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ABSTRACT

A series of substituted N,2-diphenylquinazolin-4reas were synthesized by cyclization of methylrantlate and
various substituted benzamide giving correspondtaghenylquinazolinone followed by replacement dbrie
oxygen with various aryl amino group via chlorirmati gateway to afford title compounds. The homodgraid
purity of compound was ascertained by Physical wonsdetermination and chromatographic methods. The
structure of the synthesized derivative was furtt@firmed by spectral (FTIR, NMR, MS) and elenlgi@aH, N)
analysis. These synthesized compounds were scrégratti-inflammatory and analgesic activities mgj Rat paw
edema method and Hot plate method respectivelycotipounds showed average to better activity woempared
with Diclofenac and Tramadol respectively as stadda

Keywords. quinazoline, aniline, analgesic, anti-inflammgtanticonvulsant activity.

INTRODUCTION:

Quinazoline is one of the most frequently repotteterocyclic compound in medicinal chemistry, whpzbssess
diverse biological activities like antineoplasti€}], anti-inflammatory, analgesic[4-8], antihistamai9],

antihypertensive[10], cardiac stimulant activity[Lantimalarial[12], anticonvulsant[13-15], antimibial[16-18],

etc. Aniline derivatives also exhibit some simiat of activities such as antimicrobial, analgesitij-inflammatory
and anticonvulsant activity.[19, 20]

It has been showed that’ and4™ position of quinazoline plays a very crucial rateexhibiting pharmacological
activity. In present investigation, we planned doget these positions for substitution of certaitkier groups. As
phenyl and aniline derivative gives good promigiegults earlier. Therefore later two moieties waubstituted on
respective2™ and4™ positions. Quinazoline was prepared by condensatfanethyl anthranilate and benzamides.
The structuresRigure-1) were confirmed by IR HNMR, mass spectra and elemental analysis. Thespaands
were screened for analgesic and anti-inflammatativity using hot plate method and rat paw edemahow
respectively.
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NH

N,2-Diphenyl-3,4-dihydroquinazolin-4-amine derivativ
MATERIALSAND METHODS

Chemistry:

The chemicals used in the present work were ARegyatl LR grade, purchased from Loba, Merck andefFish
scientific fine chemicals. The synthesized compsuwere scaled for yield and purified by recrystallion with
suitable solvent system. The purified compoundsvessigned for physical constant determination ceased out
by open capillary method using LABHOSP melting pa@pparatus and recorded without correction. Thetires
were further confirmed by elemental(C,H,N) and $@analysis like Infrared spectroscopy, Nucleaagmetic
resonance spectroscopy and mass spectroscopychieatic representation of preparation of title poomd was
highlighted inScheme 1 and general procedures are as follows.

Schemel: Schematic representation Nf2-Diphenyl-3,4-dihydroquinazolin-4-amine
derivative preparation
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N, 2-Diphenyl-3,4-dihydroquinazolin-4-amine 4-Chloro-2-phenyl-3,4-dihydroquinazoline
derivatives (5a-u) derivatives (4a-d)

General Procedure:

1. Synthesis of 2-Phenylquinazoline-4(3H)-one dena@a-d):

A mixture of anthranilic acid (0.01 mol) with vatie benzamides (0.01 mol) was refluxed in ethanoafprox. 90
minutes and cooled. The resultant mixture was acbatith aqueous solution of sodium bicarbonate rien to
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dissolve the unreacted acid (ensure this comples®ldition by cessation of carbondioxide effervesed. The solid
separated was washed with water, dried and redigsthwith ethanol as a white crystalline mass.

2. Synthesis of 4-Chloro-2-Phenylquinazoline derivatéia-d):

The equimolar quantity ada-d, N, N-dimethylaniline and phosphorous pentachlofid®e taken in dry benzene
and refluxed in for 3 hrs. The reaction mixture waen cooled and filtered. The filtrate was diluteith
benzene(30ml) then washed with 20% sodium hydroswlation finally with water and dried over magnesi
sulphate, the final organic layer get evaporatdu final product was recrystallized in heptane.

3. Synthesis of N,2-Diphenylquinazolin-4-amine denirsgi5a-u):

A mixture of4a-d (0.5 mol) and substituted aniline was taken in 98%anol and refluxed for approx. 1.5 to 3.0
hrs. The reaction mixture was poured in a blendGff ml ice cold water with 20 ml of concentrateditochloric
acid followed by vigorous continuous stirring ggavae white colored precipitate. Solvent methano$ waed for
recrystallization.

The physicochemical characterization, elementalspedtral analysis data was given below.

N,2-Diphenyl-3,4-dihydroquinazolin-4-amine (5a):

%Yield: 87; M.P.:151-152°C, £HisNs; Elemental analysisCalc. C(80.78%) H(5.08%) N(14.13%)Dbs:
C(80.70%) H(4.99%) N(14.18%YHNMR(CDCls) dppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NB)p4 (s,
methine), 4.0 (s, Ar C-NH), 6.43-7.04 (q, Ar-H ofPhenyl), 7.29-7.62 (m, benzylidenimine); Mass (M&®/z)):
[M]:297.

N-(p-Chlorophenyl)-2-phenyl-3,4-dihydroquinazolin-4-amine (5b): % Yield: 82; M.P.:158-159°C; £H14CINs;
Elemental analysisCalc.. C(72.40%) H(4.25%) CI(10.69%) N(12.66%)bs: C(72.51%) H(4.29%)CI(10.75%)
N(12.78%);'HNMR (CDCL) éppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NB))4 (s, methine), 4.0 (s, Ar C-
NH), 6.37-7.05 (q, Ar-H of 2-Phenyl), 7.29-7.62 (benzyliden-imine); Mass (Mass (m/z)): [M+]:331

N-(p-Bromophenyl)-2-phenyl-3,4-dihydroquinazolin-4-amine (5¢): % Yield: 78; M.P.:159-160°C; £H1,BrNs;
Elemental analysisCalc.. C(63.84%) H(3.75%) Br(21.24%) N(11.17%)ps. C(63.54%) H(3.85%) Br(21.22%)
N(11.14%);'"HNMR(CDCL;) 8ppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NB)p4 (s, methine), 4.0 (s, Ar C-
NH), 6.32-7.21 (q, Ar-H of 2-Phenyl), 7.29-7.62 (b&nzyliden-imine); Mass (Mass (m/z)): [M+]:375

4-[(2-Phenyl-3,4-dihydroquinazolin-4-yl)amino] phenol (5d):

% Yield: 65; M.P.:177-178°C; £H:sN3O; Elemental analysisalc. C(76.66%) H(4.82%) N(13.41%) O(5.11%),
Obs: C(76.80%) H(4.66%) N(13.51%) O(5.01%HNMR(CDCL) sppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec.
NH), 5.04 (s, methine), 4.0 (s, Ar C-NH), 6.26-6(8{1 Ar-H of 2-Phenyl), 7.29-7.62 (m, benzylidenia), 5.0(s,
Ar C-OH); Mass (m/z): [M]:313

N-(p-Methoxyphenyl)-2-phenyl-3,4-dihydroquinazolin-4-amine (5€): % Yield: 79; M.P.:162-163°C; £H1;N30;
Elemental analysisCalc. C(77.04%) H(5.23%) N(12.84%) O(4.89%), Obs: C(49%:2 H(5.13%) N(12.73%)
0O(4.88%);"HNMR(CDCL;) 8ppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NB))4 (s, methine), 4.0 (s, Ar C-NH),
6.32-7.21 (q, Ar-H of 2-Phenyl), 7.29-7.62 (m, bdiden-imine), 3.83 (s, Ar OCHJ; Mass (m/z): [M]:327

N-(o-Methyl phenyl)-2-phenyl-3,4-dihydroquinazolin-4-amine (5f): % Yield: 82; M.P.:155-156°C; £H:/Ns;
Elemental analysiGalc.. C(81.00%)H(5.50%)N(13.49%)bs:C(82.02%)H(5.51%) N(13.84%JHNMR(CDCL)
dppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NB))4 (s, methine), 4.0 (s, Ar C-NH), 6.31-6.85 Ag;H of 2-
Phenyl), 7.29-7.62 (m, benzylidenimine), 2.35 (s CHs); Mass(Mass (m/z)): [M]:311

N-(0,p-Dimethyl phenyl)-2-phenyl-3,4-dihydroquinazolin-4-amine (5g): % Yield: 86; M.P.:163-165°C; £H1oNs3;
Elemental analysis,Calc: C(81.20%) H(5.89%) N(12.91%)0bs: C(81.18%) H(5.92%) N(12.90%);
"HNMR(CDCl;) 5ppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NB))4 (s, methine), 4.0 (s, Ar C-NH), 6.19-6.65
(t, Ar-H of 2-Phenyl), 7.29-7.62 (m, benzylidenirg)n2.35 (d, Ar OCHK); Mass (Mass (m/z)): [M]:325

2-(p-Methylphenyl)-N-phenyl-3,4-dihydroquinazolin-4-amine (5h): % Yield: 91; M.P.:152-154°C; £H;Ns;
Elemental analysis,Calc: C(81.00%) H(5.50%) N(13.49%),0bs: C(81.11%) H(5.56%) N(13.44%);
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"HNMR(CDCl;) sppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NB)4 (s, methine), 4.0 (s, Ar C-NH), 6.32-7.21
(g, Ar-H of 2-Phenyl), 6.58-7.50 (m, benzylidenimjn2.35 (s, Ar OCk); Mass (m/z): [M]:311

N-(p-Chlorophenyl)-2-(4-methylphenyl)-3,4-dihydroquinazolin-4-amine  (5i): %Yield:85; M.P.:182-183°C;
C.1H16CIN3; Elemental analysis, C(72.93%) H(4.66%) CI(10.25%(12.15%), Obs: C(72.97%) H(4.70%)
CI(10.22%) N(12.14%)*"HNMR(CDCL;) ppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NB))4 (s, methine), 4.0
(s, Ar C-NH), 6.32-7.21 (q, Ar-H of 2-Phenyl), 7:2%2 (m, benzylidenimine), 3.83 (s, Ar OgHMass (m/z):
[M]:345

N-(p-Bromophenyl)-2-(4-methyl phenyl)-3,4-dihydroquinazolin-4-amine (5j): % Yield: 78; M.P.:168-169°C;
Co1H16BrNs; Elemental analysisCalc.: C(64.63%) H(4.13%) Br(20.47%) N(10.77%9bs: (64.73%) H(4.23%)
Br(20.43%) N(10.81%)*HNMR(CDCl;) 8ppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NB)4 (s, methine), 4.0
(s, Ar C-NH), 6.32-7.21 (g, Ar-H of 2-Phenyl), 7:3%0 (g, benzyliden-imine), 2.35 (s, Ar-gHMass (m/z):
[M]:389

4-{[2-(4-Methylphenyl)-3,4-dihydroquinazolin-4-ylJamino} phenol (5k): % Yield: 93; M.P.:164-165°C;
C,1H17N30; Elemental analysisCalc.: C(77.04%) H(5.23%) N(12.84%) O(4.89%)bs: C(77.24%) H(5.27%)
N(12.89%) O(4.83%):HNMR(CDCls) ppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. N4 (s, methine), 4.0 (s,
Ar C-NH), 6.26-6.51 (q, Ar-H of 2-Phenyl), 7.09-0.%q, benzyliden-imine), 2.35 (s, Ar-GH5.0 (s, Ar-OH), Mass
(m/z): [M]:327

N-(p-Methoxyphenyl)-2-(p-methyl phenyl)-3,4-dihydrogquinazolin-4-amine (51): % Yield: 88; M.P.:155-156°C;
C2oH19N3O; Elemental analysisCalc: C(77.40%) H(5.61%) N(12.31%) O(4.69%€bs: C(77.45%) H(5.66%)
N(12.27%) O(4.74%)*HNMR(CDCl;) 8ppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NB))4 (s, methine), 4.0 (s,
Ar C-NH), 6.329-6.55 (q, Ar-H of 2-Phenyl), 7.09%0. (q, benzylidenimine), 2.35 (s, Ar-GH 3.73 (s, Ar-CH);
Mass (m/z): [M]:341

N-(o-Methyl phenyl)-2-(p-methylphenyl)-3,4-dihydroquinazolin-4-amine (5m): % Yield: 81; M.P.:152-153°C;
CooHigN3; Elemental analysisCalc: C(81.20%) H(5.89%) N(12.91%pbs: C(81.28%) H(5.85%) N(12.86%);
"HNMR(CDCls) 5ppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NB))4 (s, methine), 4.0 (s, Ar C-NH), 6.19-6.65
(q, Ar-H of 2-Phenyl), 7.09-7.50 (q, benzylidenim)n2.35 (t, Ar-CH); Mass (m/z): [M]:325

N-(0,p-Dimethyl phenyl)-2-(p-methyl phenyl)-3,4-dihydro-quina-zolin-4-amine (5n): % Yield: 87; M.P.:168-170°C;
Co3H21N3; Elemental analysisCalc: C(81.38%) H(6.24%) N(12.38%bs: C(81.35%) H(6.27%) N(12.41%);
"HNMR(CDCls) 5ppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NB))4 (s, methine), 4.0 (s, Ar C-NH), 6.19-6.65
(g, Ar-H of 2-Phenyl), 7.09-7.50 (g, benzylidenim)n6.58 (t, Ar-CH); Mass (m/z): [M]:339

2-(p-Bromophenyl)-N-phenyl-3,4-dihydroguinazolin-4-amine (50): % Yield: 76; M.P.:171-173°C; £gH4BrNs;
Elemental analysisZalc: C(63.84%) H(3.75%) Br(21.24%) N (11.17%)bs: C (63.89%) H (3.71%) Br (21.27%)
N(11.18%);*"HNMR(CDCl;) sppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NB)04 (s, methine), 4.0 (s, Ar C-
NH), 6.37-7.05 (q, Ar-H of 2-Phenyl), 7.46-7.51 fgnzylidenimine), 6.58 (s, C-N-); Mass (m/z): [B]6

2-(p-Bromophenyl)-N-(p-chlorophenyl)-3,4-dihydroquinazolin-4-amine  (5p) % Yield: 74; M.P.:187-189°C;
C,0H13BrCINs; Elemental analysisCalc. C(58.49%) H(3.19%) Br(19.46%) CI(8.63%) N(10.23%0bs:
C(58.51%) H(3.17%) Br(19.49%) CI(8.59%) N(10.25%NMR(CDCls) ppm: 7.1(q, Ar-H of quinazoline), 2.0(s,
sec. NH), 5.04 (s, methine), 4.0 (s, Ar C-NH), 673@5 (q, Ar-H of 2-Phenyl), 7.46-7.51 (q, benzglmine);
Mass (m/z): [M]:410

N,2-Bis(p-bromophenyl)-3,4-di hydr oguinazolin-4-amine (5q):

% Yield: 82; M.P.:184-185°C; fH.3Br.Ns;; Elemental analysisCalc. C(52.78%) H(2.88%) Br(35.11%)
N(9.23%)0Obs: C(52.73%) H(2.93%) Br(35.15%) N(9.27%HNMR(CDCL) sppm: 7.1(q, Ar-H of quinazoline),
2.0(s, sec. NH), 5.04 (s, methine), 4.0 (s, Ar C}N6132-7.21 (g, Ar-H of 2-Phenyl), 7.46-7.51 (egnzyliden-
imine); Mass (m/z): [M]:455

4-{[2-(4-Bromophenyl)-3,4-dihydroquinazolin-4-yllamino}phenol ~ (5r): % Yield: 74; M.P.:178-180°C;
C,0H14BrNsO; Elemental analysis, Cal.: C(61.24%) H(3.60%)2Br87%) N(10.71%) O(4.08%Dbs: C(61.28%)
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H(3.58%) Br(20.35%) N(10.73%) O(4.12%HNMR(CDCl;) sppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NH),
5.04 (s, methine), 4.0 (s, Ar C-NH), 6.26-6.51 AgsH of 2-Phenyl), 7.46-7.51 (g, benzylidenimin&)Q(s, Ar -
OH); Mass (m/z): [M]: 392.

2-(p-Bromophenyl)-N-(p-methoxyphenyl)-3,4-dihydroquinazolin-4-amine (5s) % Yield: 77; M.P.:181-182°C;
C,1H16BrN3O; Elemental analysi€alc.: C(62.08%) H(3.97%) Br(19.67%) N(10.34%) O(3.94%Mhs: C(62.13%)
H(3.93%) Br(19.65%) N(10.37%) O(3.91%HNMR(CDCL) sppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NH),
5.04 (s, methine), 4.0 (q, Ar C-NH), 6.32-6.55 Ag;H of 2-Phenyl), 7.46-7.51 (q, benzylidenimin)35 (s, Ar -
CHg); Mass (m/z): [M]:405

2-(p-Bromophenyl)-N-(o-methyl phenyl)-3,4-dihydroquinazolin-4-amine (5t): % Yield: 80; M.P.:176-178°C;
C,1H16BrNs; Elemental analysisCalc.: C(64.63%) H(4.13%) Br(20.47%) N(10.779%)bs: C(64.68%) H(4.16%)
Br(20.44%) N(10.77%)*HNMR(CDCL;) dppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NB))4 (s, methine), 4.0
(s, Ar C-NH), 6.31-6.84 (t, Ar-H of 2-Phenyl), 74651 (g, benzyliden-imine), 2.35 (s, Ar -QHMass (m/z):
[M]:390

2-(p-Bromophenyl)-N-(o,p-dimethyl phenyl)-3,4-dihydro-quina-zolin-4-amine (5u): % Yield: 93; M.P.:179-181°C;
C,,H1gBrNs; Elemental analysisCalc.: C(65.36%) H(4.49%) Br(19.76%) N(10.39%)bs: C(65.38%) H(4.52%)
Br(19.72%) N(10.35%)*HNMR(CDCL;) dppm: 7.1(q, Ar-H of quinazoline), 2.0(s, sec. NB))4 (s, methine), 4.0
(s, Ar C-NH), 6.19-6.65 (t, Ar-H of 2-Phenyl), 74651 (g, benzyliden-imine), 2.35 (d, Ar -@HMass (m/z):

[M]:403

Phar macology:

We have investigated anti-inflammatory and anatgestivity of N,2-diphenylquinazolin-4-aminderivatives by
carrageenan induced rat paw edema test and Ha Riathod using Diclofenac and Tramadol as a stdndar
respectively. The compound were suspended in 1%aaguCarboxyl Methyl Cellulose solution and adntérisd
orally to experimental animal.

Anti inflammatory activity [21]:

Carrageenan induced Rat Paw Edema Method:

Rats were divided in groups of six animals eacimakk was made on both the hind paws just belowilthe-tarsal
junction so that each time the paw could be dippethe mercury column of plethysmograph up to therkrto
ensure constant paw volume. To each group, exheptdntrol group, test compounds were administerally in a
dose level 50 mg/kg. The control group receivedeguivalent amount of vehicle only. One group reeeiv
Diclofenac (50 mg/kg). After one hour, carragee(@i mL, 1% w/v solution in saline) was injectedointhe sub
plantar tissue of the left hind paw of control abitlofenac-treated group as well. The same volumheatine
solution was injected into that of the right hinawpto serve as reference non-inflamed paw for coisga The
initial paw volume was measured immediately aftgedtion. The difference in paw volume, 3h afterrageenan
injection, was measured in control, standard, aedtéd groups. The percent reduction in paw volumas
calculated from the equation % anti-inflammatonf(s — n’)/n] 6100, where n was the average diffeeeiin
thickness between the left and the right hind p&eoatrol group and n’ was that of the test grofipats.

Analgesic activity [21]:

Hot Plate method:

Swiss albino mice of either sex were divided int@mty one different groups each containing six aémthe
animals were marked on tail individually. Food weathdrawn 12 h prior to drug administration tillropletion of
experiment. The animals were weighed and numbesptbpriately. To control group (0.3 mL) 2% v/v stidun of
Tween 80 was given by oral route and after o mid 80 min behavioral changes count. The jumping e
liking was noted o min, 90 min. The percentagehitiin in analgesic activity was evaluated using thllowing
formula.

%inhibition = 1- [latency before treatment/laterafter treatment ]x 100
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Table-1: Anti-inflammatory activity and gastric ulceration of compounds 5a-u

Swelling in thickness [x Zemm]®
Comp. Ulcer Index (% inhibition)
2 Hrs 3.5 Hrs
5a 0/6 12.4+1.02(40.39) 13.0+1.24(40.88)
5b 0/6 15.3+1.54(49.84) 16.4+1.68(51.57)
5c 0/6 13.6+2.12(44.30) 14.1+1.47(44.34)
5d 0/6 16.1+1.8 (52.44) 20.7+2.1 (63.1]1)
5e 0/6 9.40+0.1 (30.62 13.5+1.4 (41.1)
5f 0/6 15.6+ 1.2 (50.81) 19.8+1.8 (60.3]7)
59 0/6 13.9+2.4 (45.28 16.7+1.2 (50.91)
5h 1/6 11.9+1.2 (38.76 12.6+0.7 (38.41)
5i 0/6 20.2+1.4 (65.80)] 22.6+1.5 (68.90)
5j 0/6 12.7+1.8 (41.37)]  14.3£2.1 (43.60)
5k 1/6 13.6+2.8 (44.30 17.1+2.1 (52.13)
5| 0/6 11.5+2.1 (37.46) 16.2+1.4 (49.39)
5m 0/6 10.2+1.5 (33.22 13.1+ 2.0 (39.94)
5n 0/6 13.3+1.5 (43.32 12.4+1.6 (37.80D)
50 0/6 11.740.7 (38.11)  14.2+4.5 (43.29)
5p 0/6 12.5+0.2 (40.72 12.9+2.4 (39.33)
5q 0/6 20.5+3.5 (66.78 21.1+2.0 (64.38)
5r 1/6 8.6+1.7 (28.01) 12.1+2.3 (36.89)
5s 0/6 10.1+0.5 (32.90 13.1+1.4 (39.94)
5t 0/6 13.4+2.4 (43..65 13.7+4.0 (41.77)
5u 0/6 12.5+2.3 (40.72 13.4+2.1 (40.85)
Control 0/6 30.7 + 0.96 31.8+1.1
Standard 1/6 16.2+ 1.2 (52.77) 21.4+1.4 (65.24)

Note:Number of animals used, n=6, Dose 50 mg/Kg hegight, inhibition %=[1-(Vt/Vc) x 100] where V& imean relative change in paw
volume in test animals ND Vc is mean relative cleaingcontrol group. All the test compounds are sigant at P < 0.001 from the control.
(Two way ANOVA followed by Bonferroni post t8stiean+SD.

Table-2: Analgesic activity of compound 5a-u

Comp. o'\fjian Lategﬁfrs % Inhibition
5a 1.57+0.56| 3.48+0.1% 54.88+0.53
5b 1.77+0.43| 2.32+0.1 23.70+0.89
5c 1.28+0.28| 1.90+0.2 32.63+0.1P
5d 2.61+0.75| 4.90+0.7 46.50+0.244
5e 1.68+0.36| 3.10+0.8 48.63+0.51
5f 1.86+0.52| 2.90+0.19 35.86+0.8%
5g 2.89+0.15| 3.34+0.2 14.24+0.46
5h 1.49+0.46| 2.80+0.2] 36.00+0.7p
5i 1.15+0.24| 2.50+0.57 54.00+0.68
5j 2.32+0.16| 2.97+0.69 21.88+0.48
5k 1.72+0.38| 2.70+0.81 36.26+0.2p
5l 2.15+0.84| 3.2+0.74 31.87+0.47
5m 1.57+0.56| 3.48+0.11% 54.48+0.53
5n 1.77+0.4: | 3.32+0.1¢ | 46.68+0.8'

50 1.28+0.28| 2.5+0.23 48.80+0.1P

5p 2.61+0.75| 4.90+0.7 55.91+0.2¢4

5q 1.68+0.36| 2.10+0.8 20.00+0.51

5r 1.86+0.52| 3.90+0.14 52.30+0.8b

5¢ 2.89+0.1! | 5.34+0.2: | 45.88+0.4

5t 1.49+0.4¢ | 2.80+0.2° | 46.78+0.7!

5u 1.15+0.24| 1.50+0.57 23.33+0.68
Control | 3.68+0.61| 6.18+0.21 39.76
Standard| 2.51+0.93 7.17+0.34 64.99+0.25

Note: Number of animals used, n=6, Dose 50 mg/Kdylveeight, inhibition %=[1-(latency before treatniéatency after treatment) x 100]. All
the test compounds are significant at P < 0.00infthe control. (Two way ANOVA followed by Bonfeirpmst test] mean + SD.
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RESULTSAND DISCUSSION

A series ofN,2-diphenylquinazolin-4-amingerivatives, were synthesized using simple syithette (Schemell).

It involves cyclization reaction between methyl faanilate and various benzamides to form a corredipg

quinazolinones followed by chlorination and amioatiat 4-position of basic ring afford a title. Albmpounds
synthesized are obtained in crystalline form andhwjood practical yield. The purity and homogeneity
compounds synthesized were determined by sharpngelbints and TLC method. The chemical structwrese
confirmed by FTIR, NMR, and Mass spectrum. All @atives showed a broad absorbance band at abo0t1EE0
cm® associated with stretching vibrations of bondenhsatic C-N, C=N, and N-H, indicating presence akth
nitrogen containing group in the structure. The poond also explain a strong absorbance band atd#2®f —O-

H stretching vibration, absorbance at 800 atretching vibration indicating present of Cl gop630 critstretching
vibration indicating present of Br group. NMR afrapounds showed sharp peak at 6-7.80 ppm, indicatiesent
of aromatic hydrogen at different places of struetand also showed a peak for sec. NH at 2.0 5dr6.04 for
methine group, In MS spectra of the synthesize®-iarylquinazolin-4-amines molecular peaks are kvgass
than 10%). Instead, peaks M-1, M-2 and M-3 arenisitee, the latter often being main ones. The peadstioned
probably arise from a molecular radical-cation lepartures of hydrogen atoms. They can leave fraptsitions
1, 2 or 3 of the hetero-ring. There were also oleskipeaks probably identical with the molecularkseand
fragmentation routes of the corresponding N, 2ydigauiinazolin-4-amines. These results support anraption that,
in contrast to a liquid phase, in a gas phase taatfomeric forms of titte compounds are present.

Preliminary pharmacological screening includes apipnate toxicity testing (LE) on both rats as per the OECD
guidelines for selecting the dose. TheskDf all the derivatives was found >200mg/kg. Thei-arflammatory
activity of test compounds was performed on tharfdlyats of SD and Wister strain. The anti-inflantamg activity

of compounds was done by using of Carageenan lddde¢ Paw Method. The test compounds (5-d.f,ikd &)
showed significant peripheral activity when complangith the standard drug Diclofenac sodium. Thée tit
compounds (5-a,d,e,i,m,n,o,p,r and t) exhibits mEsults about analgesic activity too when perfatma Swiss
Albino Mice. This observation suggests that N, &rgiuinazolin-4-amines are possessing periphesalell as
central activity which is less frequently obsertiedt same compound having both activities.

CONCLUSION

The synthesis of new,2-diphenylquinazolin-4-aminderivatives are prepared from one the common, basy
effective method giving moderate to good practigalds. Both spectral and elemental analysis pesidnough
evidences about the structures of the title comgsuRurthermore the compounds are active agaittadmalgesia
and inflammation suggests their central and pergdleetivities. Therefore, it increases the scame isnportance of
titte compound to further explore its diversifiettigities.
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