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Synthesis and anti-inflammatory activity of «-aryl-3, 5-dimethoxyphenylpro-

penamides
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Abstract Aim: To search for new compounds with stronger anti-inflammatory activities and less gastrointestinal
side effects. Methods: 2-(2, 4-Dichlorophenyl) -3-( 3, 5-dimethoxyphenyl) - propenoic acid(1) was converted to
amides( IT). Their anti-inflammatory activities against xylene-induced mice ear swelling were evaluated. Results:
Twelve target compounds (11, ,,) were synthesized, and their structures were confirmed by IR, 'H NMR and HR-
MS. II; exhibited significant anti-inflammatory activity compared with CMC-Na( P < 0.01) and aspirin( P <
0.05). Conclusion: Compound II; deserves further investigation.
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Scheme 1  Sythesis of compounds II,_,
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Table 1 Structures, melting point,yield and HR-MS data of the target compounds

Compd. Ar R mp/C Yield/ % Appearance HR-MS,m/z(M) *

I, 4-NO,-Ph H 191-192 82.5 Pale yellow crystals 472.059 3 472.059 2
I, 4-Br-Ph H 151-152 86. 1 White crystals 504.984 7 504. 986 4
I, 4-Cl-Ph H 148-149 86.4 White crystals 461.035 2 461.037 0
o, 4-CH;-Ph H 154-155 81.4 Pale yellow crystals 441.089 8 441.091 8
II's 4-CH;0-Ph H 135-136 71.4 White crystals 457.084 8 457.086 3
s a-naphthyl H 176-177 82.8 Pale red crystals 477.089 8 477.090 4
I, Ph H 139-140 74. 8 White crystals 429.071 2 429.070 0
I Ph CH; 154-155 72.4 White crystals 443.086 9 443.087 7
Iy 2-CH;-Ph H 134-135 74. 4 White crystals 441.089 8 441.090 9
Iy 4-EtO0C-Ph H 163-164 85.2 White crystal 499.095 3 499.097 6
Iy, 4-F-Ph H 166-167 78.8 Pale yellow crystals 445.064 8 445.063 9
I, 2-CH;0-Ph H 136-137 87.5 White crystal 457.084 8 457.085 1
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Table 2 IR and 'H NMR data of target compounds
Compd. IR(KBr,cm ") "H NMR($5,CDCl;)
I, 3401,3001,1 678, 3.62(s,6H,CH;),6.17(s,2H,ArH) ,6.39(s,1H,ArH) ,7.29(d,1H,/=8.0 Hz,ArH) ,7.43(d,1H,J
1610,1 528,1 329 =8.4 Hz,ArH),7.68(m,3H,ArH),7.98 (s,1H, =CH) ,8.22(d,2H,J =8.8 Hz,ArH)
I, 3417,3 053,1 636, 3.61(s,6H,CH;),6.16(s,2H,ArH) ,6.37(s,1H,ArH) ,6.97(d,1H,/=8.0 Hz,ArH),7.27(d,1H,J
1590,1 532,1 295 =8.0 Hz,ArH) ,7.38(d,2H,J =8.0 Hz,ArH) ,7.40(d,2H,J =9.2 Hz,ArH),7.63(s,1H, =CH),
7.94(s,1H,ArH)
I 3415,3042,1 638, 3.61(s,6H,CH;),6.16(s,2H,ArH) ,6.37(s,1H,ArH) ,6.97(s,1H,ArH) ,7.30 (m,2H, ArH) ,7. 42
1591,1532,1 296 (m,4H,ArH) ,7.63(s,1H, =CH)
o, 3420,3 056,1 640,  2.33(s,3H,CH;),3.60(s,6H,CH;),6.16(s,2H,ArH) ,6.36(s,1H,ArH) ,6.93(s,1H,ArH) ,7. 12
1 601,1 540,1 321 (d,2H,J=8.0 Hz,ArH),7.29(d,1H,J=8.1 Hz,ArH) ,7.35(d,2H,/ =8.0 Hz,ArH) ,7. 62(s,1H, =
CH),7.94(s,1H,ArH)
115 3 416,3 010,1 630, 3.60(s,6H,CH;),3.79(s,3H,CH;) ,6.17(s,2H,ArH) ,6.36(s,1H,ArH) ,6.85(d,2H,/J =7.0 Hz,
1 600,1 511,1 295 ArH),7.29(d,1H,J=8.7 Hz,ArH ) ,7.37(m,3H,ArH ) ,7.62(s,1H,ArH) ,7.94 (s,1H, =CH)
11, 3424.3072,1679,  3.58(s,6H,CHy) ,6.23(s,2H,ArH) ,6.39 (s, 1H,ArH) ,7.45(m,6H, ArH ),7.70 (m,2H, ArH) ,7. 85
1584,1523,1318 (s,1H, =CH) ,8.05(d,2H,ArH)
11, 3354,3004,1 666, 3.61(s,6H,CH;),6.18(s,2H,ArH) ,6.37(s,1H,ArH) ,6.99 (m,2H,ArH),7.32(m,3H,ArH) ,7.47
1596,1519,1 332 (d,2H,J=8.8 Hz,ArH) ,7. 63(s,1H, =CH) ,7.95(s,1H,ArH)
115 3441,3020,1 643,  3.36(s,3H,CH;),3.54(s,6H,CH;),6.06(s,2H,ArH) ,6.28(d,1H,J=8.4 Hz,ArH) ,6.66(d,1H,J =
1591,1 365 8.4 Hz,ArH) ,6.87(s,2H,ArH) ,7.09(m,3H,ArH) ,7.26(d,2H,J =8.4 Hz,ArH) ,7.43(s,1H, =CH)
1L, 3422,2983,1685, 2.05(s,3H,CH;),3.61(s,6H,CH;),6.20(s,2H,ArH) ,6.37(s,H,ArH) ,6.92(s,1H,ArH) ,7.06(d,
1587,1 354 1H,J=5.9 Hz,ArH) ,7.22(d,1H,J =8.0 Hz,ArH) ,7.32(d,1H,J =8.0 Hz,ArH) ,7. 41 (t,1H,J=8.0
Hz,ArH) ,7.64(s,1H, =CH) ,7.98(d,2H,J=7.6 Hz,ArH)
11, 3419,3 042,1 701, 1.39(t,3H,CH;) ,3.61(s,6H,CH; ) ,4.37(m,2H,CH, ) 6.17(s,2H,ArH) ,6.38 (s,1H,ArH) ,7. 14
1 638,1 595,1 279 (d,1H,J=7.9 Hz,ArH) ,7.41(d,1H,J =8.8 Hz,ArH) ,7.56(d,2H,J =8.8 Hz,ArH),7.65(s,1H,
ArH),7.96(s,1H, =CH) ,8.00(d,2H,/ =8.4 Hz,ArH)
11, 3361,3009,1 665, 3.61(s,6H,CH;),6.16(s,2H,ArH) ,6.37(s,H,ArH),7.00(m,2H,ArH),7.29 (m,1H, ArH) ,7. 40
1597,1509,1 333 (m,3H,ArH) ,7.63(s,1H, =CH) ,7.94(s,1H,ArH)
1, 3391,3004,1 674, 3.61(s,6H,CH;),3.68(s,3H,CH;),6.22(s,2H,ArH) ,6.37(s,1H,ArH) ,6.80(d,1H,J=7.6 Hz,
1599,1529,1334  ArH),6.99(m,2H,ArH),7.29(d,1H,/ =8.0 Hz,ArH ),7.40(d,1H,J =8.0 Hz, ArH) ,7.83 (s, 1H,
ArH),7.93(s,1H, =CH)
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Table 3  Effect of compounds Il on xylene-induced mice ear swelling
(x£s,n=10)

Dose/ Swollen extent Inhibition Activity
Compd. .
(mg/kg) /mg /% ratio
CMC-Na 9.4+£2.3 0
Aspirin 200 4.5+2.2" 41.5 1.0
I, 13.8 5.8+5.6 38.3 0.92
I, 16.0 9.3+£3.7 1.0 0.02
I 14.6 3.2£2.9%%4 65.9 1.59
I, 14.0 5.4+2.8 42.6 1.03
s 14. 4 7.6 £4.7 29.8 0.72
I 15.2 5.7+5.6 39.4 0.95
I, 13.6 6.8+1.6 27.6 0. 66
s 14.0 6.8 +4.4 27.6 0. 66
Iy 14.0 7.4+4.2 21.3 0.53
Iy 16.0 7.5%1.9 20.2 0.49
Iy, 13.0 6.9+2.6 26.6 0. 64
I, 14. 4 6.7+3.4 28.7 0. 69

*P<0.05," * P <0.01 vs CMC-Na group; 2 P <0. 05 vs aspirin group.
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