Antinociceptive Effects of Tetrahydrophthalimides and Related
Compounds

Bianca B. C. Costa, Rogério Corréa, Marcia M. De Souza, Juliana B. Pretto,
Juliana V. Ardenghi, Fatima De Campos-Buzzi, and Valdir Cechinel Filho*

Programa de Mestrado em Ciéncias Farmacéuticas e Nucleo de Investigacdes
Quimico-Farmacéuticas (NIQFAR)/CCS, Universidade do Vale do Itajai (UNIVALI),
88302-202, Itajai-SC, Brazil. Fax: +4733417601. E-mail: cechinel@univali.br

* Author for correspondence and reprint requests
Z. Naturforsch. 62¢, 201-206 (2007); received November 20, 2006

This paper describes the antinociceptive effects of tetrahydrophthalimides and related
compounds in mice. Twenty compounds were obtained by the reaction of cis-1,2,3,6-tetrahy-
drophthalic anhydride with appropriate amines, dehydration, and addition to the imidic dou-
ble bond. They were analyzed in the writhing test at 10 mg/kg given intraperitoneally. The
most active compound 2-benzyl-5-morpholin-4-yl-hexahydroisoindole-1,3-dione (19) was
studied on formalin, capsaicin, glutamate and hot plate models. The antinociceptive activity
demonstrated by some studied compounds is promising, and some of them were more active
than acetylsalicylic acid and paracetamol used as reference drugs in writhing tests in mice.
Compound 19 was about 5-fold more potent than the reference drugs, being also effective
by oral route and against the inflammatory response in the formalin test. The results suggest
that compound 19 could be used as a model to obtain new and more potent antinociceptive
agents. It exhibits an interesting antinociceptive profile, and does not interact with opioid sys-
tems.
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