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Synthesis and antiplatelet aggregative activity of 6-[ 4-( substituted amino acet-
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ABSTRACT Objective: To synthesize new pyridazinone derivatives substituted by different amino groups. Methods: Eight target
compounds were designed and synthesized by inletting different substituted amino groups connecting through the acetyt fragment. 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 reported for the first time. The results ol preliminary pharmacological test showed that all the target compounds
exhibited potent antiplatelet aggregative activity to a certain extent. Compounds (1), (3) and (8) have better activeties; compound
(3) showed a 6 times higher activity than that of MCI-154. Conclusion: Inletting different substituted amino groups can enhance the

antiplatelet aggregation activity of the compounds.
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BRI ZE , DMSO-d, ¥ |, TMS H iR, 25
PESLIO B R TG S e K A %, ADP 2R £ [H Sig-
mag 2y H) =, X B MCI-154 H 55 B K% 2
FhRANBIE SR, TR T B4

2.2 HAFNESHYE K

2.2.1 6-[4-(XMALBEMEE) KE]4,5- K3
(2H) BERRERAT & i, P B8 & S % S0k
R,
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g(1.05 mmol) , X1 24 6 h, {2 & AR ¥R #5 I i
BRI E, RM5EH, MK 50 mL FIB S B i bk 1y
5B VKFE P R, B BT T UE, A K
PEBOR TR AEAKAK0.20 g, R 93% , 4
£:173.9~174.9 C

HE B LS EA K-

8 N BARE A2 IS T A5, K3k &
IR WR 1.
2.3 HEFEH 5% Bon HMEDS I E XY
MCI-154( A S G 1% F H bRk A 9%t ADP i
FRUHE = KA RN/ MREEER 1C,, . BUHIE 22K
AR ORI, 250081 £ & & /M L 3% ( PRP) FEX (L
/MR M I (PPP) ., 4558 B E IR, i 2 Bk 30
min f8JR7E 37 £0.1 C 2 HIL@EFR,1 5 A PPP



446

Joumal of Pharmaceutical Practice Vol.26 2008 No. 6

200 wL, % 1 HANA PRP 200 pL, BRENHHHS
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P R mp(C)  782(%) 'H-NMR(DMSO-d,)s
1 q 173.9-174.9  93.0  0.30(2H,m,CH,),0.38(2H,m,CH,),2. 18(1H,m,CH) ,2.43 (2H.1.CH, ) .2. 92
D_N_ (2H,t,CH,C0) ,3.35(2H,s,NCH,C0) ,7. 66 7. 71 (4H,q, PhH) ,9. 83 (1H, s
CONH) .10.76( 1H,s,CONH)
2 H 114.3-115.1  70.0  1.29(3H,s,CH,),2.42(2H,1,CH,),2.72(2H.(,NCH, ) ,2.78(2H,t, PhCH, )
@\N 2.91(2H,1,CH,C0) ,3.31(2H,s,NCH,C0) ,4.00(2H,q, OCH2) ,6. 836. 92 ( 4H.,
07~ m,PhH)7.64-7.74(4H,q,PhH) ,9.90( 1H,s,CONH) ,10.77(1H,s, CONH)
3 14231429 97.7  1.30(3H,1,CH,).2.43(2H,1,CH,) ,2.71(2H,1,NCH, ) ,2.80(2H,1,PhCH, ) ,
@\/H 2.91(2H,1,CH2C0) ,3.31(2H,s,NCH,C0) ,3.98(2H, q,0CH, ) ,6. 74-7. 20 (4H,
0 N— m,OPhH) .7.56-7.69(4H,q,PhH) ,9.90( LH,s,CONH) ,10.77( 1H.s ,CONH)
4 137.6-138.2  96.6  2.42(2H.1,CH,),2.72(2H,1,NCH, ) , 2.80(2H,1,PhCH, ) ,2.91(2H.1,CH,CO) ,
N 3.30(2H,'s, NCH,CO) ,7. 267. 34 (4H, m, PhH) , 7. 54-7. 69 (4H, q, PhH) .9. 79
N— (1H,s,CONH) ,10.74(1H, s, CONH)
5 Cl 69.270.1  43.8  2.43(2H,1,CH,) 2.81(2H,1,NCH,) 2. 84(2H,t,PhCH, ) ,2.92(2H, 1, CH,CO),
3.33(2H,s,NCH,C0) ,7. 34-7. 53 (3H, m, PhH) . 7. 57-7. 70 (4H, q. PhH) , 9. 90
g— (1H,s,CONH) , 10.72(1H,s ,CONH)
!
6 122.0-123.6  84.6 2.43(2H,1,CH,),2.77(2H.t1,NCH,),2.85(2H,1, ).2.92(2H,t,CH,C0) .3. 32
N/ (2H,s,NCH,CO) , 7. 26-8. 46 (4H, m, ),7.57-7.70 (4H, q, PhH),9. 90 ( 1H, 5.
— N— CONH),10.77(1H,s,CONH)
7 120.8-122.3  88.9  2.36(4H,1,NCH,).2.41(2H,1,NCH,) ,2.43(2H,t,CH,) ,2.66(2H.t.NCH, ) ,
0O No~N__ 2.92(2H,1,CH,C0) ,3.32(2H, s, NCH,CO) ,3. 56 (4H,1,0CH2) ,7. 657. 71 (4H,
—rvs H m,PhH) ,9.90( 1H,s,CONH) ,10.76( 1H, s, CONH)
8 | 89.690.1  63.3 1.68(2H,m,CH,).2.43(2H,t,CH,) ,2.60(2H,(,NCH, ) ,2.87(3H,s,CH, ) .2.92
N (2H,1,CH,C0) ,3.30(2H,s,NCH,CO) ,3. 38 (2H,t,NCH, ) ,6. 56-7. 16 (SH. m.
- PhH),7.65-7.71(4H,q,PhH) ,9.90(1H,s,CONH) , 10.73(1H, s, CONH)
2 BiFEMN ICyE FL& 4 (3) B 1C, fH H 2. 28 wmol/L, 2 %t B 4
w5 1C5y/ ( pmol) &5 ICsy/  pmol) MCI-154 #9 6 1%, 4b-E4 (1) F1(8) # 1Cs, 1H 7751 M
1 4.35 6 5.36 ;
X 701 ; i 60 4.35 F14.16 pmol/L, pri/MrRBEEH MR L
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