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Abstract
Some new 2-(substituted)-N-(6-bromo-4-oxo-2-phenylquinazolin-3(3H)-yl) acetamides (4.1-9), 2-(substituted)-

N-(6,8-dibromo-4-oxo-2-phenylquinazolin-3(3H)-yl) acetamides (4.10-18), 2-(substituted)-N-(6-chloro-4-oxo-2-
phenylquinazolin-3(3H)-yl) acetamides (4.19-27) and 2-(substituted)-N-(6,8-dichloro-4-oxo-2-phenylquinazolin-
3(3H)-yl) acetamides (4.28-36) were synthesized in good yield and investigated for analgesic activity. Computer 
aided drug design (CADD) studies were performed to rationalize the best fitting value of the prepared compounds. 
All the test compounds exhibited significant analgesic activity compared to reference standard diclofenac sodium. 
The compounds with aliphatic group (CH3 or C2H5) (4.1, 2, 10, 11, 19, 20, 28 and 29) showed most potent analgesic 
activity of the series and it is moderately more potent compared to the reference standard diclofenac sodium.

Keywords: Analgesic; Anti-inflammatory; Quinazoline; Diclofenac 
sodium

Introduction
Nonsteroidal anti-inflammatory drugs (NSAIDs) are commonly 

prescribed for the treatment of acute and chronic inflammation, pain, 
and fever. The most of NSAIDs act via inhibition of cyclooxygenase, 
thus preventing prostaglandin biosynthesis. However, this mechanism 
of action is also responsible for their main undesirable effects, 
gastrointestinal (GI) ulceration, and, less frequently, nephrotoxicity. 
The increase in hospitalization and deaths due to GI-related disorders 
parallels the increased use of NSAIDs. Therefore, the discovery of new 
safer anti-inflammatory drugs represents a challenging goal for such 
a research area. In medicinal chemistry research program, I found 
that quinazolines and condensed quinazolines exhibit potent central 
nervous system activities including analgesic [1-7], anti-inflammatory 

[8-11], and anticonvulsant [12,13]. Quinazolin-4(3H)-ones with C-2 
and N-3 substitution are reported to possess significant analgesic, anti-
inflammatory [14,15], and anticonvulsant activities [16]. In the present 
work a series of 2-(substituted)-N-(4-oxo-2-phenylquinazolin-3(3H)-
yl) acetamides were synthesized and tested for their analgesic activity. 
For synthesizing the target compounds 4.1-36 the following scheme is 
adopted Scheme 1.

Experimental
All melting points were measured in capillary tube on a Graffin 

melting point apparatus and are uncorrected. The chemical structures 
of the synthesized compounds were confirmed on the basis of their 
spectral data (IR, 1H NMR and mass spectra) and the purity was 
ascertained by microanalysis. The IR spectra were recorded on Pye 
Unicam SP 1000 IR spectrophotometer using KBr discs (λmax in cm-1). 
1H NMR spectra were performed either on Gemini 300BB (300 MHz) 
or (500 MHz) and (300 MHz) for 13C NMR), spectrometer, using TMS 
as internal standard and DMSO-d6 as solvent; the chemical shifts are 
reported in ppm (δ) and coupling constant (J) values are given in Hertz 
(Hz). Signal multiplicities are represented by s (singlet), d (doublet), t 
(triplet), q (quadruplet), and m (multiplet). All of the new compounds 
were analyzed for C, H and N and agreed with the proposed structures 
within ± 0.4% of the theoretical values by the automated CHN analyzer. 
Mass spectra were recorded on Hewlett Packard 5988 spectrometer at 
the RCMB. The purity of the compounds was checked by Thin Layer 
Chromatography (TLC) on Merck silica gel 60 F254 precoated sheets. 
All analyses were performed at the Micro-analytical Unit of Cairo 
University, Cairo, Egypt. 

Synthesis of 2-Phenyl-3,1-benzoxazin-4-one derivatives (1)

Anthranilic acid derivatives [17-19] (0.1 mol) were dissolved in 
pyridine (60 mL), benzoyl chloride (1.40 g, 0.2 mol) was added. The 
reaction mixture was stirred for an hour followed by treatment with 15 
mL. of 5% sodium bicarbonate. The solid product was obtained filtered 
off and recrystallized from ethanol. 

6-Bromo-2-Phenyl-3,1-benzoxazin-4-one (1.1): Yield: 85%; MP: 
136-138°C; IR (KBr, ν, cm-1): 3330 (NH), 1760 (C=O), 1600 (C=N). 
1H NMR (300 MHz, [D6] DMSO): δ = 7.31-7.34 (m, 3H, Ar-H), 7.50-
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Scheme 1: Synthesizing the target compounds 4.1-36.
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7.52 (d, 1H, Ar-H), 7.71-7.74 (m, 2H, Ar-H), 7.84-7.86 (d, 1H, Ar-H), 
7.90–7.92 (d, 1H, Ar-H). 13C NMR (300 MHz, [D6] DMSO): δ = 118.7, 
121.6, 124.49], 128.2, 128.3, 128.4, 128.5, 129.9, 131.2, 135.3, 138.4, 
145.4, 156.5, 159.6. MS (m/z): 301/303/302, M+, 100/95/20%). Anal. 
Calcd. For C14H8NO2Br: C, 55.62; H, 2.64; N, 4.63. Found: C, 55.83; H, 
2.41; N, 4.65.

6,8-Dibromo-2-Phenyl-3,1-benzoxazin-4-one (1.2): Yield: 80%; 
MP: 145-147°C; IR (KBr, ν, cm-1): 3360 (NH), 1740 (C=O), 1620 
(C=N).1H NMR (300 MHz, [D6] DMSO): δ = 7.48-7.50 (m, 3H, Ar-
H), 7.86-7.88 (m, 2H, Ar-H), 7.92–7.94 (d, 1H, Ar-H), 8.00-8.10 (d, 
1H, Ar-H).13C NMR (300 MHz, [D6] DMSO): δ = 113.2, 120.7, 121.9, 
128.2, 128.2, 128.9, 128.9, 129.9 131.2, 134.2, 141.4, 156.4, 157.2, 159.5. 
MS (m/z): (381/383, M+, 100/42%). Anal. Calcd. for C14H7NO2Br2: C, 
44.09; H, 1.83; N, 3.67. Found: C, 44.36; H, 1.91; N, 3.71.

6-Chloro-2-Phenyl-3,1-benzoxazin-4-one (1.3): Yield: 78%; MP: 
124-126°C; IR (KBr, ν, cm-1): 3330 (NH), 1720 (C=O), 1630 (C=N). 1H 
NMR (300 MHz, [D6] DMSO): δ = 7.40-7.43 (m, 4H, Ar-H), 7.61-7.63 
(d, 1H, Ar-H), 7.76-7.78 (m, 2H, Ar-H), 7.94-7.96 (d, 1H, Ar-H).13C 
NMR (300 MHz, [D6] DMSO): δ = 117.8, 127.6, 128.2, 128.3, 128.8, 
128.9, 129.8, 131.3, 131.6, 132.8, 135.4, 144.3, 156.4, 159.5. MS (m/z): 
(257/259, M+, 100/30%). Anal. Calcd. For C14H8NO2Cl: C 65.24; H, 
3.10; N, 5.44. Found: C, 65.41; H, 3.26; N, 5.61.

6,8-Dichloro-2-Phenyl-3,1-benzoxazin-4-one (1.4): Yield: 70%; 
MP: 130-132°C; IR (KBr, ν, cm-1): 3340 (NH), 1730 (C=O), 1610 
(C=N).1H NMR (300 MHz, [D6] DMSO): δ = 7.48-7.50 (m, 3H, Ar-
H), 7.76-7.78 (m, 3H, Ar-H), 7.84-7.87 (d, 2H, Ar-H). 13C NMR (300 
MHz, [D6] DMSO): δ = 119.3, 128.2, 128.3, 128.9, 128.9, 129.3, 129.8, 
129.9, 131.2, 134.2, 136.9, 156.4, 159.5, 166.3. MS (m/z): (291/293, M+, 
100/60%). Anal. Calcd. for C14H7NO2Cl2: C, 57.53; H, 2.40; N, 4.79. 
Found: C, 57.70; H, 2.44; N, 4.86.

Synthesis of 3-Amino-2-phenylquinazolin-4-(3H)-one 
derivatives (2)

A mixture of 2-phenyl-3,1-benzoxazin-4-one (1) (0.05 mol) and 
hydrazine hydrate (0.30 mL, 0.05 mol) in ethanol was refluxed for 3 
hours. The solid product was obtained after cooling is filtered off and 
recrystallized from ethanol. 

3-Amino-6-bromo-2-phenylquinazolin-4-(3H)-one (2.1): Yield: 
80%; MP: 172-174°C; IR (KBr, ν, cm-1): 3300 (NH2), 1680 (C=O), 
1620 (C=N) and 1600 (C=C). 1H NMR (300 MHz, [D6] DMSO): δ = 
4.70 (s, 2H, NH2, D2O exchangeable), 7.21-7.23 (m, 3H, Ar- H), 7.40-
7.42 (d, 1H, Ar-H), 7.63-7.66 (m, 2H, Ar-H), 7.86-7.88 (d, 1H, Ar-H), 
7.94-7.96 (d, 1H, Ar-H).13C NMR (300 MHz, [D6] DMSO): δ = 121.9, 
123.2, 124.8, 128.2, 128.4, 128.8, 128.9, 129.0, 130.3, 132.5, 136.3, 147.8, 
156.4, 160.8. MS (m/z): (315/317/316, M+, 100/90/20%). Anal. Calcd. 
for C14H10N3OBr: C, 53.16; H, 3.16; N, 13.29. Found: C, 53.34; H, 3.28; 
N, 13.43.

3-Amino-6,8-dibromo-2-phenylquinazolin-4-(3H)-one (2.2): 
Yield: 72%; MP: 186-188°C; IR (KBr, ν, cm-1): 3310 (NH2), 1700 (C=O), 
1630 (C=N) and 1610 (C=C). 1H NMR (300 MHz, [D6] DMSO): δ = 
4.60 (s, 2H, NH2, D2O exchangeable), 7.26-7.28 (m, 3H, Ar- H), 7.46-
7.48 (m, 2H, Ar-H), 7.90-7.92 (d, 1H, Ar-H), 7.96-7.89 (d, 1H, Ar-
H).13C NMR (300 MHz, [D6] DMSO): δ = 113.2, 122.1, 125.4, 128.3, 
128.4, 128.8, 128.9, 129.9 130.2, 131.2, 139.5, 154.5, 156.4, 160.8. MS 
(m/z): (395/397, M+, 100/50%). Anal. Calcd. for C14H9N3OBr2: C, 42.53; 
H, 2.28; N, 10.63. Found: C, 42.70; H, 2.43; N, 10.41.

3-Amino-6-chloro-2-phenylquinazolin-4-(3H)-one (2.3): Yield: 
85%; MP: 154-156°C; IR (KBr, ν, cm-1): 3320 (NH2), 1690 (C=O), 1610 

(C=N) and 1600 (C=C). 1H NMR (300 MHz, [D6] DMSO): δ = 4.81 
(s, 2H, NH2, D2O exchangeable), 7.31-7.34 (m, 4H, Ar- H), 7.45-7.47 
(d, 1H, Ar-H), 7.60-7.62 (m, 2H, Ar-H), 7.71-7.73 (d, 1H, Ar-H).13C 
NMR (300 MHz, [D6] DMSO): δ = 122.4, 127.8, 127.9, 128.3, 128.4, 
128.7, 128.9, 128.3, 130.1, 132.9, 133.6, 146.8, 156.3, 160.6. MS (m/z): 
(271/273, M+, 100/34%). Anal. Calcd. For C14H10N3OCl: C 61.88; H, 
3.68; N, 15.47. Found: C, 61.97; H, 3.54; N, 15.58.

3-Amino-6,8-dichloro-2-phenylquinazolin-4-(3H)-one (2.4): 
Yield: 76%; MP: 161-163°C; IR (KBr, ν, cm-1): 3300 (NH2), 1720 (C=O), 
1620 (C=N) and 1600 (C=C). 1H NMR (300 MHz, [D6] DMSO): δ = 
4.62 (s, 2H, NH2, D2O exchangeable), 7.43-7.45 (m, 3H, Ar- H), 7.62-
7.64 (m, 3H, Ar-H), 7.81-7.83 (d, 1H, Ar-H). 13C NMR (300 MHz, [D6] 
DMSO): δ = 123.8., 125.9, 128.3, 128.4, 128.7, 128.9, 128.9, 129.4, 130.2, 
134.4, 135.3, 156.4, 160.75], 163.4. MS (m/z): (305/307, M+, 100/40%). 
Anal. Calcd. for C14H9N3OCl2: C 54.90; H, 2.94; N, 13.72. Found: C, 
54.93; H, 2.97; N, 13.74. 

Synthesis of 2-Chloro-N-(4-oxo-2-phenylquinazolin-3(3H)-
yl)acetamide (3)

3-Amino-2-phenylquinazoline derivatives 2 (0.01 mol) was 
dissolved in dioxane (20 mL), triethylamine (1.01 gm., 0.01 mol) and 
chloroacetyl chloride (1.12 gm., 0.01 mol) were added and the reaction 
mixture was stirred at room temperature for 1 hour. The stirring was 
continued for 2 hours with heating. Then the reaction mixture was 
poured into ice water and extracted with ether. The ether extract was 
washed with 3% sodium bicarbonate solution and dried over anhydrous 
magnesium sulfate; the ether was distilled off to yield 3.

N -(6-bromo-4-oxo-2-phenylquinazol in-3(3H)-y l)-2-
chloroacetamide (3.1): Yield: 78%; MP: 172-174°C; IR (KBr, ν, cm-

1): 3200 (NH), 1710 (C=O), 1680 (C=O), 1610 (C=N). 1H NMR (300 
MHz, [D6] DMSO): δ = 4.10 (s, 2H, CH2), 7.45-7.47 (m, 3H, Ar- H), 
7.52-7.54 (d, 1H, Ar-H), 7.60-7.62 (m, 2H, Ar-H), 7.81-7.83 (d, 1H, 
Ar-H), 7.96-7.98 (d, 1H, Ar-H), 9.24 (s, 1H, NH).13C NMR (300 MHz, 
[D6] DMSO): δ = 40.6, 121.8, 123.1, 124.7, 128.3, 128.4, 128.7, 128.9, 
128.09130.2, 132.4, 136.4, 147.8, 156.3, 160.7, 166.38]. MS (m/z): 
393/395, M+, 100/28%). Anal. Calcd. for C16H11N3O2BrCl: C, 48.91; H, 
2.80; N, 10.70. Found: C, 48.99; H, 2.97; N, 10.87.

N-(6,8-Dibromo-4-oxo-2-phenylquinazolin-3(3H)-yl)-2-
chloroacetamide (3.2): Yield: 70%; MP: 191-193°C; IR (KBr, ν, cm-1): 
3190 (NH), 1690 (C=O), 1670 (C=O), 1607 (C=N), 700 (C–Cl). 1H 
NMR (300 MHz, [D6] DMSO): δ = 4.00 (s, 2H, CH2), 7.46-7.48 (m, 3H, 
Ar- H), 7.57-7.59 (m, 2H, Ar-H), 7.68-7.70 (d, 1H, Ar-H), 7.94-7.96 (d, 
1H, Ar-H), 9.12 (s, 1H, NH).13C NMR (300 MHz, [D6] DMSO): δ = 
40.6, 113.3, 122.1, 125.3, 128.3, 128.4, 128.7, 128.8, 128.9, 128.9, 130.2, 
139.5, 154.4, 156.3, 160.6, 166.9. MS (m/z): 471/473, M+, 100/60%). 
Anal. Calcd. for C16H10N3O2Br2Cl: C, 40.72; H, 2.12; N, 8.91. Found: C, 
40.61; H, 2.19; N, 8.84.

N-(6-Chloro-4-oxo-2-phenylquinazolin-3(3H)-yl)-2-
chloroacetamide (3.3): Yield: 75%; MP: 165-167°C; IR (KBr, ν, cm-1): 
3189 (NH), 1689 (C=O), 1660 (C=O), 1607 (C=N), 700 (C–Cl). 1H 
NMR (300 MHz, [D6] DMSO): δ = 4.20 (s, 2H, CH2), 7.40-7.42 (m, 4H, 
Ar- H), 7.61-7.63 (d, 1H, Ar-H), 7.70-7.72 (m, 2H, Ar-H), 7.84-7.86 (d, 
1H, Ar-H), 9.38 (s, 1H, NH).13C NMR (300 MHz, [D6] DMSO): δ = 
40.6, 122.3, 127.8, 127.9, 128.3, 128.4, 128.7, 128.8, 128.9, 130.2, 132.98, 
133.6, 146.9, 156.3, 160.9, 166.4. MS (m/z): (347/349, M+, 100/38%). 
Anal. Calcd. For C16H11N3O2Cl2: C 55.17; H, 3.16; N, 12.07. Found: C, 
55.31; H, 3.31; N, 12.33.
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N-(6,8-Dichloro-4-oxo-2-phenylquinazolin-3(3H)-yl)-2-
chloroacetamide (3.4): Yield: 68%; MP: 181-183°C; IR (KBr, ν, cm-1): 
3200 (NH2), 1700 (C=O), 1620 (C=N) and 1600 (C=C), 700 (C–Cl).. 
1H NMR (300 MHz, [D6] DMSO): δ = 3.98 (s, 2H, CH2), 7.42-7.44 (m, 
3H, Ar- H), 7.65-7.67 (m, 3H, Ar-H), 7.80-7.82 (d, 1H, Ar-H), 9.41 
(s, 1H, NH).13C NMR (300 MHz, [D6] DMSO): δ = 40.5, 123.6, 125.8, 
128.3, 128.4, 128.6, 128.8, 128.9, 129.4, 130.2, 134.4, 135.1, 156.3, 160.9, 
163.5, 166.4. MS (m/z): (381/383/385, M+, 100/90/32%). Anal. Calcd. 
for C16H10N3O2Cl3: C 50.22; H, 2.61; N, 10.98. Found: C, 50.37; H, 2.69; 
N, 11.07. 

Synthesis of N-(4-Oxo-2-phenylquinazolin-3(3H)-yl)
acetamide derivative (4)

A mixture of 2-chloro-N-(4-oxo-2-phenylquinazolin-3(3H)-yl)
acetamide (3) (0.01 mol), anhydrous potassium carbonate (200 mg), 
and amine derivatives (0.01 mol) in dioxane (15 mL) was refluxed for 
12 hours The reaction mixture was then poured into crushed ice. The 
solid product was obtained filtered off, washed with water, dried, and 
recrystallized from ethanol (Table 1).

N-(6-Bromo-4-oxo-2-phenylquinazolin-3(3H)-yl)-2-(ethylamino)
acetamide (4.2)

IR (KBr, ν, cm-1): 3330 (NH), 3230 (NH), 1710 (C=O), 1680 (C=O), 
1610 (C=N).1H NMR (500 MHz, [D6] DMSO): δ = 0.98-1.00 (t, 3H, 
CH3), 2.50-2.52 (m, 2H, CH2-CH3), 3.30 (s, 2H, CH2-NH) 7.18-7.20 
(m, 3H, Ar-H), 7.60-7.62(d, 1H, Ar-H), 7.80-7.83 (m, 2H, Ar-H), 7.98-
8.00 (d, 1H, Ar-H), 8.20-8.22 (d, 1H, Ar-H), 8.42 (s, 1H, NH), 8.65 (s, 
1H, NH).13C NMR (300 MHz, [D6] DMSO): δ = 14.3, 19.6, 40.7, 120.8, 
121.9, 123.2, 128.2, 128.3, 128.6, 128.8, 128.9, 130.3, 132.4, 136.4, 147.8, 
156.6, 160.8, 176.7. MS (m/z): 400/402/403 M+, 100/95 /20%).

N -(6-Bromo-4-oxo-2-pheny l quinaz ol in-3(3H)-y l) -2-(2-
nitrophenylamino)acetamide (4.5)

IR (KBr, ν, cm-1): 3380 (NH), 3190 (NH), 1725 (C=O), 1700 (C=O), 
1615 (C=N). 1H NMR (500 MHz, [D6] DMSO): δ = 3.60 (s, 2H, CH2-
NH) 7.28-7.30 (m, 2H, Ar-H), 7.58-7.62(m, 5H, Ar-H), 7.80-7.82 (m, 
2H, Ar-H), 8.00-8.02 (m, 2H, Ar-H), 8.12-8.14 (d, 1H, Ar-H), 8.50 (s, 
1H, NH), 8.62 (s, 1H, NH).13C NMR (300 MHz, [D6] DMSO): δ = 56.4, 
111.8, 118.5, 121.8, 123.2, 124.7, 125.9, 128.2, 128.2, 128.6, 128.8, 128.9, 
130.3, 131.8 132.4, 135.6, 136.3, 145.6, 147.6, 156.4, 160.7, 170.4.. MS 
(m/z): 493/495/495 M+, 100/90/24%).

N-(6,8-Dibromo-4-oxo-2-phenylquinazolin-3(3H)-yl)-2-
(phenylamino)acetamide (4.12)

IR (KBr, ν, cm-1): 3360 (NH), 3240 (NH), 1705 (C=O), 1640 (C=O), 
1598 (C=N). 1H NMR (500 MHz, [D6] DMSO): δ = 3.70 (s, 2H, CH2-
NH) 6.65-6.68 (m, 3H, Ar-H), 7.16-7.18(m, 2H, Ar-H), 7.48-7.50 (m, 
3H, Ar-H), 7.62-7.46 (d, 1H, Ar-H), 7.76-7.78 (m, 2H, Ar-H), 8.10 (d, 
1H, Ar-H), 8.51 (s, 1H, NH), 8.62 (s, 1H, NH).13C NMR (300 MHz, 
[D6] DMSO): δ = 57.4, 113.4, 113.6, 113.7, 120.9, 122.1, 125.4, 128.4, 
128.6, 128.9, 128.9, 128.9, 129.6, 130.3, 131.4, 139.7, 147.8, 154.5, 156.5, 
160.8, 160.7, 170.6. MS (m/z): (528/526/530, M+, 100/52/46%).

N-(6,8-Dibromo-4-oxo-2-phenylquinazolin-3(3H)-yl)-2-(o-
tolylamino)acetamide (4.18)

IR (KBr, ν, cm-1): 3400 (NH), 3200 (NH), 1700 (C=O), 1660 (C=O), 
1590 (C=N). 1H NMR (500 MHz, [D6] DMSO): δ = 2.04(s, 3H, CH3) 
3.68 (s, 2H, CH2-NH) 6.62-6.64 (m, 2H, Ar-H), 6.83-6.85(m, 1H, Ar-
H), 7.10-7.12 (d, 1H, Ar-H), 7.43-7.45 (m, 3H, Ar-H), 7.66-7.68 (d, 1H, 
Ar-H), 7.78-7.80 (m, 2H, Ar-H), 8.05-8.07 (d, 1H, Ar-H), 8.40 (s, 1H, 

NH), 8.60 (s, 1H, NH).13C NMR (300 MHz, [D6] DMSO): δ = 17.8, 
57.6, 113.3, 117.2, 121.9, 122.2, 122.3, 125.4, 126.7, 127.2, 128.3, 128.4, 
128.4, 128.7, 128.9, 130.3, 131.4, 139.5, 146.7, 154.5, 156.2, 160.7, 170.3. 
MS (m/z): (542/544/540, M+, 100/50/48%). 

N-(6-Chloro-4-oxo-2-phenylquinazolin-3(3H)-yl)-2-(ethylamino)
acetamide (4.20)

IR (KBr, ν, cm-1): 3350 (NH), 3228 (NH), 1712 (C=O), 1655 (C=O), 
1600 (C=N). 1H NMR (500 MHz, [D6] DMSO): δ = 1.00-1.02 (t, 3H, 
CH3), 2.48-2.50 (m, 2H, CH2-CH3), 3.34 (s, 2H, CH2-NH) 7.40-7.43 (m, 
4H, Ar-H), 7.58-7.60(d, 1H, Ar-H), 7.82-7.84 (m, 2H, Ar-H), 7.94-7.96 
(d, 1H, Ar-H), 8.45 (s, 1H, NH), 8.60 (s, 1H, NH).13C NMR (300 MHz, 
[D6] DMSO): δ = 15.4, 44.5, 54.9, 122.3, 127.8, 127.8, 128.3, 128.4, 
128.6, 128.9, 128.9, 130.3, 132.9, 133.6, 146.8, 156.3, 160.8, 170.4. MS 
(m/z): (356/358, M+, 100/32%).

N-(6-C hloro-4-oxo-2-pheny lquinaz olin-3(3H)-y l)-2-(4-
chlorophenylamino)acetamide (4.22)

IR (KBr, ν, cm-1): 3360 (NH), 3236 (NH), 1730 (C=O), 1675 (C=O), 
1590 (C=N). 1H NMR (500 MHz, [D6] DMSO): δ = 3.68 (s, 2H, CH2-
NH) 6.48-6.50 (d, 2H, Ar-H), 7.40-7.42(d, 2H, Ar-H), 7.50-7.53 (m, 
4H, Ar-H), 7.68-7.70 (d, 1H, Ar-H), 7.85-7.87 (m, 2H, Ar-H), 7.92-7.94 
(d, 1H, Ar-H), 8.40 (s, 1H, NH). 8.58 (s, 1H, NH).13C NMR (300 MHz, 
[D6] DMSO): δ = 57.4, 114.9, 114.9, 122.2, 126.3, 127.8, 127.8, 128.2, 
128.3, 128.7, 128.9, 128.9, 129.7, 129.7, 130.3, 132.9, 133.6, 145.7, 146.7, 
156.3, 160.9, 170.4. MS (m/z): (438/440/439, M+, 100/60/22%). 

N-(6,8-Dichloro-4-oxo-2-phenylquinazolin-3(3H)-yl)-2-
(methylamino)acetamide (4.28)

IR (KBr, ν, cm-1): 3345 (NH), 3218 (NH), 1720 (C=O), 1660 
(C=O), 1596 (C=N). 1H NMR (500 MHz, [D6] DMSO): δ = 3.20 (s, 
2H, CH2-NH) 3.40 (s, 3H, CH3), 7.48-7.50 (m, 4H, Ar-H), 7.82-7.84 
(m, 3H, Ar-H), 8.45 (s, 1H, NH). 8.61 (s, 1H, NH).13C NMR (300 MHz, 
[D6] DMSO): δ = 57.5, 79.1, 123.7, 125.9, 128.3, 128.3, 128.7, 128.9, 
128.9, 129.4, 130.2, 134.4, 135.3, 156.3, 160.7, 163.5, 170.4. MS (m/z): 
(376/378/377, M+, 100/60/20%).

Pharmacology
The synthesized compounds were evaluated for analgesic activity. 

The test compounds and the standard drugs were administered in 
the form of a suspension (1% carboxy methyl cellulose as a vehicle) 
by oral route. Each group consisted of six animals. The animals were 
maintained in colony cages at 25 ± 2°C, relative humidity of 45-55%, 
under a 12 hours light and dark cycle; they were fed standard animal 
feed. All the animals were acclimatized for a week before use.

Analgesic activity

The analgesic activity was performed by the tail-flick technique 
[20,21] using albino mice (25-35 g) of either sex selected by the random 
sampling technique. Diclofenac sodium at a dose level of 10 mg/ kg 
was administered orally as a reference drug for comparison. The test 
compounds at a dose level of 10 mg/kg were administered orally. The 
reaction time was recorded at 30 minutes, 1, 2, and 3 hours after the 
treatment, and cut-off time was 10 seconds. The results are presented 
in Table 2. The percent analgesic activity (PAA) was calculated by the 
following formula:

PAA=[T2-T1/10-T1] × 100

Where T1 is the reaction time (s) before treatment and T2 is the 
reaction time (s) after treatment.
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Comp. No. X Y R Yield % m.p. °C Mol. F./Mol. Wt.
Elemental analysis

C H N
4.1 Br H -NHCH3 80 178-180 C17H15N4O2Br

387
52.71
52.94

3.87
3.96

14.47
14.62

4.2 Br H -NHC2H5 82 183-185 C18H17N4O2Br
401

53.86
53.89

4.24
4.32

13.96
13.91

4.3 Br H -NHC6H5 78 188-190 C22H17N4O2Br
449

58.80
58.92

3.79
3.96

12.47
12.59

4.4 Br H -NH-4-(Cl)C6H4 75 195-197 C22H16N4O2BrCl
483.50

54.60
54.73

3.31
3.34

11.58
11.70

4.5 Br H -NH-2-(NO2)C6H4 72 208-210 C22H16N5O4Br
494

53.44
53.38

3.24
3.27

14.17
14.24

4.6 Br H -NH-4-(NO2)C6H4 75 212-214 C22H16N5O4Br
494

53.44
53.61

3.24
3.35

14.17
14.30

4.7 Br H -NH-2-(OCH3)C6H4 76 193-195 C23H19N4O3Br
479

57.62
57.68

3.97
3.84

11.69
11.78

4.8 Br H -NH-4-(OCH3)C6H4 74 195-197 C23H19N4O3Br
479

57.62
57.70

3.97
4.08

11.69
11.82

4.9 Br H -NH-2-(CH3)C6H4 75 186-188 C23H19N4O2Br
463

59.61
59.73

4.10
4.33

12.09
12.27

4.10 Br Br -NHCH3 70 223-225 C17H14N4O2Br2
466

43.78
43.90

3.00
3.24

12.02
12.31

4.11 Br Br -NHC2H5 75 233-235 C18H16N4O2Br2
480

45.00
45.08

3.33
3.39

11.66
11.82

4.12 Br Br -NHC6H5 78 237-239 C22H16N4O2Br2
528

50.00
49.91

3.03
3.10

10.60
10.74

4.13 Br Br -NH-4-(Cl)C6H4 76 241-243 C22H15N4O2Br2Cl
562.5

46.93
47.01

2.66
2.90

9.95
9.74

4.14 Br Br -NH-2-(NO2)C6H4 74 253-255 C22H15N5O4Br2
573

46.07
46.21

2.62
2.68

12.22
12.31

4.15 Br Br -NH-4-(NO2)C6H4 75 251-253 C22H15N5O4Br2
573

46.07
46.24

2.62
2.71

12.22
12.38

4.16 Br Br -NH-2-(OCH3)C6H4 78 228-230 C23H18N4O3Br2
558

49.46
49.70

3.23
3.50

10.04
10.08

4.17 Br Br -NH-4-(OCH3)C6H4 80 230-232 C23H18N4O3Br2
558

49.46
49.68

3.23
3.37

10.04
10.12

4.18 Br Br -NH-2-(CH3)C6H4 77 212-214 C23H18N4O2Br2
542

50.92
50.74

3.32
3.38

10.33
10.50

4.19 Cl H -NHCH3 78 152-154 C17H15N4O2Cl
342.5

59.56
59.62

4.38
4.61

16.35
16.40

4.20 Cl H -NHC2H5 82 158-160 C18H17N4O2Cl
356.5

60.59
60.74

4.77
4.82

15.70
15.79

4.21 Cl H -NHC6H5 74 164-166 C22H17N4O2Cl
404.5

65.27
65.38

4.20
4.09

13.84
13.92

4.22 Cl H -NH-4(Cl)C6H4 75 183-185 C22H16N4O2Cl2
439

60.14
60.30

3.64
3.82

12.75
12.91

4.23 Cl H -NH-2(NO2)C6H4 72 191-193 C22H16N5O4Cl
449.5

58.73
58.80

3.56
3.61

15.57
15.41

4.24 Cl H -NH-4(NO2)C6H4 74 190-192 C22H16N5O4Cl
449.5

58.73
58.86

3.56
3.77

15.57
15.60

4.25 Cl H -NH-2(OCH3)C6H4 80 194-196 C23H19N4O3Cl
434.5

63.52
63.74

4.37
4.61

12.88
12.93

4.26 Cl H -NH-4(OCH3)C6H4 78 207-209 C23H19N4O3Cl
434.5

63.52
63.60

4.37
4.56

12.88
12.87

4.27 Cl H -NH-2(CH3)C6H4 80 176-178 C23H19N4O2Cl
418.5

65.95
65.87

4.54
4.66

13.38
13.52

4.28 Cl Cl -NHCH3 78 180-182 C17H14N4O2Cl2
377

54.11
54.20

3.71
3.89

14.85
14.93

4.29 Cl Cl -NHC2H5 85 191-193 C18H16N4O2Cl2
391

55.24
55.49

4.09
4.20

14.32
14.37

4.30 Cl Cl -NHC6H5 78 205-207 C22H16N4O2Cl2
439

60.14
60.22

3.64
3.59

12.75
12.81

4.31 Cl Cl -NH-4-(Cl)C6H4 76 218-220 C22H15N4O2Cl3
473.5

55.76
55.90

3.17
3.41

11.83
11.88

4.32 Cl Cl -NH-2-(NO2)C6H4 75 235-237 C22H15N5O4Cl2
484

54.55
54.70

3.10
3.26

14.46
14.51

4.33 Cl Cl -NH-4-(NO2)C6H4 74 234-236 C22H15N5O4Cl2
484

54.55
54.43

3.10
3.18

14.46
14.58
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Molecular modeling

Docking studies were carried out to examine the analgesic effect of 
compounds 4.1-36.

Preparation of the target protein

The protein target needs to be prepared and modeled according 
to the format requirements of the docking algorithms used. Thus 

4.34 Cl Cl -NH-2(-OCH3)C6H4 80 247-249 C23H18N4O3Cl2
469

58.85
58.93

3.84
3.96

11.94
12.10

4.35 Cl Cl -NH-4-(OCH3)C6H4 82 245-247 C23H18N4O3Cl2
469

58.85
58.87

3.84
3.90

11.94
11.98

4.36 Cl Cl -NH-2-(CH3)C6H4 78 234-236 C23H18N4O2Cl2
453

60.93
60.87

3.97
4.13

12.36
12.50

Table 1: The physical data and elemental analysis of compounds (4).

Comp. 4
% Analgesic Activitya

Time (minutes)
30 60 120 180

4.1 34 ± 1.62b 37 ± 1.41c 40 ± 1.91c 30 ± 1.32b

4.2 35 ± 1.28c 41 ± 1.42c 53 ± 1.05b 31 ± 1.53b

4.3 30 ± 1.51b 33 ± 1.26c 36 ± 1.51c 29 ± 1.63b

4.4 29 ± 1.51b 31 ± 1.30b 36 ± 1.41b 28 ± 1.32c

4.5 28 ± 1.13b 29 ± 1.21b 32 ± 1.06c 22 ± 1.44b

4.6 28 ± 1.13b 29 ± 1.21b 32 ± 1.06c 22 ± 1.44b

4.7 29 ± 1.51b 31 ± 1.30b 36 ± 1.41b 28 ± 1.32c

4.8 29 ± 1.51b 31 ± 1.30b 36 ± 1.41b 28 ± 1.32c

4.9 25 ± 1.11b 27 ± 1.01b 30 ± 1.20b 26 ± 1.73b

4.10 34 ± 1.62b 37 ± 1.41c 40 ± 1.91c 30 ± 1.32b

4.11 35 ± 1.28c 41 ± 1.42c 53 ± 1.05b 31 ± 1.53b

4.12 30 ± 1.51b 33 ± 1.26c 36 ± 1.51c 29 ± 1.63b

4.13 29 ± 1.51b 31 ± 1.30b 36 ± 1.41b 28 ± 1.32c

4.14 28 ± 1.13b 29 ± 1.21b 32 ± 1.06c 22 ± 1.44b

4.15 28 ± 1.13b 29 ± 1.21b 32 ± 1.06c 22 ± 1.44b

4.16 29 ± 1.51b 31 ± 1.30b 36 ± 1.41b 28 ± 1.32c

4.17 29 ± 1.51b 31 ± 1.30b 36 ± 1.41b 28 ± 1.32c

4.18 25 ± 1.11b 27 ± 1.01b 30 ± 1.20b 26 ± 1.73b

4.19 34 ± 1.62b 37 ± 1.41c 40 ± 1.91c 30 ± 1.32b

4.20 35 ± 1.28c 41 ± 1.42c 53 ± 1.05b 31 ± 1.53b

4.21 30 ± 1.51b 33 ± 1.26c 36 ± 1.51c 29 ± 1.63b

4.22 29 ± 1.51b 31 ± 1.30b 36 ± 1.41b 28 ± 1.32c

4.23 28 ± 1.13b 29 ± 1.21b 32 ± 1.06c 22 ± 1.44b

4.24 28 ± 1.13b 29 ± 1.21b 32 ± 1.06c 22 ± 1.44b

4.25 29 ± 1.51b 31 ± 1.30b 36 ± 1.41b 28 ± 1.32c

4.26 29 ± 1.51b 31 ± 1.30b 36 ± 1.41b 28 ± 1.32c

4.27 25 ± 1.11b 27 ± 1.01b 30 ± 1.20b 26 ± 1.73b

4.28 34 ± 1.62b 37 ± 1.41c 40 ± 1.91c 30 ± 1.32b

4.29 35 ± 1.28c 41 ± 1.42c 53 ± 1.05b 31 ± 1.53b

4.30 30 ± 1.51b 33 ± 1.26c 36 ± 1.51c 29 ± 1.63b

4.31 29 ± 1.51b 31 ± 1.30b 36 ± 1.41b 28 ± 1.32c

4.32 28 ± 1.13b 29 ± 1.21b 32 ± 1.06c 22 ± 1.44b

4.33 28 ± 1.13b 29 ± 1.21b 32 ± 1.06c 22 ± 1.44b

4.34 29 ± 1.51b 31 ± 1.30b 36 ± 1.41b 28 ± 1.32c

4.35 29 ± 1.51b 31 ± 1.30b 36 ± 1.41b 28 ± 1.32c

4.36 25 ± 1.11b 27 ± 1.01b 30 ± 1.20b 26 ± 1.73b

Control 2 ± 0.23 4 ± 0.30 4 ± 0.29 2 ± 0.51

Diclofenac 38 ± 1.23c 43 ± 1.42c 46 ± 1.08c 35 ± 1.15b

aData expressed as mean ± SD from six different experiments done in duplicate; Significance levels: bp<0.5  andcp<0.01 as compared to the respective control; control refers to no treatment (vehicle only).
Table 2: The analgesic effect of diclofenac sodium and test compounds (4) in mice.
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the required protein was downloaded from protein data bank 
(PDB) (code 4COX) using Discovery Studio 2.5 software. Water 
molecules were removed from downloaded protein. Crystallographic 
disorders and unfilled valence atoms were corrected using alternate 
conformations and valence monitor options. Protein was subjected to 
energy minimization by applying CHARMM force fields for charge, 
and MMFF94 force field for partial charge. Inflexibility of structure 
is obtained by creating fixed atom constraint. The binding site of the 
protein was defined and prepared for docking.

Tested compounds preparation

The designed compounds 2D structures were sketched using 
ChemBioDraw Ultra 14.0 and saved in MDL-SDfile format. SDfile 
opened, 3D structures were protonated and energy minimized by 
applying CHARMM force fields for charge, and MMFF94 force field 
for partial charge, then prepared for docking by optimization of the 
parameters.

Results and Discussion
The synthetic route depicted in Scheme 1 outlines the chemistry 

part of the present work. The key intermediate 3-amino-2-
phenylquinazoline-4-(3H)-one (2) was synthesized by a straightforward 
method; 5-bromoanthranilic acid, 3,5-dibromoanthranilic acid, 
5-chloroanthranilic acid and 3,5-dichloroanthranilic acid was treated 
with benzoyl chloride in the presence of pyridine to give benzoxazin-
4-one (1) which was condensed with hydrazine hydrate in ethanol to 
yield the desired 3-amino-2-phenylquinazoline-4-(3H)-one (2). The 
2-chloro-N-(4-oxo-2-phenylquinazolin-3(3H)-yl)acetamide (3) was 
prepared by the reaction between 3-amino-2-phenylquinazoline-4-
(3H)-one (2) and chloroacetyl chloride in dioxane in the presence of 
triethylamine. The IR spectrum of 3 showed intense peaks at 3200 cm-1 
for NH, 1710 1680, cm-1 for carbonyl (C = O), 1610 cm-1 for (C = N). 
The 1H NMR spectrum of 3 showed a singlet at δ=3.98-4.20 ppm due to 
a CH2 group and for aromatic protons in the range δ=7.40–7.98 ppm 
and there is a singlet around 9.12-9.41 due to NH. 

The target compounds, 2-(substituted)-N-(4-oxo-2-
phenylquinazolin-3(3H)-yl)acetamide 4.1-36, were obtained in a good 
yield through the nucleophilic displacement of the chloride substituted 
of 3 with a variety of amines, using dioxane as solvent. The formation 
of target compounds is indicated by the disappearance of the C–Cl 
stretching peak of the starting material and the appearance of NH 
at 3380-3330 cm-1 in the IR spectra of the compounds. The 1HNMR 
spectra showed signals for substituents at C-3 and a two singlet 
around δ=8.4 and 8.5 ppm due to two NH groups, and a multiplet at 
δ=6.62–7.94 ppm was observed for aromatic protons. The mass spectra 
of the title compounds showed molecular ion peaks corresponding to 
their molecular formulae. In the mass spectrum of compounds 4.1-
36, a common peak at m/z=144 corresponding to a quinazolin-4-one 
moiety appeared. The 35Cl/37Cl isotope peaks were observed in the mass 
spectra of all the compounds containing Cl, confirming the presence 
of a chlorine atom in the compounds. The relative intensities of these 
35Cl/37Cl peaks in comparison with the molecular ion peak were in 
the ratio of 1:3. Elemental (C, H, N) analyses satisfactorily confirmed 
elemental composition and purity of the synthesized compounds. 

The analgesic activity was performed by the tail-immersion 
technique using albino mice (Table 2). The results of analgesic testing 
indicate that the test compounds exhibited moderate analgesic activity 
at 30 minutes of reaction time and an increase in activity at 1 hour 
which reached a peak level at 2 hours, and declining activity was 
observed at 3 hours (Tables 2 and 3). Compounds 4.2, 11, 20 and 29 

with ethyl substituent showed good activity, when the ethyl group was 
replaced by aryl substituents showed a decrease in activity compared to 
the aliphatic as methyl and ethyl groups.

The obtained results indicated that all studied ligands have similar 
position and orientation inside the putative binding site of the COX II 
enzyme. The selected compounds (4.10, 4.28 and 4.11) showed good 
binding energies ranging from –40.14 to -55.91 kcal/mol. The proposed 
binding mode of compound 4.10 (affinity value of –55.91 kcal/mol and 
2 H-bonds) is shown in Figure 1. It formed two hydrogen bonds with 
a distance of 1.79 and 2.35 A° with Lue352 and Ser353 respectively. 
Furthermore, the compound formed Pi-Pi interaction with Phe518. 
The proposed binding mode of compound 4.28 (affinity value of –55.14 
kcal/mol and 2 H-bonds) is shown in Figure 2. It formed two hydrogen 
bonds with a distance of 2.15 and 2.45 A° with Lue352 and Ser353 
respectively. Furthermore, the compound formed Pi-Pi interaction 
with Phe518. The proposed binding mode of compound 4.11 (affinity 
value of –54.50 kcal/mol and 1 H-bonds) is shown in Figure 3. It formed 
a hydrogen bond with a distance of 2.43 A° with Ser353. Furthermore, 
the compound formed Pi-Pi interaction with Phe518.

 Figure 1: Binding mode of compound 4.10.

Figure 2: Binding mode of compound 4.28.
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Figure 3: Binding mode of compound 4.11.

Comp. ∆G Comp. ∆G
4.1 -45.42 4.19 -44.05
4.2 -43.32 4.20 -43.26
4.3 -44.19 4.21 -44.08
4.4 -50.01 4.22 -54.01
4.5 -49.29 4.23 -43.31
4.6 -51.25 4.24 -48.55
4.7 -49.91 4.25 -47.88
4.8 -47.09 4.26 -42.17
4.9 -40.14 4.27 -50.31

4.10 -55.91 4.28 -55.14
4.11 -54.50 4.29 -48.59
4.12 -51.05 4.30 -49.49
4.13 -48.17 4.31 -41.68
4.14 -53.12 4.32 -42.29
4.15 -43.87 4.33 -50.44
4.16 -43.55 4.34 -40.39
4.17 -40.94 4.35 -44.56
4.18 -52.32 4.36 -43.52

Table 3: ∆G for ligands 4.1-4.36.

Conclusion
In the present study, the synthesis of a new series of 2-(substituted)-

N-(4-oxo-2-phenylquinazolin-3(3H)-yl)acetamides (4.1-36) has been 
described. The results of the analgesic activity showed a moderate 
enhancement of activity. The compounds with ethyl side chain (4.2, 
11, 20 and 29) emerged as the most active compound. Hence this 
series could be developed as a novel class of analgesic agents. Further 
structural modification is planned to obtain compounds with increased 
analgesic and anti-inflammatory activities with minimal ulcerogenic 
behavior.

References

1. Alagarsamy V, Raja Solomon V, Dhanabal K (2007) Synthesis and
pharmacological evaluation of some 3-phenyl-2-substituted-3H-quinazolin-4-
one as analgesic, anti-inflammatory agents. Bioorg Med Chem  15: 235-241. 

2. El-Azab AS, ElTahir KE (2012) Synthesis and anticonvulsant evaluation of
some new 2, 3, 8-trisubstituted-4 (3H)-quinazoline derivatives. Bioorg Med
Chem Lett 22: 327-333.

3. Veerachamy A, Veluchamy M, Nagendran P, Poongavanam V, Rajappan R
(2003) Synthesis, Analgesic and Anti-inflammatory Activities of Some Novel 
2,3-Disubstituted Quinazolin-4(3H)-ones. Biol Pharm Bull 26: 557-559.

4. Byju K, Jayalakshmi B (2015) Analgesics, Antibacterial and Locomotor activity
of synthesised Mannich bases of Quinazoline 2-one derivatives. IJAPBC 4:
238-246.

5. Mosaad SM, Mohsen MK, Emad Kassem MM, Nageh A, Khedr M, et al. (2011) 
Synthesis, biological evaluation and molecular docking of quinazoline-4 (1H)-
one derivatives as anti-inflammatory and analgesic agents. Acta Poloniae 
Pharmaceutica Drug Research 68: 665-675.

6. Ravikanth K, Anil K, Deepak T, Anirudh KS, Singh P (2014) Correlating
Standardization with Efficacy of Respzz, a Respiratory Distress Alleviator. Int J 
Res Pharm Sci 4: 512-517.

7. Alafeefy AM, Kadi AA, Al-Deeb OA, El-Tahir KE, Al-Jaber NA (2010) Synthesis, 
analgesic and anti-inflammatory evaluation of some novel quinazoline 
derivatives. Eur J Med Chem 45: 4947-4952.

8. Rajveer CH, Swarnalatha CH, Rathinaraj BS, Sudharshini S (2010) Synthesis
of 6BromoOxo Quinazoline Derivatives and Their Haramcological Activities.
International Journal of Chemical Research 1: 21-24. 

9. Alagarsamy V, Solomon VR, Murugesan S (2008) Synthesis and
pharmacological evaluation of some 3-(2-methylphenyl)-2-substituted amino-
quinazolin-4(3H)-ones as analgesic and antiinflammatory agents. Arzneimittel-
forschung 58: 174-181.

10.	Alagarsamy V, Shankar D, Solomon V, Sheorey R, Parthiban P (2009)
Synthesis and pharmacological evaluation of 3-cyclohexyl-2-substituted
hydrazino-3H-quinazolin-4-ones as analgesic and anti-inflammatory agents. 
Acta Pharm 59: 75-88.

11. Alagarsamy V, Meena S, Ramaseshu K, Solomon VR, Kumar TD, et al. (2007) 
4-Cyclohexyl-1-substituted-4H-[1,2,4]triazolo [4,3-a] quinazolin-5-ones: novel
class of H1-antihistaminic agents. Chem Biol Drug Des 70: 254-263.

12.	Saravanan G, Alagarsamy V, Prakash CR (2012) Design, synthesis 
and anticonvulsant activities of novel 1-(substituted/unsubstituted
benzylidene)-4-(4-(6, 8-dibromo-2-(methyl/phenyl)-4-oxoquinazolin-3 (4H)-yl)
phenyl) semicarbazide derivatives. Bioorg Med Chem Lett 22: 3072-3082.

13.	Banerjee M, Behera CC, Pradhan GC, Azam MA, Sahu SK (2009) Synthesis 
and Biological Evaluation of some Anthranilic Acid and 2-Phenylquinazoline-
4(3H)-one Analogues. S Afr J Chem 62: 134-141.

14.	Abdel-Rahman AE, Bakhite EA, Al-Taifi EA (2000) Synthesis and 
antimicrobial testing of some new S-substituted-thiopyridines, thienopyridines,
pyridothienopyrimidines and pyridothienotriazines. Pharmazie 58: 372-379.

15.	Ayyad RA, Sakr HM, El-Gamal KM (2016) Design, Synthesis, Computer 
Modeling and Analgesic Activity of Some New Disubstituted Quinazolin-4 (3H)-
ones. Medicinal Chemistry 6: 299-305. 

16.	El-Azab AS, Abdel-Hamide SG, Sayed-Ahmed MM, Hassan GS, El-Hadiyah 
TM, et al. (2013) Novel 4(3H)-quinazolinone analogs: synthesis and
anticonvulsant activity. Med Chem Res 22: 2815-2827.

17.	Wheeler HL, Outes WM (1910) The Bromination of Anthranilic Acid. J Am
Chem Soc 32: 770-773.

18.	Endicott MM, Alden BB, Sherrill MI (1946) Ibid 68: 1303.

19.	Baker BR, Schaub RE, Joseph JP, McEvoy FJJ (1952) An Antimalarial Alkaloid 
from Hydrangea. XV. Synthesis of 5-, 6-, 7-, and 8-Derivatives with Two
Identical Substituents. Org Chem 17: 149-156.

20.	Kulkarni SK (1980) Life Sciences 27: 185.

21. D’Amour FE, SmithDL (1941) A Method for Determining Loss of Pain
Sensation. J Pharmacol Exp Therap 72: 74-79.

http://www.sciencedirect.com/science/article/pii/S0968089606008108
http://www.sciencedirect.com/science/article/pii/S0968089606008108
http://www.sciencedirect.com/science/article/pii/S0968089606008108
http://www.sciencedirect.com/science/article/pii/S0960894X11015393
http://www.sciencedirect.com/science/article/pii/S0960894X11015393
http://www.sciencedirect.com/science/article/pii/S0960894X11015393
https://www.jstage.jst.go.jp/article/bpb/26/4/26_4_557/_article
https://www.jstage.jst.go.jp/article/bpb/26/4/26_4_557/_article
https://www.jstage.jst.go.jp/article/bpb/26/4/26_4_557/_article
http://www.ijapbc.com/files/31-4143.pdf
http://www.ijapbc.com/files/31-4143.pdf
http://www.ijapbc.com/files/31-4143.pdf
http://www.ptfarm.pl/pub/File/Acta_Poloniae/2011/5/665.pdf
http://www.ptfarm.pl/pub/File/Acta_Poloniae/2011/5/665.pdf
http://www.ptfarm.pl/pub/File/Acta_Poloniae/2011/5/665.pdf
http://www.ptfarm.pl/pub/File/Acta_Poloniae/2011/5/665.pdf
http://ijps.aizeonpublishers.net/content/2014/3/ijps512-517.pdf
http://ijps.aizeonpublishers.net/content/2014/3/ijps512-517.pdf
http://ijps.aizeonpublishers.net/content/2014/3/ijps512-517.pdf
http://www.sciencedirect.com/science/article/pii/S0223523410005647
http://www.sciencedirect.com/science/article/pii/S0223523410005647
http://www.sciencedirect.com/science/article/pii/S0223523410005647
http://www.ijcr.info/Vol1Issue1/108.pdf
http://www.ijcr.info/Vol1Issue1/108.pdf
http://www.ijcr.info/Vol1Issue1/108.pdf
https://www.thieme-connect.com/DOI/DOI?10.1055/s-0031-1296489
https://www.thieme-connect.com/DOI/DOI?10.1055/s-0031-1296489
https://www.thieme-connect.com/DOI/DOI?10.1055/s-0031-1296489
https://www.thieme-connect.com/DOI/DOI?10.1055/s-0031-1296489
http://www.degruyter.com/view/j/acph.2009.59.issue-1/v10007-009-0004-0/v10007-009-0004-0.xml
http://www.degruyter.com/view/j/acph.2009.59.issue-1/v10007-009-0004-0/v10007-009-0004-0.xml
http://www.degruyter.com/view/j/acph.2009.59.issue-1/v10007-009-0004-0/v10007-009-0004-0.xml
http://www.degruyter.com/view/j/acph.2009.59.issue-1/v10007-009-0004-0/v10007-009-0004-0.xml
http://dx.doi.org/10.1111/j.1747-0285.2007.00544.x
http://dx.doi.org/10.1111/j.1747-0285.2007.00544.x
http://dx.doi.org/10.1111/j.1747-0285.2007.00544.x
http://linkinghub.elsevier.com/retrieve/pii/S0960-894X(12)00389-7
http://linkinghub.elsevier.com/retrieve/pii/S0960-894X(12)00389-7
http://linkinghub.elsevier.com/retrieve/pii/S0960-894X(12)00389-7
http://linkinghub.elsevier.com/retrieve/pii/S0960-894X(12)00389-7
http://www.ajol.info/index.php/sajc/article/view/123292
http://www.ajol.info/index.php/sajc/article/view/123292
http://www.ajol.info/index.php/sajc/article/view/123292
http://www.ingentaconnect.com/content/govi/pharmaz/2003/00000058/00000006/art00002
http://www.ingentaconnect.com/content/govi/pharmaz/2003/00000058/00000006/art00002
http://www.ingentaconnect.com/content/govi/pharmaz/2003/00000058/00000006/art00002
http://www.omicsonline.org/open-access/design-synthesis-computer-modeling-and-analgesic-activity-of-some-newdisubstituted-quinazolin43hones-2161-0444-1000360.php?aid=73057
http://www.omicsonline.org/open-access/design-synthesis-computer-modeling-and-analgesic-activity-of-some-newdisubstituted-quinazolin43hones-2161-0444-1000360.php?aid=73057
http://www.omicsonline.org/open-access/design-synthesis-computer-modeling-and-analgesic-activity-of-some-newdisubstituted-quinazolin43hones-2161-0444-1000360.php?aid=73057
http://link.springer.com/article/10.1007/s00044-012-0280-y
http://link.springer.com/article/10.1007/s00044-012-0280-y
http://link.springer.com/article/10.1007/s00044-012-0280-y
http://pubs.acs.org/doi/abs/10.1021/ja01924a009
http://pubs.acs.org/doi/abs/10.1021/ja01924a009
http://pubs.acs.org/doi/abs/10.1021/jo01135a015
http://pubs.acs.org/doi/abs/10.1021/jo01135a015
http://pubs.acs.org/doi/abs/10.1021/jo01135a015
http://jpet.aspetjournals.org/content/72/1/74.abstract
http://jpet.aspetjournals.org/content/72/1/74.abstract

	Title
	Corresponding author
	Abstract
	Keywords
	Introduction
	Experimental 
	Synthesis of 2-Phenyl-3,1-benzoxazin-4-one derivatives (1) 
	Synthesis of 3-Amino-2-phenylquinazolin-4-(3H)-one derivatives (2) 
	Synthesis of 2-Chloro-N-(4-oxo-2-phenylquinazolin-3(3H)-yl)acetamide (3) 
	Synthesis of N-(4-Oxo-2-phenylquinazolin-3(3H)-yl)acetamide derivative (4) 
	N-(6-Bromo-4-oxo-2-phenylquinazolin-3(3H)-yl)-2-(ethylamino)acetamide (4.2) 
	N-(6-Bromo-4-oxo-2-phenylquinazolin-3(3H)-yl)-2-(2-nitrophenylamino)acetamide (4.5) 
	N-(6,8-Dibromo-4-oxo-2-phenylquinazolin-3(3H)-yl)-2-(phenylamino)acetamide (4.12) 
	N-(6,8-Dibromo-4-oxo-2-phenylquinazolin-3(3H)-yl)-2-(o-tolylamino)acetamide (4.18) 
	N-(6-Chloro-4-oxo-2-phenylquinazolin-3(3H)-yl)-2-(ethylamino)acetamide (4.20) 
	N-(6-Chloro-4-oxo-2-phenylquinazolin-3(3H)-yl)-2-(4-chlorophenylamino)acetamide (4.22) 
	N-(6,8-Dichloro-4-oxo-2-phenylquinazolin-3(3H)-yl)-2-(methylamino)acetamide (4.28) 

	Pharmacology 
	Analgesic activity 
	Molecular modeling 
	Preparation of the target protein 
	Tested compounds preparation 

	Results and Discussion 
	Conclusion 
	Scheme 1
	Table 1
	Table 2
	Table 3
	Figure 1
	Figure 2
	Figure 3
	References 

