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Synthesis and the antiplatelet aggregative activity of 6-( 4-substituted acetamido-
phenyl ) -4 | 5-dihydro-3(2H ) -pyridazinones

SUN Liang' ,HUANG Xiao-jin* , FAN Song-jie®, YU Shi-chong' , WU Qiu-ye' (1. Department of Organic Chemistry , College of Pharma-
¢y, Second Military Medical University, Shanghai 200433 ,China; 2. The No.85th Hospital of PLA, Shanghai 200052 , China)

ABSTRACT Objective: To study the antiplatelel aggregative activity of 6-(4-substituted acetamido-phenyl) -4, 5-dihydro-3(2H) -py-
ridazinones with different heterocylic groups. Methods: Ten target compounds were designed and synthesized. All of them were con-
firmed by 'H-NMR spectra. Born method was applied for preliminary pharmacological test in vitro. Results; All of the target compounds
were reported. The results of preliminary pharmacological test showed that all the target compounds exhibited potent antiplatelet aggre-
gative activity to a certain extent. Compound(5),(9)and (10) were better than MCI-154 in vitro. Conclusion: The stereospecific
blockade and hydrophilicity of different heterocylic groups impacted the antiplatelet aggregative activity.
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2.1.1 #I%%3-(4-ZBE AR EE) AR ()
K K E AL R 133.5 g (1.0 mol) F1 L Bt i (1)
13.5 g(0. 1 mol) BIA =R , ZWEMA N,N-—_H
FERBERE 20 mL(2.5 mol ), fiNEE, F-AA B2 I AR AT
10.0 g(0.1 mol) , FHRF] 70 C W 1 h, JhikE,
B RS B A VKK I A MR R 60 mL, i E
ZHTH EA R KR ROR M TR N N-C R A
LR/ K E LS, TR AR E A FK 14.5 g, 0L
RH61. 7% 15 1H.:203. 4 ~205.0 °C (CHk'” : mp
202 ~203 C) .,

2.1.2 fil#53-(4 - AR P ERLE) R (1) ¥ 3-
(4- LB R R H BEEL) AR 22. 4 g(0.01 mol ) FEA
=30, A HER R 100 mL, MEEFHR F 110 TR
N7 BT 2 b, By BE AN vkiE &, oK BkBR AR5 pH

- BRER(IV)

(B 4, B S ARAT H 58 42, i UK VEROX , St 18
BAREE R 17.6 g, UFEH 95. 7% , 45 5:186.5 ~
188.3 °C (4Mi#) (SR : mp 186 ~188 C) .

2.1.3 HI%6-(4 - FAEHE)4,5-ZF-3(2H) v
W 3-(4-EH AR PRE) R 11.6 ¢
(0.06 mol) ,85% /K& it 3.6 g(0.072 mol) 1 150
mL Jo/K Z B A 250 mL =FUHE A, FHEEE (R
JERKATE 95 C) RN 6 h, B HIA EEN I, iTiE L
BEUE, TR A N N-— R B K E 2 5, 18
W EA 8. Tg, U Z K 76. 6% 45 £1:237.2 ~238. 8
C(43f#) (3™ mp 237 ~238 °C)

2.1.4 HE6-(4-XMELBAREE)4,5- =
H-3(2H) WM (V) ¥ 6-(4-F LK) 4,5-
T &-3(2H) BAEEFR 13.5 g(0. 07 mol) B = HH
FOMAR R 170 mL, Z@EMARLBA 11 mL,
PR 6 b, Bz i 52 v A vk, A R VR BUR B
FRZKBEBOKR, N, V- 3 B BE e/ K B4 Rt
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THEOEREEK17.7 g, WEHN 93.4% , 15 K.:
227.9 ~229.7 C (LK™ : mp 227 ~229 C),
2.2 HAFRLASHWEER

2.2.1 HE6-[4-(MERRBERZBER)E
H]45-“H3Q2H)BEM(1) #6-[4-(RL
BEE ) X H]4,5- " F3(2H)-mE %M 0.20 g
(0.75 mmol) 5§ N,N-_—H Z HEtE 8 mL LA 50
mL BRSNE S, R AR R, 2 IR 5% 0F T 5 st 2

HORGE0.2 g, L 6 h, FIH = SR BR b B 2
&, AL e B, ik 50 mL LB H Y5,
TR VKFE B, A B R AT i, i 38, 7 A R K Ut
BOR T HERERAKO.26 5, 7K T76.5% ,
5.:183.3~184.7 C,,
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H

'"H-NMR ( DMSO-dg ) &

2.4112.453(2H,t, CH, ), 2. 673-2. 697 (4H, t,2CH, ), 2. 900-2. 947 (2H, t,
CH,),3.210(2H,s,NCH,C0) ,3.119-3. 241 (4H,t,2CH, ) ,6.755-7.231 (5H, m,
PhH),7.704(4H,s,PhH) , 9.839(1H,s,CONH)

1.062-1.078(3H,d, CH;),2.250 (3H, s, CH; ), 2. 393-2. 950 (8H, m,4CH, ),
3.054-3.116(2H, q, CH, ), 3.234-3.273 (2H, q, CH, ) , 3. 923-3.954 ( IH, m,
CH) ,6.585-7. 120 (4H, m, PhH ), 7. 669-7. 736 (4H, m, PhH ), 9.763 ( 1H, s,
CONH) ,10. 775(1H,s,CONH)

2.430-2.472(2H,1, CH, ) ,2. 512-2. 572 (10H, m,5CH, ) , 2. 730-2. 769 ( 2H, 1,
CH,),2.916-2.958(2H,1,CH, ) ,3. 148 (2H,s,NCH,C0) ,7. 185-7. 308 (5H, m,
PhH),7.685-7.737(4H,m,PhH) ,9.787(1H,s,CONH) ,10.797(1H,s,CONH)

1.803-1.860 (2H, m, CH, ), 1. 947-2. 041 (2H, m, CH, ), 2. 425-2. 466 ( 2H, 1,
CH,),2.519-2. 527 (6H,m,3CH, ), 2. 901-2. 943 (2H,t,CH, ) ,3. 179 (2H, s,
NCH,CO) ,3.524-3.569(4H,m,2CH, ) ,4.6234. 657 (1H,m,CH) ,7. 6497. 716
(4H,m,PhH) ,9.856(1H,s,CONH) ,10.789(1H,s,CONH)

1.591-1.625(2H,d,CH, ),2. 416-2. 457 (2H,t,CH, ), 2. 640-2. 652 (2H, m,
CH,),2. 811 (2H, br, CH, ), 2. 908-2. 968 (4H, m, 2CH, ), 3. 196 ( 2H, s,
NCH,CO) ,4.594(2H,s,CH,) ,6.793-7.293(5H,m,PhH) ,7. 718 (4H,s,PhH) ,
8.567(1H,s,CONH) ,9.919(1H,s,CONH),10.773(1H,s,CONH)

1.063-1.079(6H,d,2CH; ),2. 409-2. 451 (2H,t,CH, ) ,2. 496-2. 504 (2H, m,
CH,),2.496-2. 500 (1H, m,CH) ,2. 564-2. 574 (4H,d,2CH, ), 2. 887-72. 938
(4H,q,2CH,) ,3.124(2H,s,NCH,C0) ,3.856-3.891 (1H,m,CH),7. 325-7. 344
(1H,d,NH) ,7.660-7.713(4H,m,PhH) ,9.768 (1H,s,CONH) ,10. 770( 1H, s,

2.45(2H,1,CH, ), 2. 70 (4H, 1, NCH, ), 2. 81 (4H, 1, SCH, ) , 2. 94 (2H, 1,
CH,€0) ,3. 18(2H,s,NCH,C0),7.72(4H,s,PhH) ,9. 77(1H,s, CONH) , 10. 79
(1H,s,CONH)

1.647-1.681 (2H,m, CH, ), 1. 926-1. 964 (2H, m, CH, ), 2. 215-2. 255 (2H, 1,
CH,),2.466-2.571(8H,m,4CH,) ,2.936-2.977(2H,1,CH, ) ,3.347-3. 382(2H,
t,CH,),7.739-7. 755 (4H, s, PhH), 9. 907 ( 1H, br, CONH) , 10. 799 ( 1H, s,

1.61-1.67(8H,m,CH,),2.46 (2H,t,CH,),2. 75(4H,t,NCH, ) ,2. 95(2H,1t,
CH,CO0),3.29(2H,s,NCH,C0) ,7.72(4H,s,PhH) ,9.74(1H,s,CONH) ,10. 80
(1H,s,CONH)

0.969-1. 004 (3H,t,CH; ), 1. 084-1. 119 (3H,t,CH; ), 1. 405-1. 655 (4H, m,

*1
RE R mp(C) BE(%)
1 O_/ \ 183.3-184.7 76.5
N —_
2 197.7-199.2 96.1
N N—
v/
3 /\ 180.2-182.4 86.4
N7 (5HF8)
4 115.0-116.3 84.5
1071
N N=—
\—/
5 | >250 83.6
N
|
N5
N
N—/
6 228.7-230.2 54.3
}MN"
CONH)
7 B 197.8-199.3 82.3
i (4398%)
N—
H
8 0 186.2-187.9 62.5
(45+1%)
N A~V
CONH)
9 N/ ~~HN— 201.2-202.8 82.3
167.2-169.0 73.4
(5+-1%)

2CH,) ,2.208-2.331(2H,m,CH, ) ,2.423-2.464(2H,t,CH, ) ,2.709-2. 866 (2H,
m,CH,),2.709-2. 866 (1H,1,CH) ,2. 902-2. 944 (2H,t,CH, ),3. 129 (2H, s,
NCH,C0),3.208-3.267(2H,m, CH, ) ,3. 298-3. 363 (2H,t,CH, ) ,7. 704-7. 760
(4H,q,PhH) ,9.985(1H,s,CONH) ,10.787(1H,s,CONH)
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3 HEXR

%% Born g™ M sE xt B4 MCI-154 (
AHBFEHA ) M HEs LS Yt ADP 3% SR H 7
22 K ERIMN /MR G0 BUKTPE 2 KA RS
A I, 850> ) %% B & I /MR M 3% (PRP) FEE (/)
MR (PPP) . #538 B & A i, ff Z Bk 30
min, fEIRFE 37 £0.1 C, ]2 R, 1 HmA
PPP 200 pL,% 1 2 A PRP 200 pL, BREMN+
i 5 min, 23 51 17 B AR A A ZS H ¥ DMSO 1
wL, Fi PPP #3895 &6 %R Ry 100% , F] PRP #R 37 75
BHE KO0, FHA PRP AR H & HIAR
YRFE ) ADP IS, B FE T 3 min [l /MR &
KREERE, AHEHESFOENE, B Bir
YR R ¥ JE () DMSO %, IMA & 200 pL
PRP f bb o 45 v, (6] b 2% {4 L 2% ot /> A 13 e R BR
EFRE, THE M/ R ENME T 232, R EHE
BRI Hinfb AP 1C, . PR Ah M i/ i R
EREHEEIELE 2,

%®2 BiHFLEWRESMLN/NMREEYE

Be 1Cso ( pmol.) "Hne IC4; ( pmolL.)
1 11.08 7 7.93
2 7.36 8 6.53
3 6.68 9 2.59
4 1. 14 10 3.14
5 3.02 MCI-154 13.95
6 5.44

4 SZR5WHE

2325 RS LI /MR EE R SC KR, A B
PR A%t ADP 51 8 /MR R EA A REE

s R, He P b A4 (5) L (9) FI(10) Y 1C, fH
S350 3. 02,2. 59 3. 14 pmol/L, Hiifil /MR R &R
MBS BEASYR (S BAGY MCI-154 §
ICs 2 13.95 pmol/L) o M I TAT f) 24 3 5 4 0 U R
&, RIERISIABCZER AT LA R /MR R E R
MEER L BT Bk AP e s B AR, LS
MR R ML, AR T — Mo,
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