[image: image1.jpg]e

Al-Kaissi, et al., Journal of Arab Universities for Basic and Applied Sciences. Vol.6, 2008,48-56

Novel Acetylenic Tricyclic Derivatives with Potential Monoaminooxidase
Inhibitory Activity

Mubhi-eldeen, Z * Finjan,S °, Al-Jubori, I °, Numan,N "and Al-kaissi,E *
* College of Pharmacy, Petra university, Amman, Jordan

® College of Pharmacy, Baghdad university, Baghdad, Iraq
Mubhi-eldeen, Z

Department of Medicinal chemistry and Pharmacognosy, School of Pharmacy, Petra
University, P.O. Box 961343 Amman, Jordan

eldeenz@hotmail.com

ABSTRACT

A new series of novel N- (4-tert-amino-2-butynyl) dibenzazepine were prepared and
characterized by elemental analysis and spectroscopic techniques. Their effect on
pentobarbitone sleeping-time in mice was investigated. All compounds showed an increase in
the duration of hypnosis induced by pentobarbitone as reflected in prolongation of the
sleeping-time relative to the control animals as a result of Monoaminooxidase inhibitory
activity
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INTRODUCTION

Tricyclic compounds such as amitriptyline, nortriptyline, imipramine and desipramine have
been used in treating depression, anxiety and eating disorders, and sexual dysfunction (Spinks
and Spinks, 2002, Bruton et al., 2005, Preskorn et al., 2004). Pargyline and a number of its
acetylenic analogues had been used in the treatment of depression (Martin et al., 1975, Clark
et al., 1992, Mycek et al., 1996). Most of these acetylenic analogues lack selectivity to
monoaminooxidase (MAO) and therefore they interfere with hepatic metabolism of many
drugs.

The antidepressant ability of these tricyclic drugs has been related to block re-uptake of nor-
epinephrine and serotonin into nerve ending (Delgado and Gisvold, 1998). The observation
that certain MAO inhibitors can stimulate post synaptic adrenergic neuron and, like the
tricyclic antidepressant, may block the re-uptake of catecholamines (Lemke et al., 2007). In
view of these pharmacological observations, it was of interest to investigate the importance of
inserting an acetylenic bond within the aliphatic side chain of tricyclic dibenzazepine. In the
current work we describe the synthetic programme to prepare novel hybrids of acetylenic
tricyclic compounds, namely N-(4-tert-amino-2-butynyl) dibenzazepine. Their effects on
pentobarbitone sleeping-time in mice were investigated. A study on selected compounds 1-7




