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Synthesis and platelet aggregation inhibition activity of new derivatives of pyr-
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[ Abstract] Objective To study the antiplatelet aggregative activity of 6-(4-substitued acetamino-phenyl 4, 5-dihydro-3 (2H)-
pyridazinones with different substituted secondary amines. Methods Ten target compounds were designed and synthesized. All of them
were confirmed by 'H-NMR spectra. Born method was applied for preliminary pharmacological test in vitro. Results ~All of the target

compounds were not reported. The results of preliminary pharmacological test showed that all the target compounds exhibited potent anti-

platelet aggregative activity to a certain extent. Compounds 9¢, 9f and 9j were better than MCI-154 and CCI-17910 in vitro. Conclution

The steric hindrance and hydrophilicity of different substituted secondary amines impact the anti-platelete aggative activity.
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(2H) BB ) 55 6-(4-Z A AL ) 4 5-— 53
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G 92 0.18 g, K 84% , A 10 MEEYIHY

PRAE R R e AR 1,

BRik & W H IR A0 L 4 i

"H-NMR (DMSO,TMS)3

1.04-1.06 (d, 3H, CH;, J=4.5 Hz); 2.18-2.24 (m, 1H, CH); 2.47-
2.66 (m, 8H, cyclohexane); 3.12(s, 2H, CH,C=0), 3.26 (s, 2H,
CH,C=0); 6.81-7.02 (d-d, 4H, Ph-H, /=8 Hz); 9.82 (s, 1H, NH),
10.90 (s, 1H, NH)

1.03-1.06 (d, 3H, CH;, J=4.5 Hz); 2.18-2.24(m, 1H, CH); 3.20
(s, 2H, CH,C=0);3.35 (s, 2H, CH,C=0); 6.60-6.99 (m, 2H, pyr-
idine-H) ; 7.71-7.72(m, 4H, Ph-H) ; 7.82-7.83(m, 2H, furan-H) ; 9. 82
(s, IH, NH), 10.89(s, 1H, NH)

1.03-1.06 (d, 3H, CH,, J=4.5 Hz), 2.18-2.24(m, 1H, CH); 3.20
(s, 2H, CH,C=0), 3.36 (s, 2H, CH,C=0); 6.60-6.99 (m, 2H, pyr-
idine-H) ; 7.71-7.72 (m, 4H, Ph-H); 7.82-7.83 (m, 2H, furan-H);
9.82 (s, 1H, NH),10.89 (s, LH, NH)

1.03-1.06 (d, 3H, CH;, J=4.5 Hz), 2.18-2.24 (m, 1H, CH); 3.20
(s,2H, CH,C=0),3.36 (s, 2H, CH,C=0); 6.60-6.99 (m, 2H, thio-
phene-H) ; 7.71-7.72 (m, 4H, Ph-H); 7.82-7.83 (m, 1H, thiophene-
H);9.82 (s, 1H, NH), 10.89 (s, 1H, NH)

1.03-1.06 (d, 3H,CH;, J=4.5 Hz); 2.18-2.23 (m, 1H, CH); 2.25-
2.40 (m, 4H, CH,CH, ) ; 2.47-2.7(m, 8H, morpholine), 3.01 (s, 2H,
CH,C=0); 3.36 (d, 2H, CH,C=0); 3.64-3.65(m,2H, morpholine-
CH); 7.66-7.75(m, 4H, Ph-H) ;9.89(s, 1H, NH) ; 10.90(s, 1H, NH)

0.86-0.90 (m,8H, cyclopentyl-H) ; 1.03-1.06(d, 3H,CH;, J=4.5 Hz);
2.18-2.23 (m, 1H, CH); 2.25-2.40 (m, H, CH-N); 3.01 (s, 2H,
CH,C=0);3.37 (d, 2H, CH,C=0); 7.66-7.75 (m, 4H, Ph-H) ; 9. 89
(s, 1H, NH); 10.90 (s, 1H, NH)

1.03-1.06 (d, 3H, CH,, J=4.5 Hz); 2.18-2.23 (m, IH, CH); 2.25-
2.40 (m, 4H, CH,CH,); 3.01 (s, 2H, CH,C=0);3.34 (s, 2H, CH,C
=0);3.71 (s, 3H, -OCH;) ; 7.15-7.30 (m, 4H, Ph-H); 7.66-7.75
(m, 4H, Ph-H);9.89 (s, 1H, NH); 10.90 (s, IH, NH).

0.840.90 (m, 7H, CH,CHCH;); 1.03-1.06 (d, 3H, CH;, J=4.5
Hz); 2.18-2.23 (m, IH, CH); 2.702.71 (m,2H, CH,-N); 3.01 (s,
2H, CH,C=0); 3.35 (s, 2H, CH,C=0); 7.66-7.75(m, 4H, Ph-H) ;
9.89 (s, 1H, NH); 10.90 (s, 1H, NH)

0.84-0.90 (m, 7H, CH,CHCH,); 0.93-1.00 (m, 2H, CH,CH,-N);
1.03-1.06 (d, 3H, CH,, J=4.5 Hz); 2.182.23 (m, IH, CH); 2.70-
2.71 (m, 2H, CH,-N); 3.01(s, 2H, CH,C=0); 3.35 (s, 2H, CH,C =
0); 7.66-7.75(m, 4H, Ph-H); 9.89(s, 1H, NH); 10.90(s, 1H, NH)

0.74-0.82 (m, 6H,CH,CH,-N); 1.03-1.06 (d, 3H, CH,, J=4.5 Hz);
2.18-2.23 (m, 1H, CH); 2.452.60 (m, 4H, CH,CH,-N); 2.50-2. 82
(m, 4H, N-CH,CH,-N); 3.01 (s, 2H, CH,C=0); 3.33-3.36 (d, 2H,
CH,C=0); 7.66-7.75 (m, 4H, Ph-H); 9.89 (s, 1H, NH); 10.90 (s,
1H, NH).

x1

Compd  Mp(°C) Yield(% ) MS(ESI) IR(KBr) v em ™!

1 201-203 84 343.21 3 335,3240,1 701
1 596,837

2 195-197 83 372.15 3 341,3210,1 715
1 580,842

3 161-163 80 372.10 3 320,3 240,1 730
1 600,848

4 173-175 85 357.13 3 330,3210,1 709
1 596,839

5 182-185 88 374.21 3 335,3240,1 701
1 596,837

6 191-192 90 329.10 3 339,3230,1 740
1 596,827

7 174-176 80 395.20 3 330,3249,1 721
1 590,837

8 188-190 87 318.19 3 340,3 230,1 711
1 580,820

9 168-170 81 332.21 3310,3 240,1 701
1 580,837

10 173-172 82 361.24 3 305,3 190,1 765
1 590,900

2.3 #Hm@EI H% Bor HWEP HATLIES

1A% MCI-154,CCI-17 810 SN BHMEXT IR & T FF
A HEREA PR ADP 5 5 0958 V8 2% K H G i /i
RAEM 1C, B, BUHT P 22 K A G0 U I, 250 1l 4%
AL/ I 3% (PRP) F1EE A i /N B 6 1fiL 3%
(PPP) ; F PRP F1 PPP A% IfiL /MR A ; HL 200 wl
PRP T @A H, A 1wl —H I ( DMSO) ,37
C IR 10 min, BEFE 40 s J5, 43 BI0 A [a] 5] 42 10
ADP, B TSR 5 min PN ML/ ) e K SRR R
MATHTSE 75 5 500 A 1 R A PR AR 10,501
0.5.0.25 wmol/L ¥ DMSO W, il A5 200 PRP

By s 37 °CIRE 10 min, $i64E 40 s J5, A
7 E A ADP, B4 T WL S min P I/ G B K
RAERERE  THE L/ IMRCR AR A6 & 2 21 e
BRI 1C,, . SRR 2,

%2 BiRLEYWHEYEEEE(umol/L)

Compound 1Cs, Compound 1Cs,
9a 1.2 9¢g 0.9
9b 0.5 9h 1.4
9¢ 0.2 9i 1.2
9d 2.0 9i 0.6
9e 1.9 MCI-154 2.5
of 0.1 CCI-17810 3.3
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