Rat uterus

Compound Tracheal chain
EDso in mcg. EDsg in mcg
A-1 2.19 2.45
A-2 4.36 4.37
Isoproterenol 2.09 2.75
A-3 8.91 9.33
A-4 4.00 7.24
Isoproterenol 213 ’ 1.51

In conclusion, all compounds exhibited beta ad-
renegic receptor stimulant activity and compound
A-1 was as potent as isoproterenol. All the com-
pounds showed a high degree of selectivity for the
belaz receptor sub-type, however, they also exhibited

a small degree of cardiac beta receptor blocking
activity at the doses studied.
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Some new-1-(2'-Isopropyl-4'-nitroso-5' methyl phenoxy-acetamido)- 2-methyl/phenyl-4-arylidene-5-im-
idazoli-nones were prepared by reaching 4-nitroso hydrazinocarbony! methy! thymol with preformed
azalactone. The structure of the compounds have been confirmed by IR, PMR and elemental analysis.
The products were screened for their antimicrobial activity. Some of the products exhibited comparable
antimicrobial activity with standard drugs at same concentration.

MIDAZOLONE'* derivatives have wide range of
ﬁbiological activities as '[hymolS'7 derivatives have
been found to possess a broad pharmacological
spectrum. '

Reaction to acetic anhydride, aromatic al-
edhydes with hippuric acid or acetyl glycine in the
presence of sodium acetate has been known to pro-
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duce azalactone® (1. 1 on refluxing with 4- nitroso
hydrazinocarbonyl methyi thyrn’olg in 1:1 ratio in the
presence of pyridine yielded the title compound (i1)
(Table-I). The latter was synthesised by condensa-
tion of 4-nitrosothymol and ethyl-chloro acetate fol-
lowed by the reaction with hydrazine-hydrate.

The melting points were uncorrected. The
IR(KBr) spectra were recorded on a Shimadzu-435

Indian Journal of Pharmaceutical Sciences 219



Scheme
(328 (WU 4
oo ) :
Olhee - N on. A
Moz \” % “‘(/ \1 0‘[‘“'1/0"'1
. - =l
1 .u(uzwr:luu(e ‘ . 1 \/(x,llzcoNnH /N
Y \ PR
oAyt
N .,
Ciy /61,

infrared spectro-photometer. The PMR spectra
were recorded in CDCIl3 on Hitachi R-1200 (60
MHz) TMS as internel reference. Chemical
Shifts are expressed in o(ppm). Elemental
analyses are quite comparable with their struc-
tures.

1-(2'-Isopropyl-4'-nitroso-5' -methyl phenoxy
acetamido) - 2- phenyl-4-(p-methoxybenzylidene)-5-
imidazolinone (ll) was prepared from a mixture of
(1) 0.01 M) and 2-phenyl-4-p)-methoxy- benzylidene-
5-oxolone (0.01 M), pyridine (10 ml) which was re-
fluxed for 6 hrs. The product was isolated and
crystallised from ethanol-water, m.p. 124°C, yield
68% IR (KBr) Vem' ': 1250 (C-O-C str.), 1640 (C=0
str. amide), 1620 (N-H def + C-N str.), 1320 (C-N
str.), 3170 (N-H str.), 1510 (C-NO str.), 1760, 1630
(C=0 + C=Nimidazolinone). PMR (CDClI3) 6:1.2-1.3
(d, 6H, (CH.3)2 CH), 2.27 (6, 3H + 2H, CH.3 + OCH_)
3-3.5 (m, 1H, CH- CHj3)2, 4-005 (5, 3H, OCHj3), 6-
907-7.197 (m, 6H, Ar-H) 8.2 (5, 1H, -C=CH-R), 9.0
(S (br), 1H, NH). '

Table I: Physical data of 1-(2'-1sopropyl-4’-nitroso-5’-methyl-phenoxyacetamido)-2 methyi/phenyl-4-
arylidene-5-imidazolinones

Caompound R X=CHa3 X=Ce¢Hs
M.P.°C M.P.°C
Ila-n fla'-n’

Ma-a ~ CeHs 138 © 427

lp-b 3-NHzCeHa 135 —

He-c 2-CICeHs 121 129

ld.d 4-ClCeHa 142 135

He-e C4H30 148 151

Iy  2-OHCsHs 118 441

lg-g 4-OHCgHs 210 138

. 4-OCHsCeHs 131 124

i 4-OH-3-OCHa-CeHa 129 144

i 4-N, N(CH3)2CeH4 129 —

Uik 2-NO2CeHa 195 132

i 3-NO2CeHs 185 : 117

e’ 4-NO2CeHa —_— 126

Hon CeHsCH=CH 140 181
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~ Tablell
Antimicrobial activity of 1-(2’-Isopropyl-4’-nitroso-5’-methylphenoxy-acetamido)-2 methyl/phenyl-4-
arylidene-5-imidazelinones

No. R X Antibacterial activity Antifung;l activity
: Zone of inhibition in mm. Zone of inhibition in mm.
S.cittus B.mega E.coli S.typhosa A. niger
g 4-CiCgH4 CHs 22 19 21 14 14
I 4-0OH-3-OCHgs- CHz 22 12 27 13 13
I CeHsz
N CeHs CeHs 22 14 21 13 14
g 4-CiCgHsg CeHs 22 13 23 11 13
1l 4-0OH-3-OCH3CgH3 CeHs 22 16 22 12 14
e 2-NO2CsHa CeHs 20 16 19 14 13
Ampicillin (50 ug) 22 17 24 17 —
Chloramphenicol {50 pg) 24 26 24 25 —
Norfloxacin (50 ng) 33 23 26 28 —
Greciofluvin (50 ng) — — — — 23

Similarly, other imidazolinones were prepared.
The physical constant are recorded in Table-1.

All the compounds (lla-y) were screened for their
antimicrobial activity against gram positive Staphy-
lococcus citrus, Bacillus megaterium, gram neg-
ative Escherichia coli, Salmonella tyochosa and
antifungal activity against Asperguillus niger at a
concentration of 50 pg using DMF as solvent. The
zone of inhibition was: measured in mm. and are
presented in Table-1. The activity was compare with
standard drugs such as ampicillin, chloroamphenical,
norfloxacin, griseofulvin at same concentration.

From the test results, it is observed that Im-
idazolinones of type (llax) were found to be less
active against various strains of bacteria. However,
compounds ll4 (22 mm), lli (92 mm), lIn (22 mm),
p (22 mm}), Hy (22 mmy), lly (22 mm), exhibited
comparable activity with the standard drug ampicillin
(22 mm) at the same concentration against Staph-
ylococcus citrus. In case of antifungal activity, com-
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pounds (lla.y) showed less activity again Aspergillus
niger in comparision to standard drug griseofulvin.

The authors are thankful to Dr. A.R. Parikh, Pro-
fessor and Head of the Chemistry Department,
Saurashtra University, Rajkot for providing research
facilities.
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In Vivo Antisnake Venom Activity of A Furanoid Diterpene from Aristolochia albida
Duch (Aristolochiaceae)
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The antisnsake venom activity of a furanoid diterpene lactone isolated from the rhizome of Aristolochia
albida (Family : Aristolochlaceae) was evaluated. The whole animal (in vive) studies were conducted
using the mortality of male Swiss albino mice afterintra-peritoneal (i.p.) injection of lethal doses (LD10o),
8.75 mg/kg and 4.20 mg/kg of venoms of Naja nigricollis (spitting cobra) and Bitis arietans (puff-adder)
respectively. The deterpene was found to significantly reduce the toxic symptoms and protect the mice
againstthe lethal doses of these two snake species commonly found in Northern Nigeria. However, the
compound s more effective aganist the venom of N.nigricollis (EDs0=45 mg/kg) than that of B.arietans

(EDso=74 mg/kg). .

//'\\RISTOLOCHIA ALBIDA is a climbing shrub
= \commonly found in the tropical West Africa’
and is used in several gastro- intestinal disorders?.,
There are reports that the rhizomes are used in skin
diseases and against snake bites®* The isolation
of fargesin (neolignan) was reported earlier Re-
cently, the isolation of phytosterols and glucose has
been reported®. No pharmacological work on this
medicinal plant has been reported so far to validate
the claims of the folk-loric uses except for the
molluscidal activity of the plam.7 Ethnopharmacologi-
cal reports from northern Nigeria about the use of
the rhizomes of this plant against snake bites® have

*For Correspondence
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prompted us to investigate the plant phytochemically
and pharmacologically. This communication reports
the antisnake venom activity of a diterpene isolated
from A.albida. ‘

The plant was collacted in mid-July and au-
thenticated by the Ahmadu Bello University herbar-
ium, Zaria. The air dried, powder of the rhizomes
was defatted with petroleum ether (b.p.60- 80°)and
then extracted with methanol in a Soxhelt apparatus.
The column chromatography (silica gel) of the methano-
lic'extract furnished the diterpene which upon crys-
tallisation from chloroform/methanol gave fine

* colorless needlesefine colourless needies, m.p. 182°.
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