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Abstract

In the present study, a novel Schiff bases weréhegized by condensation of 3-amino-2-methyl
quinazolin-4-(3H)-ones with different aromatic digdes. The 3-amino-2-methyl quinazolin-4-
(3H)-one was synthesized from anthranilic acid 24methyl Benzoxazin-4-one. The chemical
structures of the synthesized compounds were epefirby means of IRH-NMR, 2*C-NMR,
Mass spectral and Elemental analysis. These condisouare screened for the analgesic activity
by tail-immersion method and also for anti-inflantorg activity by carrageenan induced paw
oedema method in rats at a dose of 100 mg/kg badghiv Among the tested compound 3-(4-
methylbenzylideneamino)-2-methyl quinazolin-4-(3bf)e (4f) exhibited better analgesic
activity when compared to standard pentazocine. @utvelve synthesized compounds 3-(4-
hydroxybenzylideneamino)-2-methyl quinazolin-4-(3tt)e (4g) exhibited better anti-
inflammatory activity when compared to standardomeéthacin. From the above results it may
concluded that compounds containing electron dogajroups exhibits better analgesic activity
than electron withdrawing groups. The substitutednyl ring at &' position in the synthesized
compounds was found to possess promising antiAmfiatory activity than unsubstituted phenyl
ring.

Key words. 3-amino-2-methyl quinazolin-4-(3H)-one, schiff dga analgesic and anti-
inflammatory.
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INTRODUCTION

Quinazolin-4-(3H)-ones reported to possess a waaige of biological activities such as anti-
microbial [1-7], analgesic [8,9], anti-inflammatof{0], anti-convulsant [11,12], anti-cancer
[13,14], anti-tubercular [15,16], anti-malarial JL7anti-viral [18,19] and anti-helmintic [20]
activities. Quinazolin 4-(3H)-ones with substitutiat 3¢ position has been reported to be
associated with antimicrobial properties [21,22heTvarious substituent at®3osition of the
guinazolin-4(3H)-one which were reported, are vasisubstituted phenyl ring moieties [23-25],
bridged phenyl rings [26,27], heterocyclic ring8,[29] and aliphatic system [30,31]. In addition,
In general schiff bases and presence of pharmaceglike —NQ, phenolic OH, -Cl, -Ckland —
OCH; are reported to possess analgesic and anti-infetorgnactivities. These observation led
to the conception that a novel series of Schifebasf 3-amino-2-methyl quinazolin-4-(3H)-ones
4a-4l were synthesized using different aromatic aldebyle condensation and their chemical
structure were confirmed by IRH-NMR, *C-NMR, Mass spectral and Elemental analysis. All
the synthesized compounds were screened for thalgesic activity by tail-immersion method
in mice using pentazocine (10 mg/kg) as a standaung. In addition, all the title compounds
were also evaluated for anti-inflammatory activity carrageenan-induced paw oedema method
in rats using indomethacin (10 mg/kg) as a standaxd.

MATERIALSAND METHODS

The melting points were taken in open capillaryetaimd are uncorrected. The IR spectra of the
compounds were recorded on ABB Bomem FT-IR speatemMB 104 with KBr pellets. The
'H (300 MHz) and™®C-NMR (300 MHz) spectra were recorded on a Bruk&® MR
spectrometer (with TMS fotH and CDC} for *°C as internal references). Mass spectra were
recorded on Shimadzu GC MS QP 5000. Microanalysese vobtained with an elemental
Analyses system GmbH VarioEL V300 element analyZéwe purity of the compounds was
checked by TLC on pre-coated Si@el (HRs4 200 mesh) aluminium plates (E Merk) using
ethyl acetate: n-hexane (20:80) and visualized\incbamber. The reagent grade chemicals were
purchased from the commercial sources and purlieceither distillation or recrystallisation
before use.

Chemistry

In the present study anthranilic acldwas treated with acetic anhydride to form 2-methyl
benzoxazin-4-on2 which further reacted with hydrazine hydrate re=iiinto 3-amino-2-methyl
guinazolin-4-(3H)-ones3. The compound3 was subjected to react with various aromatic
aldehydes in presence of ethanol as a solventto $chiff bases.

General method of synthesis (4a-4l)

The 3-amino 2-methyl quinazolin-4(3H)-oBavas prepared according to reported literature [1].
Equimolar quantities (0.01 mol) of 3-amino 2-metlgdinazolin 4-(3H)-one and aromatic
aldehydes were dissolved in 20 ml of ethanol afidxed for 8 hrs, then kept aside for 3 days,
the product which separated out was filtered, daied recrystallised from absolute ethanol.

Phar macological screening

Animals

The animals used in the present study such as siigs mice weighing 20-25 gm and wistar
rats weighing 150-200 gm were procured from C.LdBdietha College of Pharmacy, Chennai,
India. Animals were maintained in colony cages &+2C, relative humidity of 45-55%,
maintained under 12 h light and dark cycle and viedewith standard animal feed and waddr
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libitum. Animals were maintained under standard conditionan animal house approved by
committee for the purpose of control and supemisio experiments on animals (CPCSEA).
Institutional Animal Ethics Committee approved #xperimental protocol. The entire animals
were acclimatized for a week before use.

Acute toxicity studies

Acute toxicity test was performed for the entirentbyesized compound to ascertain thesd.D
values as per OECD guidelines [32]. The experimialise was selected between the minimum
effective dose and maximal non lethal dose.

Analgesic activity (Tail immersion method in mice)

The analgesic activity [33] was determined by ii@iersion method. Swiss mice (n=6) of either
sex selected by random sampling technique wasfosd¢de study. Pentazocine at the dose of 10
mg/kg (i.p.) was administered as standard drugctomparison. The test compounds at 100
mg/kg dose level were administered orally. The afsnwere held in position by a suitable
restrainer with the tail extending out and the ¢ap to 5 cm) was taken, dipped in a beaker of
water maintained at 558.5°C. The time in sec taken to withdraw the tail dg@ut of water
was taken as the reaction time. The first readihgn{n) was taken immediately after the
administration of the test compound and subsequeadtion time was recorded at 30, 60, 120
and 180 min after the administration of compourgut off point of 15 sec was observed to
prevent the tail damage. The percentage analgesiigtya was calculated using the following
formula and the results are presented in table 1.

PAA = [(T>-T1)/T2] X 100

Where, T and T is the reactiontime (in sec) before and after treatment respéegtive
PAA is the percentage analgesic activity.

Anti-inflammatory activity (carrageenan- induced paw oedema method in rats)
Anti-inflammatory activity [34] was performed byrcageenan- induced paw oedema method in
rats. Indomethacin (10 mg/kg, i.p) was administeas standard drug for comparison. The
synthesized compounds were administered at 100gmgke level were administered orally 30
min prior to the administration of 0.1 ml/kg bodgwmht of carrageenan in saline (1% w\v) into
the lateral malleolus of the sub-planter regiontted left hind paw. The paw volumes were
measured using the mercury displacement techniqitle twe help of a plethysmograph
immediately before and 30 min, 1, 2 and 3 h aft@rageenan injection. The percentage
inhibition of paw odema was calculated by using tbkkowing formula and the results are
depicted in table 2.

% protection = [(Control-Test)/Control] X 100

RESULTSAND DISCUSSION

Chemistry
IR, *H-NMR,*C-NMR, Mass spectra and Elemental analysis wersistamt with the assigned
structures.
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3-Amino 2-methyl quinazolin-4(3H)-one (3)

Yield: 73%; m.p.141-143 °C; IR (KBr, ch): 3030 (Ar-CH), 2927 (CH in C), 1716 (C=0),
1464 (C=C), 1332 (N-H)'H-NMR (CDCk) &: 7.41-7.82 (m, 4H:; §Cs,Cr,Cs,Ar-H), 1.94 (s,
2H; -NH,), 0.97 (s, 3H; -Ch). *C-NMR (CDCEk) &: 164.2 (G), 161.7 (G), 133.6 (G), 128.2
(Cs), 127.6 (G), 122.3 (G), 18.9 (-(H3). EI-MS m/z (M+): 175 (Calcd for §8gNsO; 175.18).
Anal. Calcd for GHgN3O; C, 61.70; H, 5.18; N, 23.99. Found: C, 61.655H8; N, 23.88.

3-(Benzylideneamino)-2-methyl quinazolin-4-(3H)-one (4a)

Pale yellow crystal; Yield: 80%: m.p. 153-155 °®; (KBr, cni'): 3018 (Ar-CH), 2920 (CH in
CHs), 1720 (C=0), 1510 (C=N), 1460 (C=CH-NMR (CDCk) &: 8.05 (s, 1H; -N=CH), 7.19-
7.88 (m, 9H; G,Cs,C7,Cs,C»,Cs,Cu,Cs,Cs,Ar-H), 0.86 (s, 3H; G, -CHs). **C-NMR (CDCE) &:
164.2 (G), 160.1 (G), 143.3 (-N=C-), 133.3 (G), 131.4 (@), 129.4 (G & C¢), 128.9 (G &
Cs), 128.6 (G), 127.1 (G), 19.8 (-GH3). EI-MS m/z (M+): 263 (Calcd for gH13N30; 263.29).
Anal. Calcd for GeH13N30; C, 72.99; H, 4.98; N, 15.96. Found: C, 72.954196; N, 15.92.

3-(4-M ethoxybenzylideneamino)-2-methyl quinazolin-4-(3H)-one (4b)

Cream solid; Yield: 72%; m.p. 191-194 °C; IR (KBm™): 3046 (Ar-CH), 2912 (CH in Ch),
1724 (C=0), 1514 (C=N), 1462 (C=C), 1124 (C-&):NMR (CDCk) &: 8.07 (s, 1H; -N=CH),
6.81-7.92 (m, 8H; §Cs,C7,Cs,Cr,C3,Cs,Csr,Ar-H), 3.70 (s, 3H; -OCH), 0.79 (s, 3H; -Ch).
¥C-NMR (CDCEk) &: 163.9 (G), 160.2 (G),143.2 (-N=G4-), 133.2 (G), 163.1 (G), 130.1 (G
& Cg), 128.6 (G), 127.3 (@), 126.2 (G), 122.2 (@), 114.3 (G &Cs), 55.6 (-O®3), 20.2 (-
CH3). EI-MS m/z (M+): 293 (Calcd for GH1sN30,. 293.31). Anal. Calcd for GH1sN3O,. C,
69.61; H, 5.15; N, 14.33. Found: C, 69.58; H, 5M414.28.

3-(2-Hydr oxybenzylideneamino)-2-methyl quinazolin-4-(3H)-one (4c)

Pale yellow solid; Yield: 66%; m.p. 173-175 °C; (RBr, cmi): 3040 (Ar-CH), 2915 (CH in
CHs), 1722 (C=0), 1514 (C=N), 1457 (C=C) 1350,1205FC*H-NMR (CDCk) &: 7.99 (s, 1H:;
-N=CH-), 6.78-7.88 (m, 8H; §Cs,C7,Cs,C3,Cs,Cs,Cs,Ar-H), 5.41 (s, 1H; Ar-Obj 0.82 (s, 3H;
-CHs). *C-NMR (CDC}) &: 163.4 (G), 164.5 (G) 160.6 (G), 142.9 (-N=G-), 133.7 (G),
132.2 (G), 130.3 (G), 128.6 (@), 127.4 (@), 122.1 (@), 121.3 (G), 118.2 (G), 116.2 (@),
20.1 (-Hjz). EI-MS m/z (M+): 279 (Calcd for £gH13N3O,; 279.29). Anal. Calcd for
Ci16H13N30z; C, 68.81; H, 4.69; N, 15.05. Found: C, 68.794161; N, 15.01.

3-(4-N,N-dimethylaminobenzylideneamino)-2-methyl quinazolin-4-(3H)-one (4d)

Bright yellow crystal; Yield: 68%; m.p. 187-190 °® (KBr, cmi‘): 3032 (Ar-CH), 2920 (CH in
CHs), 1720 (C=0), 1518 (C=N), 1453 (C=CH-NMR (CDCk) &: 8.02 (s, 1H; -N=CH), 6.75-
7.89 (m, 8H; ,Cs,C7,Cs,Co,Cs,Cs,Ce, Ar-H), 2.86 (s, 6H; -N-(CH),), 0.82 (s, 3H; -Ch). **C-
NMR (CDCk) &: 163.4 (G), 159.2 (G) 151.2 (G), 142.2 (-N=G4-), 133.6 (G), 130.3 (G
&Cyg), 128.6 (G), 127.6 (G), 123.2 (G), 122.3 (@), 113.8 (G & Cs), 55.6 (-O®3), 20.1 (-
CHj3). EI-MS m/z (M+): 306 (Calcd for £gH1gN4O; 306.36). Anal. Calcd for gH1gN4O; C,
70.57; H, 5.92; N, 18.29. Found: C, 70.48; H, 519418.31.

3-(3-Nitrobenzylideneamino)-2-methyl quinazolin-4-(3H)-one (4e)

Cream solid; Yield: 65%; m.p. 190-194 °C; IR (KBm™): 3017 (Ar-CH), 2922 (CH in C),
1715 (C=0), 1524 (C=N), 1522 and 1335 (N=0), 1458¢). 'H-NMR (CDClk) &: 8.09 (s, 1H:;
-N=CH-), 7.41-7.92(m, 7H; €CsC7,Cs,Cs,Cs,Cs,Ar-H), 0.92 (s, 3H; -Ch). “C-NMR
(CDCl3) 8: 163.9 (G), 159.8 (Q), 148.6 (G), 143.1 (-N=-), 134.3 (G), 135.3 (&), 133.6
(C7), 129.8 (@), 128.8 (G), 127.4 (G), 124.2 (@), 123.2 (@), 122.4 (G), 20.3 (-(H3). EI-MS
m/z (M+): 308 (Calcd for €H1,N4Os3; 308.29). Anal. Calcd for £H12N4Os3; C, 62.33; H, 3.92;
N, 18.17. Found: C, 62.31; H, 3.83; N, 18.14.
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3-(4-M ethylbenzylideneamino)-2-methyl quinazolin-4-(3H)-one (4f)

Cream crystal; Yield: 76%; m.p. 164-166 °C; IR (KBm'): 3041 (Ar-CH), 2926 (CH in Ch)
1718 (C=0), 1522 (C=N), 1448 (C=CH-NMR (CDCk) &: 8.12 (s, 1H; -N=CH), 7.09-7.81
(m, 8H; G;,Cs,C7,Cs,C2,Cs,Cs,Co,Ar-H), 2.36 (s, 3H; -Ch), 0.92 (s, 3H; -Ch). *C-NMR
(CDCl) &: 164.2 (G), 160.3 (G), 143.1 (-N=C-), 133.8 (G), 130.8 (G), 1294 (G & Cs),
129.1 (G & C¢), 128.6 (G), 127.4 (G), 122.6 (G), 24.3 (-CH3), 20.3 (AH3). EI-MS m/z (M+):
277 (Calcd for GHisN3O; 277.32). Anal. Calcd for £H1sN3O; C, 73.63; H, 5.45; N, 15.15.
Found: C, 73.53; H, 5.41; N, 15.14.

3-(4-Hydr oxybenzylideneamino)-2-methyl quinazolin-4-(3H)-one (4g)

Pale yellow crystal; Yield: 77%: m.p. 210-214 °®, (KBr, cni'): 3024 (Ar-CH), 2924 (CH in
CHs), 1722 (C=0), 1514 (C=N), 1454 (C=C), 1355 and8L20-0). H-NMR (CDCLk) &: 7.99

(s, 1H; -N=CH), 6.82-7.88 (m, 8H; £Cs,C7,Cs,C»,C3,Cs,Cs,Ar-H), 5.44 (s, 1H; Ar-Obj, 0.88

(s, 3H; -CH). "*C-NMR (CDCEk) &: 165.1 (G), 160.4 (G), 159.2 (G), 144.2 (-N=CH-), 134.2
(C7), 130.5 (G & C¢), 129.2 (@), 127.4 (G), 122.8 (@), 115.6 (G & Cs), 20.1 (-CHs3). EI-MS

m/z (M+): 279 (Calcd for €H13N30,; 279.29). Anal. Calcd for £H13N30,: C, 68.81; H, 4.69;
N, 15.05. Found: C, 68.79; H, 4.64; N, 15.07.

3-(4-Chlor obenzylideneamino)-2-methyl quinazolin-4-(3H)-one (4h)

Pale yellow powder; Yield: 74%; m.p. 259-263 °C;(lBr, cm): 3036 (Ar-CH), 2932 (CH in
CHs), 1726 (C=0), 1520 (C=N), 1446 (C=C), 729 (C-CH-NMR (CDCk) &: 8.12 (s, 1H; -
N=CH-), 6.91-7.82 (m, 8H; §Cs,C7,Cs,Cx,Cs,Cs,Cs,Ar-H), 0.92 (s, 3H; -Ch). *C-NMR
(CDCl3) 6: 163.4 (G), 160.8 (G), 144.2 (-N=-), 136.2 (@), 133.4 (G), 132.5 (G), 130.8
(C2 & Cp), 129.2 (G & Cs), 128.6 (@), 126.9 (G), 122.4 (G), 19.8 (-CH3). EI-MS m/z (M+):
297 (Calcd for @H12CIN3O; 297.73). Anal. Calcd for H12CIN3O; C, 64.54; H, 4.06; N,
14.91. Found: C, 64.50; H, 4.01; N, 14.81.

3-(4-Nitrobenzylideneamino)-2-methyl quinazolin-4-(3H)-one (4i)

Yellow crystal; Yield: 75%; m.p. 222-225 °C; IR (KBcni'): 3048 (Ar-CH), 2926 (CH in C#),
1715 (C=0), 1524 (C=N), 1518 and 1342 (N=0), 145ZL *H-NMR (CDCk) &: 8.12 (s, 1H; -
N=CH-), 7.35-7.99 (m, 8H; £Cs,C7,Cs,C»,Cs,Cs,Cs,Ar-H), 0.82 (s, 3H; -Ch). *C-NMR
(CDCl) 6: 165.2 (G), 161.2 (G), 150.2 (G), 143.2 (-N=C4-), 140.1 (@), 134.0 (G), 129.4
(Cx & Cq), 128.9(G), 127.6 (@), 122.6 (@), 121.2 (G & Cs), 0.92 (-tH3). EI-MS m/z (M+):
308 (Calcd for GH12N4O3; 308.29). Anal. Caled for £H12N4O3; C, 62.33; H, 3.92; N, 18.17.
Found: C, 62.22; H, 3.94; N, 18.21.

3-(3,4,5,-Trimethoxybenzylideneamino)-2-methyl quinazolin-4-(3H)-one (4j)

Bright yellow powder; Yield: 70%; m.p. 261-264 °[R (KBr, cm): 3024 (Ar-CH), 2922 (CH
in CHg), 1724 (C=0), 1514 (C=N), 1463 (C=C), 1132 (C-tB):NMR (CDCk) &: 8.10 (s, 1H; -
N=CH-), 7.38-7.92 (m, 4H; £C;,C7,Cs,Ar-H), 6.61 (s, 1H; @,Ar-H), 6.64 (s, 1H; G,Ar-H),
3.82 (s, 9H; [OCHl3), 0.91 (s, 3H; -Ch). **C-NMR (CDCE) &: 164.5 (G), 160.2 (G), 150.8
(Cs & Cs), 143.3 (-N=®-), 141.9 (G), 135.2 (G), 129.9 (G), 128.2(G'), 127.6 (G), 122.6
(Cg), 107.1 (G & Cg), 56.5 (-OQH3), 21.2 (-(H3). EI-MS m/z (M+): 353 (Calcd for
C19H19N304; 353.37). Anal. Calcd for gH19N304; C, 64.58; H, 5.42; N, 11.89. Found: C, 64.49;
H, 5.38; N, 11.85.

3-(4-Hydr oxy-3-methoxybenzylideneamino)-2-methylquinazolin-4-(3H)-one (4k)

Cream solid; Yield: 65%; m.p. 122-124 °C; IR (KBm™): 3032 (Ar-CH), 2925 (CH in Ch),
1722 (C=0), 1518 (C=N), 1455 (C=C), 1352 and 12D&). '*H-NMR (CDCk) &: 7.92 (s, 1H:; -
N=CH-), 7.42-7.82 (m, 4H; £Cs,C7,Cs,Ar-H), 7.10 (s, 1H; Ar-H), 6.66-6.69 (d, J=6.7 HZs,
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Ar-H), 7.01-7.05 (d, J=5.8 Hz;C Ar-H), 5.12 (s, 1H; Ar-OH), 3.90 (s, 3H; -OGH 0.92 (s,
3H; -CH). **C-NMR (CDCE) &: 165.1 (G), 161.0 (G), 151.2 (G), 148.2 (G ), 143.4 (-N=CH-
), 133.6 (G), 128.6 (G), 127.6 (G), 127.4(G'), 122.9 (G), 122.6 (G), 56.2 (-O®3), 20.2 (-
CHj3). EI-MS m/z (M+): 309 (Calcd for GH15N303; 309.31). Anal. Calcd for GH1sN3O3; C,
66.01; H, 4.89; N, 13.58. Found: C, 66.06; H, 4N313.62.

3-(3-Phenylallylideneamino)-2-methyl quinazolin-4-(3H)-one (4l)

Lemon yellow crystal; Yield: 75%; m.p. 155-157 & (KBr, cm™): 3019 (Ar-CH), 2916 (CH
in CHs), 1728 (C=0), 1512 (C=N), 1458 (C=CH-NMR (CDCk) &: 7.61 (s, 1H; -N=CH),

7.14-7.88 (m, 9H; €Cs,C;,Cg,Cr,C5,Cy,Cs CoAr-H), 6.59-6.62 (d, 1H; J=7.2 Hz; ¢Hs-

CH=CH-), 5.61-5.63 (d, 1H; J=6.5 Hzlds-CH=CH-), 0.92 (s, 3H; -Ch). *C-NMR (CDC})

5. 164.2 (G), 160.6 (G), 139.2 (GHs-CH=CH-) 137.6 (-N=Ei-), 135.2 (G), 134.6 (G), 128.8
(Cs), 128.6 (G &Cs), 128.1 (G), 127.6 (@), 126.6 (C2' & C6’), 126.3 (6Hs-CH=CH-), 20.2
(-CHg). EI-MS m/z (M+): 289(Calcd for gH1sN30; 289.33). Anal. Calcd for £gH1sN30; C,

74.72; H, 5.23; N, 14.52. Found: C, 74.36; H, 519814.38.

Phar macological screening

Synthesized compounds were evaluated for analgesicity by tail-immersion method. The
activity was studied at 100 mg/kg b.w. (p.o) aneirtieffects were measured at the time interval
of 30, 60, 120 and 180 min. Most of the synthesieeshpounds showed significant analgesic
activity. Highest analgesic activity was observad130 min for all the compounds. When
compared with standard drug (Pentazocin, 10 mgikgthe compoundf exhibited comparable
analgesic activity at 100 mg/kg b.w. Compourtts and 4g exhibited moderate analgesic
activity. Among the compounds synthesized compodindxhibited lowest analgesic activity.
From the above results it may concluded that com@sicontaining electron donating groups
exhibits better analgesic activity than electrothaawing groups.

Anti-inflammatory activity of the synthesized comypuais was evaluated by carrageenan induced
rat paw oedema method. The activity was studietD@tmg/kg b.w, p.o. and their effects were
measured at 30, 60, 120 and 180 min. Mild to gaudiaflammatory activity was observed for
all the synthesized compounds. All compounds esduabhighest activity at 120 min. Among the
test compounds, when compared with Indomethacin ¢h@/kg, i.p) 3-(4-hydroxy
benzylideneamino)-2-methyl quinazoline-4(3H)-odg exhibited better anti-inflammatory
activity. Compoundsid and 4f exhibited moderate anti-inflammatory activity. Caropd 4a
showed the least activity among the synthesizedpooimds. The substituted phenyl ring 4 3
position in the synthesized compounds was founddssess promising anti-inflammatory
activity than unsubstituted phenyl ring.
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Scheme 1. Synthesis of schiff bases of 3-amino-2-methyl quinazolin-4(3H)-one
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Table-1. Analgesic activity of the synthesized compounds

DOSE Omin 30 min 60 min 120 min 180 min
COMPOUNDS /K MEAN + MEAN + MEAN + MEAN + MEAN +
(mgko) SEM sem ~ | PAA seEm ~ | PAA sem | PAA SEM PAA
4a 100 3.500.34 7.500.56* | 53.33| 8.008.45* | 56.25 8.338.42* | 57.98 6.706.03* 47.76
4b 100 3.170.17 6.330.42* | 49.92| 7.508.43* | 57.73 7.836.40* | 59.51 6.008.52* 47.16
4c 100 3.830.40 6.500.43* | 41.07| 7.678.33* | 50.06 8.338.42* | 54.02 6.176.31* 37.92
4d 100 3.830.40 | 6.830.31* | 43.92 | 9.3398.56* | 58.94 | 9.678.33** | 60.39 | 6.500.34** | 41.07
de 100 3.500.34 | 5.670.33"° | 38.27| 7.178.40* | 51.18 8.338.42* | 57.98 6.676.42* 47.52
4f 100 3.170.17 7.670.61* | 58.67| 8.508.34* | 62.70 | 11.678.67** | 72.83 | 10.170.48* | 68.82
4g 100 3.670.33 7.330.42* | 49.93| 7.838.70* | 53.12 | 9.838.40** | 62.66 | 7.8389.48** | 53.12
4h 100 3.6790.33 | 7.330.21"° | 49.93| 8.339.42"° | 55.94 7.670.42* | 56.06| 5.008.26** | 26.60
4i 100 3.830.40 6.000.52* | 36.16| 6.338.61* | 39.49 7.330.49* | 47.14| 5.83@.42** | 34.31
4 100 3.670.33 6.330.49* | 42.02| 7.678.49* | 52.15 7.830.47* | 53.12 6.830.48* 46.26
4k 100 4.179.31 7.170.48* | 41.84| 7.838.60* | 46.74 | 9.176.31* | 5452 | 6.830.48** | 38.94
4 100 4.000.37 | 6.330.42%° | 36.80 | 7.500.67° | 46.66 8.330.56* | 51.98| 6.678.42** | 40.02
Pentazocine 10 3.330.21 | 9.830.48* | 66.12 | 11.500.62** | 71.04 | 14.000.37* | 76.21 | 12.670.42* | 73.71

Data represent Mean + S.E.M (Standard Error Mear) §); *p < 0.05; **p < 0.01; ***p <
0.001; NS (Non significant); PAA (Percentage ansilgactivity)
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Table-2. Anti-inflammatory activity of the synthesized compounds

COMPOUND DO?kE 30 min 60 min 120 min 180 min
S (mglkg MEAN+SEM | % MEAN+SEM | % MEAN+SEM | % MEAN+SEM | %

)
4a 100 0.717_{-).01'\1S 0.82 0.8036.01* 11.07 0.9938.01* 31.18 | 0.7738.02* 27.95
4b 100 0.6670€.01* 7.74 0.7406.01* 18.05 0.9138.01* 36.72 | 0.8538.02* 20.50
4c 100 0.6036.02* 16.59 0.6538.02** 27.68 0.8076.03** 44.07 | 0.7008.01** 34.76
4d 100 0.617€.03* 14.66 0.6876.01** 23.92 0.8136.01** 43.65 | 0.6076.02** 43.42
4e 100 0.6506.02* 10.09 0.7778.02* 13.95 0.9038.02* 37.42 | 0.7538.01** 29.82
4f 100 0.5876.02* 18.81 0.7078.02* 21.70 0.8438.02** 41.58 | 0.6878.02** 35.97
49 100 0.6170.02* 14.66 0.6638.01** 26.57 0.777®.02** 46.15 | 0.6436.01** 40.07
4h 100 0.6676.01* 7.74 0.7208.01** 20.26 0.8876.02* 38.53 | 0.7608.02* 29.17
4 100 0.6670€.02* 7.74 0.7408.02* 18.05 0.9276.02** 35.75 | 0.8106.02** 24.01
4 100 0.6706.01* 7.33 0.7638.01* 15.50 0.9108.02* 36.93 | 0.7838.01* 27.02
4k 100 0.717€.01* 0.82 0.7876.01* 12.84 0.8838.01* 38.8 0.7436.02** 30.75
4 100 0.703€.01* 2.76 0.8176.01* 952 0.9406.01* 34.85 | 0.7538.02* 29.20
Indomethacin 10 0.52®t02** 27.66 0.5836.02** 35.43 0.6676.02** 53.77 | 0.5406.02** 49.67
Control - 0.7236.01 - 0.9036.02 - 1.4436.03 - 1.0736.03 -

Data represent Mean + S.E.M (Standard Error Mearg 6); *p < 0.05; **p < 0.01; ***p <
0.001; NS (Non significant); % (Percentage redurctboedema)
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CONCLUSION

In conclusion, the present study highlights theongnce of aromatic imino substitution at
3 position of the quinazolin-4(3H)-one ring featunesponsible for the analgesic, anti-
inflammatory activity and therefore may serves dsaa molecule to obtain clinically useful
novel entities in the new millennium.
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