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Tab 1 Physical data of the title compounds(1)*

Compd R MP/C Yie(fb/ IR/KBrs cm” ! THNMR/DMSO-dg» TMS
1, o~ 245247 78 3400, 3230, 1690, 2.452H,t,J=8.14 Hz 4-H),2.90(2H, t,] =8. 14 Hz, 5-H), 7.82 ~
\.N/i'L 1680,1500, 1380 8.95(8H, m, Ph-H, Py-H), 10.60 C 1H, s, 4'-CONH-), 10.82( [H, s,
Pdz CONH. )¢
I, 7 234~237 69 3350, 1700, 1670, 2.50(2H, ] =7.88 Hz 4-H),2.95(2H, t, ] =7.92 Hz» 5-H), 7.80 ~
N 1540,1330,950  9.10(8H, m, Ph-H, Py-H), 10.20 C1H, s, 4'-CONH-), 10.80 C [H, s,
Pdz- CONH.)
I 7 268~ 270 87 3500, 1685, 1680, 2.42(2H,t,]=7.88 Hz» 4-H),2.90(2H, t,] = 7.92 Hz, 5-H),7.80
N 1580,1290, 1180 (6H,m, Ph-H, Py-HD, 8.80( 2H, m, Py-H), 10.60¢ 1H, s, 4'-CONH. ),
o 10.80C 1H, s, Pdz-CONH-)
L “7.\\_/75 294~ 296 80 3450, 2980, 1680, 2.4202H, ] =8.0 Hz4-H),2.90(2H, t-] =8.0 Hz 5-H), 6.7C1H,
v 1630, 1520, 1410, ] =1.7 Hzo Fr-4-H),7.35(1H, d»] = 3.5 Hz Fr-3-H)» 7.95C1H. d,
1340, 1160,930  J=1.0 Hz Fr-2-H),7.70(2H, d, ] =8.92 Hz, Ph-3',5"-HD, 7.82C2H,
] =8.92 Hz Ph-2’, 6"-HD, 10.30C1H, s, 4 -CONH-), 10.85C [H, s,
Pdz- CONH.)
Is CICH,- 224226 72 3550, 3450, 1770, 2.42(2H,t, ] =8.16 Hz» 4-H),2.91(2H, t,] = 7.92 Hz, 5-H),4.27
1695, 1540, 1420, (2H,s,-CH,-),7.63(2H, d ] =8.88 Hz, Ph-3', 5-H), 7.71(2H, d, ]
1350,1260,840  =8.85 Hz Ph2'»6' 11> 10.42C1Hs s 4" CONHL, 10.85CI Hs s Pz
CONH.)
I 2= 225227 73 3450, 1695, 1610, 2.24(2H, 1, ] =7.80 Hzs 4-H),2.65(2H, t, ] = 7.80 Hz 5-H), 4.65
@ 1540,1350,840  (2H,s,-CHy)6.80~7.76(9H, m, Ph-H), 10.30C 1H, s, 4'-CONH.),
10.91C1H, s, Pdz-CONH-)
I, OCH, - 208~210 59 3535, 1705, 1630, 2.23(2H,t,] =8.06 Hz» 4-H), 2.89(2H, t, ] = 7.88 Hz 5-H), 4.48
1550, 1425,960  (2H.s»-CHy-)+6.86 ~8.02C1IH: m» Phes Nph-HD, 10.37C1H, 0 4'-
CONH-), 10.86( 1H, s, Pdz-CONH.)
I N\ 217~219 63 3500, 1690, 1615, 2.41C2H, t,] =7.9 Hz» 4-H),2.90(2H, t, ] = 7.9 Hz, 5-H), 4.28
(g H~CHe= 1525,1250,840  (2H,s,-CHy-)» 6.92 ~ 7.83 (7H, m, Ph-H, Im-H), 10,42 C1H, s, 4'-
CONH-), 10.84C 1H, s, Pdz-CONH.)
I 291~292 78 3400, 3350, 1700, 2.45(2H, ] =7.92 Hzs 4-H), 2.93(2H, t, ] = 7.92 Hz 5-H), 7.76
© 1680, 1540, 1355, (2H.d»]=8.85 Hz» Ph-3"»5'-H)»7.85(2H. dv ] = 8.88 Hz Ph-2'-6'-
NO2 1260, 840,720 H),8.18C2H, d» ] = 8.82 Hz O,NPh-2"» 6'-H), 8.36(2H, d, ] =8.82
Hz,O,NPh-3', 5'-H), 10.70 C1H, s, 4-CONH-)» 10.88 ( 1H, s, Pdz-
CONH.)
1 ©/ 273~275 84 3360, 1705, 1670, 2.43(2H,,J=7.95 Hz 4-H),2.94(2H, t,] = 7.98 Hz, 5-H), 7.76 ~
NO2 1610,1320,940  8.79(8H, m» Ph-H), 10.72 C1H, s, 4-CONH-)» 10.89 ( 1H, s, Pdz-
502 - CONH-)
1, 7 264~ 266 68 3160, 2950, 1660, 2.32(3H,s,-CH;), 2.38(2H, t, ] = 7.80 Hz» 4-H), 2.84(2H, 1, ] =
N 1620, 1520, 1410, 7.80 Hz 5-H), 7. 14(2H, d» ] =8.73 Hz Ph-3', 5" -H), 7.61(2H, d ]
CHa 1350,1110,920  =8.73 Hz, Ph-2’,6"-H),7.34(2H, d, ] =7.92 Hz, CHy-Ph-3", 5'-H),
7.67C2H, d,] = 8.22 Hz, CHy-Ph-2", 6'-H), 10.44 (1H, s, -SO,NH. ),
10.85C1H, s»-CONH.)
I CHLS0; 252~ 253 73 3420, 3080, 1680, 2.412H,t,] =8.40 Hz, 4-H),2.89(2H, t, ] = 7.77 Hz, 5-H)» 3.0

1620, 1535, 1460,
1170, 1095, 860

(3H,s,-CH;3),7.22(2H, d> ] =8.73 Hz, Ph-3",5" -1, 7.702H, d, ] =
8.73 Hz;Ph-2",6"-112,9.97C1H, 3, -SO,NH-), 10.86 (1 H, s, -CONH-)

a. C, H, N analyses were within = 0.5% ol calculated values; b. Yield ol last substitution reaction: c.

pyridazinone ring.

Pdz represents
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Tab 2 Physical data of the title compounds(ID?*
< o Yield®/ - | . .
Compd R MP/C % IR/KBr» em HNMR/DMSO-dg» TMS
11, AN 208~210 63 3430, 3120, 1700, 1.08(3H,d,]=7.26 Hz 5-CH;),2.23(1H,d, ] = 16.72 Hz, 4-
< i 1685, 1540, 1420, H),2.68C1H,dd,J,; = 16.28 Hz,J, =5.40 Hz, 4 H),3.39C1H,
N 1355,1260,850 ms 5-H)> 7.91 ~ 8.96 (8H, m» Ph-H, Py-HJ» 10.62C1H, s5 4’
CONH-)» 10.87C1H, s, Pdz-CONH-)
I, ?j 216~218 67 3380, 3210, 1700, 1.08(3H,d,]=7.26 Hz 5-CH;),2.24(1H,d, ] = 17.04 Hz 4-
=y 1665, 1600, 1520, H),2.67(1H, dd,J, = 16.83 Hz, J, = 6.83 Hz, 4-H), 3.38(1H,
1260, 1185, 840 m.5-H), 7.54 ~8.12(8H, m: PhH, Py-H), 10.57C1H, s, 4 -
. CONH-)» 10.92C1H, s, Pdz-CONH-)
1L {\ | 212~214 65 3410, 3100, 1700, 1.07(3H.d,]=7.26 Hz 5-CH;),2.35(1H, d, ] = 16.83 Hz 4-
SN 1670, 1620, 1525, H),2.49C1H,dd,J,=16.52 Hz,J, =5.18 Hz, 4 H),3.35(1H,
0! 1350, 1260840 m.5-H),7.84(6H, m, Ph-H, Py-H), 8.78 2H, m» Py-H), 10.63
«( ; (1H>s-4"-CONH-), 10.92C1H, s, Pdz CONH-)
11, L__;‘ | 184~ 186 78 3400, 3090, 1700, 1.06(3H,d,]=7.26 Hz 5-CH;)>2.30(1H,d, ] = 16.75 Hz, 4-
1665, 1600, 1525, H),2.67(1H,dd>J, = 16.81 Hz,J, =6.81 Hz, 4 H),3.37C1H,
1420, 1250, 835 mr5-H)56.70C1H, m» Frd4-H), 7.35C1H, d» | = 3.48 Hz> Fr-3-
H),7.93C1H, m» Fr2-H),7.76 (2H, d» ] = 8.88 Hz, Ph-3', 5"~
H), 7.83(2H, d» ] = 8.88 Hz, Ph2', 6" H), 10.32C1H: s, 4"
CONH-)» 10.91C1H, s, Pdz-CONH-)
115 CICH,- 234~236 53 3420, 2950, 1695, 1.06(3H,d,]=7.26 Hz 5-CH;)>2.28C1H,d, ] = 16.68 Hz, 4-
1665, 1600, 1460, H),2.68C1H,dd>J,=16.77 Hz» J, =6.84 Hz, 4 H), 3.39C1H,
1350, 1150,910 m,5-H),4.27(2H, s, -CH,-), 7.61(2H, d, ] = 8.52 Hz, Ph-3", 5
H)> 8.00(2H, d» ] = 8.49 Hz, Ph2', 6" H), 10.38 C1H, s, 4"
OCHz - CONH)» 10.90C 1H; s, Pdz CONH.)
11, 189~ 191 64 3400, 3100, 1695, 1.03(3H,d,]=7.30 Hz 5-CH;)>2.31(1H,d, ] = 16.65 Hz, 4-
1660, 1660, 1538, H,2.67(1H.dd,], =16.65 Hz:J,=5.6 Hz-4-H)>3.43(1H> m>
1410, 1360 830 5H>,4.72(2H, s» CH,-J» 6.80 ~ 7.77(9H, m» Ph- H)» 10.17
0CH s~ (1Hs,4"-CONH-), 10.82C1H, s, Pdz- CONH-)
11, 205~207 43 3245, 2980, 1680, 1.05(3H,d,]=7.26 Hz 5-CH;)>2.38C1H,d, ] = 16.65 Hz, 4-
ijij 1618, 1525, 1233, H),2.69C1H, dd, ], = 16.58 Hz, ], =5.66 Hz,4-H),3.49(1H,
X 105,965,810 m5-H),4.5802H, s, CH,-2,6.80~7.77C10H, m» Ph-H)» 10.23
(1Hs,4"-CONH-), 10.86(1H, s, Pdz- CONH-)
Il NEN —CHa - 187~ 189 65 3340, 3230, 1700, 1.05(3H,d,]=7.26 Hz 5-CH;),2.32(1H,d, ] = 16.80 Hz, 4-
@ 2 1665, 1600, 1525, H),2.69C1H, dd, J, = 16.50 Hz» ], =5.34 Hz,4-H), 3.41(1H,
1420, 1340, 840 m,5-H),4.70(2H, s, -CH,CO-),6.73 ~ 7.71 (7H, m, Ph-H, Im-
H),10.27C1H, 5,4 - CONH-), 10.93(1H, s, Pdz CONH-)
11, 257~258 70 3350, 3130, 1665, 1.08(3H,d,]=7.26 Hz 5-CH;)»2.23C1H, d, ] = 16.50 Hz. 4-
1620, 1540, 1420, H),2.69C1H, dd, ], =16.70 Hz, ], =6.81 Hz,4-H),3.42(1H,
NOz 1335,1330,855 m, 5-H),7.80(2H,d, ] =8.91 Hz, Ph-3",5-H),7.86(2H, d, ] =
8.91 Hz, Ph 2’5 6" H)» 8.19(2H, d» ] = 8.88 Hz> O:NPh2', 6’
H>,8.37(2H,d.] =8.88 Hz, O,N-Ph-3",5 H), 10.69CIH, s, 4"
CONH-)» 10.92C1H, s, Pdz-CONH-)
I Q 267 ~269 75 3410, 3235, 1680, 1.06(3H,d, ] = 7.26 Hz» 5CH3)» 2.23C1H, ds ] = 16.2 Hzs 4-
1665, 1610, 1525, H),2.69C1H, dd,J, =16.71 Hz ], =6.78 Hz,4-H)>,3.37(1H,
NOz 1280,960,815 ] 3 ) . 4" CONIL
m>5-H),7.53~7.80(8H, m» Ph-H)» 10.70C 1H, s, 4 -CONH-),
$02- 10.92C1H, s Pdz-CONH-)
I, 194~197 69 3400, 3200, 1700, 1.08(3H,d»J =7.26 Hz, 5-CH;),2.18(3H, s, Ph-CH;), 2.33
1665, 1600, 1540, (1H,d,] = 16.50 Hz, 4-H),2.47(1H, dd> ], = 16.41 Hz, |, =
CHy 1420, 1260, 850 5.64 Hz»4-H2»3.34C1H, m> 5-H)» 7.15(2H, d» ] = 8.79 Hz» Ph-
3,5 H),7.60(2H,d,] =8.79 Hz, Ph-2",6"-H),7.35(2H,d, ] =
8.34 Hz, CH3-Ph-2",6"-H),7.68(2H, d> ] =8.28 Hz> CH;-Ph-3,
5 1, 10.47C1Hss:-SO,NH 5 10.79C1 Hy s, CONH-)
1, CH,S05 235~237 73 3230, 3100, 1700, 1.05(3H,d,]=7.26 Hz 5-CH;)>2.20(1H,d, ] = 16.70 Hz, 4-

1665, 1600, 1530,
1420, 1340, 1180

,2.68C1H, dd, ], =16.50 Hz,J, =5.58 Hz,4-H),3.02(3H, s,
CH;80-,3.34C1H, m» 5-HJ», 7.23(2H, d, ] = 8.79 Hz, Ph-3",
51D, 7.74(2H, d, J = 8.79 Hz» Ph-2", 6"-HJ, 9.98 C1H, s, -
SO,NH-), 10.91C1H, 5, -CONH-)

a. C; H, N analyses were within * 0.5% ol calculated values:

pyridazinone ring.

b. Yield ol last substitution reaction; c. Pdz represents
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&, 1994,8:49
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SYNTHESIS AND PLATELET AGGREGATION INHIBITORY ACTIVITY OF
6-(4’-SUBSTITUTED ACYLAMINOPHENYL)-
4,5-DIHYDRO-3-(2H)-PYRIDAZINONES

Liu Chaomei( Liu CM), Xue Kechang(Xue KC)» Yao Jiayong( Yao JY) Jiang Yuanying(Jiang YY),
Lu Bo(Lu B) and Wu Yijie(tWu Y]

(Division of Organic Chemistry, Faculty of Pharmacy>
Second Military Medical University, Shanghai 200433)

ABSTRACT AIM: To study the synthesis and antiplatelet aggregation activity of 6-(4’-substituted acyl
aminophenyl)-4, 5-dihydro-3 ( 2H )-pyridazinones. METHODS: The title compounds were synthesized by
acylation of twelve acyl chlorides and two intermediates prepared by Friedel-Crafts reaction, lengthening of

carbon chain, hydrolysis and cyclization; the antiplatelet aggregation activity of the title compounds was
measured by Born’s method. RESULTS: Twenty four 6-(4 -substituted acyl aminophenyl)-4, 5-dihydro-3(2H)-
pyridazinones were designed and synthesized. Of them, 22 were first reported. The chemical structures of all

the compounds were determined by IR, 'HNMR and elementary analysis. The intermediates 6-(4'-

aminophenyl -4, 5-dihydro-3(2H)-pyridazinones, was synthesized by two methods. Preliminary pharmacological

tests showed that all of the title compounds inhibited ADP induced platelet aggregation to a certain extent.

Compounds II showed more potent inhibition than did compounds I. The inhibitory activities of I, I3, II;»
15, 114 Ils and Ilgs were more potent than that of the control compound CI-930. The inhibitory effect of II;

and 115 against platelet aggregation were about ten times of that of CI-930. CONCLUSION: Some of the title
compounds showed potent activity of antiplatelet aggregation and should be studied further.

KEY WORDS pyridazinone; acylaminos; platelet aggregation inhibition





