM-33, at daily

doses ranging from 250 to 1000 µg, administered 1–3 days before elicitation of the carrageenan reaction. We showed that both routes

of RM-33 administration were effective in significantly diminishing the footpad edema. The effects were dose-dependent and better

pronounced at the ip administration of the compound. We found a lower production of tumor necrosis factor alpha (TNF-�) by

mitogen-stimulated splenocytes isolated from rats pretreated with RM-33 and injected with carrageenan, as well as lower serum

TNF-� levels in these rats, as compared to the respective control. Histological analysis of the skin reaction site revealed that in the

rats pretreated with RM-33, the carrageenan-induced inflammation was reduced, as reflected by a lesser damage of mast cells,

smaller infiltration by macrophages and a diminished edema of the connective tissue. Together with our previous data, indicating the

antagonistic action of RM-33 in the adjuvant-induced footpad inflammation in mice, the present results confirm the anti-

inflammatory activity of RM-33 compound.
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Introduction

Compounds with potential anti-inflammatory activity

have been a subject of extensive research among

chemists and pharmacologists. The 1,2,4-triazepine

heterocyclic system has been recently investigated for

its interesting chemical and pharmacological proper-

ties [4, 12, 14, 17]. In the previous article, we pre-

sented immunosuppressory activities of a new isoxa-

zolotriazepine, compound RM-33 [13]. The com-

pound exhibited potent immunosuppressory actions

both in the humoral and cellular immune response in

mice. A strong diminution of the adjuvant-elicited

skin inflammation by RM-33 suggested that the im-

munosuppressory activity of the compound may be
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