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ABSTRACT

Twenty one New 2-{ (benza amino-4-hydroxybenzyl) (1,3,4)-oxadiazino[6,5-
b]} Indole derivatives (V) have been synthesized by condensing 2-Amino-
4-[(1,3,4)oxadiazino[6,5-b]indole-3-yl]-phenal (1) with variousaromatic al-
dehydes. The intermediates, on the other hand, have been synthesized by
the cyclization of 3-Amino-4-hydroxy-benzoic acid (2-oxo-1, 2-dihydro-indol-
3-ylidene)-hydrazide (111) in presence of Concentrated H,SO,. The title
compounds have been purified and characterized by their analytical and
spectral data. They have screened for their gross behaviora studies, ef-
fects on locomotor activity and effect on pentobarbitone sodium induced
deeping time. All the test compounds exhibited reduction in locomotor
activity, compound (V)(9) exhibited more effect among al the test com-
pounds and potentiation of pentobarbitone sodium induced sleeping time
rangesfrom 167.40 per cent to 276.60 per cent. Thecompound (V) (6) showed
more activity with a potentiation of 276.60 per cent in experimental animals.
© 2010 Trade Sciencelnc. - INDIA
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INTRODUCTION

It isknown from the literature that Indole de-
rivativesexhibit varied biologica and pharmacologi-
cal propertied™ viz. anti-microbial, anti-viral, anti
neoplastic, analgesic, CNSactivities. Inview of these
observationsthe synthesisof new (1,3,4)oxadiazino-
[5,6-b]- indole derivatives(V) has been carried out
.For this purposetherequired indole-2,3-diones (1)
were prepared and condensed with 3-amino-4-
hydroxybenzoicacidhydrazide(l ) in ethanol to get the
respective 3-Amino-4-hydroxy-benzoic acid (2-oxo-

1,2-dihydro-indol-3-ylidene)-hydrazide (111). These
compoundswere cyclized using concentrated sulfu-
ric acid to get respective 2-Amino-4-
[(1,3,4)oxadiazino [6,5-b]indole-3-yl]-phenol (1V)
These compounds were refluxed with aromatic
aldehyde,ethanol and few drops of acetic acid to get
thetitle compoundsas shownin Scheme 1. Thecom-
pounds were characterized by their physical, ana-
lytical and spectral data (IR and PMR, MASS). The
dataon locomotor activity and effect on pentobarbi-
tone sodium induced sleeping time activitiesispre-
sented in TABLE 1.
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R, Ney werefasted for 24 hoursand divided into groups of six
@\j:’ animalseach. Each of thetest compounds 10mgwassus-

N

|
0@0H R* pendedin 0.3ml of tween solution (onedrop dissolvedin
ORS 1ml of digtilledwater) and thevolumemadeupwith sa-

v N=5 linesolutionto get 10 mg/ml concentration. The suspen-

R? sonof test compoundswasadministered, intrgperitonedly

Scheme 1 indoseof 100 mg/kg (body weight). The control group

of animasreceived only thevehicle. Theanimaswere

MATERIALSAND METHODS observed for grossbehaviora changes, continuoudy, for

_ _ 7 hoursstarting from theadministration of compounds®.
Action on central nervoussystem grosshehavioral - Thelocomotor activity wasstudiedwithActophotomotor
studies after half an hour of administration of thetest compounds.

Hedlthy albinomiceweighing between 20to25gm  Theresultsarepresented in TABLE 1.
TABLE 1: CNSactivity of new (1,3,4)-oxadiazino-[5,6-b] indole(V) derivatives
Pentobar bitone induced

L ocomotor activity on mice

Substituents sleeping time

Compound Before admin. Aftﬁ(r)ur;aloff an Duration f Per cent
RI R R? R of drug admin. of drug action effect

(for 1 min) (for 1 min) (min) (%)
V(1) H H H H 33.46 18.26 80.00 266.66
V(2) H H cl H 31.33 14.22 68.23 227.43
V(3) H OH H H 34.00 20.12 65.55 218.50
V(4) H H OCHj; H 33.86 18.66 69.00 230.00
V(5) H H OCHj; OCHj; 30.55 13.72 54.62 182.06
V(6) H H N(CH3), H 34.28 10.66 82.98 276.60
V(7) H H OH OCHj; 36.74 10.33 50.36 167.86
V(8) Br H H H 42.77 9.96 65.00 216.66
V(9) Br H cl H 44.83 8.12 73.32 244.44
V(10) Br OH H H 43.00 10.00 61.00 203.33
V(11) Br H OCHj; H 42.64 12.66 72.99 243.30
V(12) Br H OCHj; OCHj; 40.32 11.98 53.33 177.76
V(13) Br H N(CHz), H 36.91 10.01 75.00 250.00
V(14) Br H OH OCHj; 37.11 11.89 71.22 237.40
V(15) NO, H H H 32.99 15.26 62.00 206.66
V(16) NO, H cl H 36.71 12.48 60.26 200.80
V(17) NO, OH H H 30.91 14.87 50.23 167.40
V(18) NO, H OCHj; H 31.62 18.34 58.33 194.44
V(19) NO, H OCHj; OCHj; 32.66 20.66 55.26 184.20
V(20) NO, H N(CH3), H 33.34 21.03 64.21 214.00
V(21) NO, H OH OCHj; 30.26 20.96 68.11 227.00

Contral 30 100

*The test compounds were administered in a dose of 100 mg/kg (body weight)

Effect on pentobarabitonesodium induced SI€ep-  \yere fagted for 24 hours before the experiment and
Ingtime weredivided into groupsof six animaseach. Thetest
Hedlthy albinomiceweighingbetween20and28gm  compoundswere administered intraperitoneally at a
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doseof 100mg/kg (body weight). Thecontrol group of
animalswasgiven only thevehicle. After 30 minutes,
pentobarbitone sodium was administered i ntraperito-
neally to all groups of animalsat adose of 35 mg/kg
(body weight). Thetime of administration of test com-
pounds and pentobarbitone sodium, thetime of loss
and gainof righting reflex wererecordedindl thegroups
of test animalsand percentage effect on pentobarbi-
tone sodium induced slegping time by the test com-
poundswasca culated using theformulagiven below!?,
congdering righting reflex in control an 100%. There-
sultsarepresentedin TABLE 1.

Averageduration of lossof

rightingreflexin test group
Averageduration of lossof
rightingreflexin control group

% Effect =

RESULTSAND DISCUSSION

Thegrossbehaviora studiesof thetest compounds
reved ed that al thetest compoundsexhibitedtheCNS
depressoninthemice. Theother featuresobserved that
of frequent excretion of urine. Thedatapertainingtothe
resultsof theeffect of thetest compound on locomotor
activity showsthat all thetest compoundsreduced |o-
comotor activity. Compound (V)(9) exhibited moreef-
fectamongal thetest compounds. Compound (V)(8),
(V)(20) and (V)(12) werenext to the compound (V)(9)
intheorder of reductioninthelocomotor activity.

Theresultsof effect on pentobarbitonesodiumin-
duced narcosisshowed that adl thetest compoundspo-
tentiated the pentobarbitone sodium induced sleeping
time from 166.66 per cent to 276.60 per cent. The
compound (V)(6) showed moreactivity with apoten-
tiation of 276.60 per cent. Compound (V)(2), (V)(13),
V)(9), (V)(10), (V)(14) and (V)(4) werefound to be
next inthe order of potentiation of pentobarbitone so-
dium deegpingtimewith 26.66, 250.00, 244.44, 243.30,
237.40, 233.00 per cent respectively and rest of the
compounds showed moderate percentage of potentia-
tion of pentobarbitone sodium degpingtime.
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