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ABSTRACT: The search for better anticonvulsant drug and the importance of 2,5-disubstituted 1,3,4-oxadiazoles and
indole as anticonvulsant pharmacophores, prompted us to design, synthesize and evaluate a series of differently substituted
1,3,4-oxadiazoles for their potential anticonvulsant activity. The structures of the compounds were elucidated by elemental
and spectral (IR, 1H NMR, 13C NMR and MS) analyses. Most of the test compounds demonstrated appreciable
anticonvulsant activities in maximal electroshock seizure (MES) and subcutaneous pentylenetrtrazole (scPTZ) models.
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Introduction
About 50 million people worldwide are reported to suffer
from epilepsy, with almost 90% of them from developing
countries. Despite the development of several new
anticonvulsants, over 30% of people with epilepsy do not
have seizure control and others do so only at the expense
of significant adverse effects (Brown and Holmes, 2001).
Thus there is an urgent need for the development of more
effective and safer antiepileptic drugs.
Numerous
studies
have
demonstrated
the
anticonvulsant potential of 1, 3, 4-oxadiazoles (Omar and
Aboulwafa, 1984; Zarghi et al., 2005; Almasirad et al.,
2004). Similarly various indole derivatives are reported to
exihibit potent anticonvulsant activity (El-Gendy et al.,
2008; Gitto et al., 2009; Wesolowska et al., 2006). Overall
it was interesting to observe the effect of combining indole
and 1,3,4-oxadiazole nucleus in a single compound.

Materials and Methods
Chemistry
All the chemicals and reagents were obtained from Aldrich
(USA), Himedia (India) and Spectrochem Pvt Ltd (India).
* For correspondence: Harish Rajak,
E-mail: harishdops@yahoo.co.in

661

Melting points were determined using the open capillary
method and are uncorrected. Elemental analyses were
carried using an elemental analyzer Heraeus Carlo Erba1108, IR spectra were recorded on a Perkin Elmer IR
spectrophotometer (KBr disc) (Perkin Elmer, Beaconsfield,
UK), 13C-NMR spectra on a Bruker DRX-300 NMR
spectrometer (DMSO-d6, TMS; Bruker Bioscience,
Billerica, MA, USA), and the electrospray mass spectra on
a Micromass Quattro II triple-quadrupole mass
spectrometer (Micromass, Manchester, UK). The title
compounds were prepared using the synthetic strategy
outlined in Scheme 1.

Procedure for synthesis of Ethyl (1H-indol-3yloxy)-acetate (II)
1H-Indol-3-ol (0.01 mol) was refluxed with ethyl
chloroacetate (0.01 mol) in anhydrous acetone (30 ml)
containing anhydrous potassium carbonate (0.02 mol) for
12 h, on a water bath. The reaction mixture was filtered
and excess solvent was removed by distillation, under
reduced pressure. The crude product was filtered and
recrystallized from ethanol. Yield: 65%; m.p. 213C; IR
(KBr, cm–1): 3034.7 (aromatic C-H), 3234.1 (N-H of
indole), 1602.4, 1503.9 (aromatic C-C), 2910.4 (aliphatic
C-H str), 1743.3 (ester C=O str); 1H NMR (300 MHz,

