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Tab 1 Physical data of the title compounds
Yieldb IR(KBr) 'HNMR MS
Compd® MPC ()
¢ em ! (DMSO0-D;;, TMS) (m/2)
1 218—219.3 355 1670.1350,815,
690,750
I 238.5~7260.5  57.1  I670.1330.810. 105(M ),
305 189C100)
be IRT.0--189.0 50.7  1690.1620,8350, 105(M 1),
820,763,775 189C100)
bOMIT.3~218.5 0 51.8 1875,1620,810, 2. 13¢(m, 2H,5-H), 2. 92(m2H, 1-H), 3. 33~ 3. 36
815 “m.8H, 2(-CHaCHa-) . 3. B8 (s 3H.CH30-),3. 21
(5. 2H.N-CH.C0-) 6. 86(m, {H,Ph-H).7. 72
(5o 1H,Ph-H), 10. 88(s.,2H,-NH-,-CO-NH)
L 2782240 1K 6 1690, 1625.8720
L 19R.5~199.5  60.0 1670.1620,810 1. 08Cd.3H ., J =7, 3 H7,5-CH3),2. 23(m, 1H,5-H), 103(M 1),
2.61~2.71(m,2H, 1-H),3. 31~3. {{m.8H, 175¢100)
2(-CHsCH2-) 703, 21 (5. 2H NCH-CO-) , 6, 67 ~
7.210(m,5H,Ph-H) 7. 70~7. 77(m, IH,Ph-H),
10. 92(s, 2H,-NH-,-CONH-)
I} 219.5~250.5  10.8 1680,1670,845. 1. 06(d,3H,J— 7.3 H7.5-CH4),2. 25(m, IH,5-H).,
810 2. 19(s.3H .CH4-Ph) 2. 72(m.2H, I-H) ,3. 3§ ~
3.38 m 8H.2(-CHsCH2-) 5.3, 21 (br. s, 2H,
NCH.CO-).6. 81(d,2H,J~=8, | H7,Ph-2",6'-H),
8. 91(d,2H . J=8. 1 H7.Ph-3 ,5'-H).7.72(d,2H,
J=9.2 H7,Ph-3' .5'-H).7. 75(d.2H.J =9. 2 H7,
Ph-2" .6 -H), 10. 92(s,2H,-NH-,-CONH-)
i 179~ 180 33.2  1680.1618.,810. 1. 06(d.3H.J=7.3 H7,5-CHy), 2. 23~ 2. 75(m,
760.720 TH.5-H)2 61~ 2.72(m.2H, 1-H) . 3. 3| ~ 3. 38
"m.BH L 2(-CH-CHa-) . 3. 23(2H .« \NCHCO-) ,
6.95~7.17(m, IH,Ph-3' .5 1'6'-H),7. 7 1(m, IH.
Ph-2" .3 .5 6-H), 10, 92(s, 2H ,-NH- ,-CONH-)
Lo 212.5-213.5 38,5 1673.1620.810 1. 06(d,3H . J=7. 2 H7,3-CH3),2. 22(m, IH.5-H),
220 2.72(m.2H, {-H).3. 31~3. 38 m.8H,
2(CHACH+-) 3. 21 (br. s, 2H ,NCHaCO- ) . 3. 68 (s,
3H,CH;0-),6. 8~6. 9(m, IH,Ph-H),7. 73~
7.77(m. IH,Ph-H), 10. $2(s.2H.-NH-,-CONH-)
he  222.5--223.5 0 5701 1680.1620.815. LOB(A 3H I =7. 3 Hz.5-CHy) 2. 2~2, 27(m, THIM - -2y,

815

TH.5-H) 2.6 1~ 2, 72(m,2H, 1-H),3. 31~3. |
AH.m . 2(CH-CHa-) "3, 21 (br. sy 2H NCHACO- ),
6.96(d.2H,J=9.0 H7.Ph-2' ,6'-H),7. 21(d.2H,
J—9.0 H7.Ph-3",5'-H).7. 72(d.2H ,J = 9. 2 H2.
Ph-3' .5 -H).7. 75(d,2H,J=9. 2 Hz,Ph-2" ,6'-H),

10. 92(s.2H.-NH-,-CONH-)

139(M )

a. C. H, N analvses were within — 0. 5" of calculated values.

b. Yield of substitution reaction.
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Tab 2 Platelet aggregation inhibitory activity of the title compounds

ICs0° 1C5d 1C5¢¢ 1Cs0?
C
ompd (1 mol/L X +SD)¢ Compd. (u mol/L X +SD)¢

L 43. 06+ 4. 06 17 1. 45+0. 39 5.8+1.4
Iy 13.3040.71 60. 1+12. 1 ig 1. 45+0. 16
I3 14. 454 1. 31 1y 0.99+0.27 3.7+£0.3
Iy 14.83+1. 98 25.6+4. 4 [ I 5.12+0.09 16.613.5
15 19.28+3. 34 64.3+3.5 C1 930 2.12+0.15 7.1541.2
1s 2.624+0.08

c. ADP-induced rat platelet aggregation.

d. PAF-induced rabbit platelet aggregation.

e. The number of experimental animal was 3.
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SYNTHESIS AND PLATELET AGGREGATION INHIBITORY
ACTIVITY OF 6-SUBSTITUTED DIHYDROPYRIDAZINONES

FM Yao and CS Sun

(Department of Pharmacy . Betlone International Peace Hospital . Sht jiazhuang 0500825 Department of
Medicinal Chemistry . College of Pharmacy . Second Military Medical 1'niversity , Shanghat 200433)

ABSTRACT In order to develop more potent and less toxic, antithrombotic agents, ten 6-(4-
substituted piperaziny! acetvl aminophenyl)-4,5-dihydro-3(2H )-pyridazinones were synthesized. The
title compounds were tested m ritro for platelet aggregation inhibitory activity with ADP-induced rat
platelets and PAF-induced rabbit platelets. Preliminary tests showed that all of the pyridazinones could
inhibit ADP-induced rat platelet aggregation. I;. 1y, I were more potent than the control compound
C1 930. 1, was the most potent compound with ICso of 0. 99 umol/L. Pertaining to PAF-induced rab-
bit platelet aggregation. 1o was the most potent inhibitor with 1C;o of 3. 7 umol/L.

Key words Platelet aggregation inhibitor; Pyridazinones





