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Design, synthesis and antiplatelet aggregation activity of 3-acetyl-7-

hydroxycoumarin derivatives
SHANG Feiyang”, LIU Chengbo’, TAN Hongzhou, HE Bing, HE Liqin"
College of Pharmacy, Anhui University of Chinese Medicine, Hefei 230038, China

Abstract In order to search for coumarin-based anti-platelet aggregation compounds with high efficacy and good
druggability, twenty-five 3-acetyl-7-hydroxy-coumarin oxime derivatives (6a-6y) were synthesized via Vilsmeier-
Haack reaction, Knoevenagel reaction, Williamson reaction, electrophilic substitution reaction and oximation
reaction from resorcinol. Their structures were confirmed by HRMS and 'H NMR spectra. The anti-platelet
aggregation activity of the target compounds was evaluated using Born’s turbidimetric method. The results revealed
that most of them could significantly inhibit platelet aggregation induced by adenosine diphosphate (ADP),
collagen, arachidonic acid (AA) and thrombin. Among them, the target compounds 6a and 6b not only had strong
inhibitory activity on platelet aggregation induced by the four inducers, but also exhibited good water solubility
(3.46 mg/mL and 3.85 mg/mL, respectively) and lipid-water partition coefficient (2.56 and 2.85, respectively) and
were expected to become a preclinical candidate compound with multi-target action against platelet aggregation.
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6a-6y

5a, 6a: n=2, x=0; 5b, 6b: n=3 , x=0; 5S¢, 6¢: n=4, x=0; 5d, 6d: n=5, x=0; 5e, 6¢: n=6, x=0

5f, 6f: n=2, x=CH,; 5g, 6g: n=3, x=CH,; Sh, 6h: n=4, x=CH,; 5i, 6i: n=5, x=CH,; 5j, 6j: n=6, x=CH,

5k, 6k: n=2, x=NCHj;; 61, 61: n=3, x=NCH,; Sm, 6m: n=4, x=NCH;; 5n, 6n: n=5, x=NCH;; 50, 60: n=6, x=NCH,
5p, 6p: n=2, x=NC,H;; 5q, 6q: n=3, x=NC,Hy; Sr, 6r: n=4, x=NC,H; Ss, 6s: n=5, x=NC,Hj; 5t, 6t: n=6, x=NC,H;
5u, 6u: n=2, x=NC,H,OH; 5v, 6v: n=3, x=NC,H,OH; 5w, 6w: n=4, x=NC,H,OH; 5x, 6x: n=5, x=NC,H,OH;

Sy, 6y: n=6, x=NC,H,OH

Scheme 1 Synthetic routes of target compounds 6a-6y

Reagents and conditions: (i) (1) DMF, POCl;, MeCN, ~0°C, 6 h; (2) H,0, 80°C, 0.5 h; (ii) Ethyl acetoacetate, HAc, piperidine, EtOH, 30°C, 10 h; (iii)
Br-(CH,),-Br, DMF, K,CO3, 50°C, 4 h; (iv) Amines(morpholine, piperidine,N-methyl piperazine, N-ethyl piperazine, N- (2-hydroxyethyl) piperazine),

MeCN, 60°C, 2 h; (v) NH,OH,HCI, EtOH, pyridine, 60°C

C A, TLC Wil ) W iR . W 58 &), [
RS HAK 100 mL, — 4 &% (DCM) ZEHL (50
mLx3). 4 HLAH A A1 NaCl % %8 ¢ (50 mL x
1), FTOKBREREN T U8, DRI MR . BRI
A& DCM 2420, FI0AGE s A B, R
FRAETIHTAR . IR, UV TR B A ER 4a~de, I
%&X»ﬁéﬁm%bﬂ%ﬂo
122 3-ZEh-7-2 A FUR-F 2 £ 696 (5a~5y)
i@k 7E 100 mL BB A 3- 2 Bi3t-7-5%
$t B - 5K (1 mmol) F1ZHE 3 mL, 60 C A3
}Ffif# TRV AR I AR I P4 A AL (R, DR | FH
FLNRE | L FEIRIE | #2 ZFHEWRZE ) (3 mmol), TLC W
Dz oy R o R 5E 4, ) SOV ALK 100
mL, Jf Ff] DCM Z£ X (50 mLx3). A HLAH 4 Fn
NaCl ¥ WK Pk % (50 mLx1), TC/K BR R &N T4 . o
U8, DB AR, FE ISR (- AU B, 1:80),
S A (R Sa~Sy, IR G s AN B
123 B iFb4 6a~6y 96 kil ik B 3-2 Wt
Fe-7-F IS A F-F T (1 mmol) T 50 mL [FJiEkE
HH, IATEK 28 3 mL, 60 °C Nl > #6430
fift o A ERTR LM (0.139 g, 2 mmol) ¥ T AL IE 2.5
mL J5 22 1% 3% i 2 N AR R, 60 °C 3 R BN,
TLC Wi s B A2 . 4 h OB 5E 4, 15 1k O b, B3
2, JEZE, HEEAE R (P - AL, 1:40),
FEOAAEY 6o HInLEY) 6a~6y HIULE | 1
RO O R R R A S BOE B T

1.
1.3 RSP TR R E TS

K FH Bron Hiyk " ist H AR ik & 21 %F ADP.,
JEJE A DG T R il 453755 70035 1 /A
REMMEBEN . BInLEY 6a~6y KXtz
ASP. 3-E5E-7- 72 5T R AE 100 pg/mL B XA
I35 S 9075 04 I/ N SR A AT a3 DL 26 2

XF 2R 2 H it/ SR AR A R A0 T B X BR
2B w] DEARIES A B WEAT T 1Cs I, Heah
Wk 3 i,
1.4 EPACASHREEMNRX, PEKo 8 R EGHE

1B W 7K Vs P IR 7K 43 BE R 5505 i 2 1
TEAHOC . I, AR SO AR B BT I/ SR A4
il 355 1 1 H AR L& 497 (6a, 6b, 6h, 60~6q. 6u~6y)
M EY) 3- LB EE-7- 5 -F B EZ I K
M FIRE K B R BT . 2 BESClk [17] B 5 1%,
KPR AL G Wi i, HH B 75 &8 100 mL,
SRR 0.5, 1, 1.5, 2, 2.5, FAE 10mL , F

AL 3 Wk, THRPERIA R . BGE &t
BFNLEY, A —E R ZERK, 37 °C fHikE

PEIR 72 hy, B0 H L IE W, 550 et B A I
T, TR A E . R sybyl-x 844, 11 ik
LEWIH cLogP, Z5Hune 4 Fiks.

P

P R AR TN SRR, HAnb &)



370

V-‘f’ A% 41‘/\‘? MW Journal of China Pharmaceutical University 2024, 55(3): 367 — 374 55

Table 1

Yield, melting point, HRMS data and "'HNMR data of compounds 6a—6y

Compd. Yield/%

Melting/°C - HRMS m/z [M+H]'

"H NMR(400 MHz), §

6a

6b

6¢

6d

6e

6f

6g

6h

6i

6j

6k

6l

6m

6n

60

6p

76.6

69.7

72.5

80.5

76.0

80.6

82.6

70.0

68.1

72.1

210.0-211.5

197.2-200.4

181.3-182.5

176.4-1717.3

161.8-162.7

193.0-194.5

183.4-184.5

179.2-180.7

171.8-172.8

162.3-163.9

212.6-213.9

175.0-177.4

164.2-165.5

151.3-152.0

142.0-143.5

167.0-168.4

333.1472

347.1627

361.1786

3752172

389.2097

331.1682

3452186

359.1994

373.2287

387.2305

346.2051

360.1952

374.2109

388.2263

402.2414

360.1952

11.35 (1H, s, NOH), 8.04 (1H, s, Ar-H), 7.71 (1H, d, J=8.7 Hz, Ar-H), 7.04 (1H, s, Ar-H),
6.98(1H, d, J=2.3 Hz, Ar-H), 4.21(2H, t, J=5.7 Hz,0CH,), 3.64-3.52(4H, m, OCH,), 2.72
(2H, t, J=5.6 Hz, NCH,), 2.48 (4H, d, J=4.1 Hz, NCH,), 2.07 (3H,s, CH)

11.34 (1H, s,NOH), 8.04 (1H, s, Ar-H), 7.71 (1H, d, J=8.6 Hz, Ar-H), 7.00 (1H, s, Ar-H),
6.95 (1H, d, J = 8.8 Hz, Ar-H), 4.13 ( 2H, t, J = 6.2 Hz,0CH,), 3.59-3.55 (4H, m, OCH,),
2.43-2.38 (6H, m,NCH,), 2.06 (3H, s,CH,), 1.90-1.86 (2H, m,CH,)

11.34 (1H, s, NOH), 8.04 (1H, s, Ar-H), 7.71 (1H, d, J = 8.6 Hz, Ar-H), 7.00 (1H, s, Ar-H),
6.95 (1H, d, J = 8.8 Hz, Ar-H), 4.13 (2H, t, J = 6.2 Hz, OCH,), 3.59-3.55 (4H, m, OCH,),
2.43-2.38 (6H, m,NCH,), 2.06 ( 3H, s,CHy), 1.90-1.86 (4H, m, CH,)

11.35(1H, s, NOH), 8.04 (1H, s, Ar-H), 7.71 (1H, d, J = 8.6 Hz, Ar-H), 7.04 (1H, s, Ar-H),
6.98 (1H, d, J= 2.2 Hz, Ar-H), 421 (2H, t, J = 5.6 Hz, OCH,), 3.64-3.52 (4H, m, OCH,),
272 (2H, t, J = 5.6 Hz, NCH,), 2.48 (4H, d, J = 4.0 Hz, NCH,), 2.07 3H, s, CH,),
1.92-1.88 (6H, m, CH,)

11.35 (1H, s, NOH), 8.04 (1H, s, Ar-H), 7.71 (1H, d, J = 8.6 Hz, Ar-H), 7.04 (s, 1H), 6.98
(1H, d, J=2.2Hz, Ar-H), 4.21 (2H, t, J=5.6 Hz, OCH,), 3.64-3.52(4H, m, OCH,), 2.72 (2H,
t, J=5.6 Hz, NCH,), 2.48 (4H, d, ]=4.0 Hz, NCH,), 2.07(3H, s, CH;), 1.92-1.88 (8H, m,
CH,)

11.38 (1H, s, NOH), 8.01 (1H, s, Ar-H), 7.71 (1H, d, J = 8.6 Hz,Ar-H), 7.02 (1H, d, J= 2.2
Hz, Ar-H), 6.97 (1H, s, Ar-H), 4.09 (2H,t, J = 7.2 Hz, OCH,), 2.86 (2H, t, J = 8.4 Hz,
NCH,), 2.32 (4H, t, J = 7.6 Hz, NCH,), 2.06 (3H, s, CH3), 1.30-1.22 (6H, m, CH,)

11.34 (1H, s, NOH), 8.04 (1H, s, Ar-H), 7.71 (1H, d, J = 8.6 Hz,Ar-H), 6.51 (1H, d, J= 8.4
Hz, Ar-H), 6.44 (1H, s, Ar-H), 4.13 (2H,t, J = 6.2 Hz, OCH,), 3.59-3.55 (4H, m, OCH,),
2.43-2.38 (6H, m, NCH,), 2.06 (3H, s, CHy), 1.90-1.86 (2H,m, CH,), 1.29— 1.21 (6H,m,
CH,)

11.36 (1H, s, NOH), 8.05 (1H, s, Ar-H), 7.72 (1H, d, J = 8.6 Hz,Ar-H), 7.03 (1H, d, J=2.2
Hz, Ar-H), 6.95 (1H, s, Ar-H), 409 (2H,t, J = 7.2 Hz, OCH,), 2.86 (2H, t, J = 8.4
HzNCH,), 2.32 (4H, t, J = 7.6 Hz, NCH,), 2.06 (3H, s, CH;), 1.38-1.34 (2H,m, CH,),
1.32-1.22 (8H, m, CH,)

11.35 (1H, s, NOH), 8.05 (1H, s, Ar-H)), 7.72 (1H, d, J = 8.6 Hz,Ar-H), 7.02 (1H, d, J =
2.2 Hz, Ar-H), 6.97 (1H, s, Ar-H), 4.07 (2H,t, J = 7.2 Hz, OCH,), 2.90 (2H, t, J = 8.4 Hz,
NCH,), 2.30 (4H, t, J = 7.6 Hz, NCH,), 2.06 (3H, s, CHy), 1.40-1.32 (2H,m, CH,), 1.28—
1.22 (10H,m, CH,)

11.35 (1H, s, NOH), 8.05 (1H, s, Ar-H), 7.72 (1H, d, J = 8.6 Hz,Ar-H), 7.02 (1H, d, J = 2.2
Hz, Ar-H), 6.97 (1H, s, Ar-H), 4.09 (2H,t, J = 7.2 Hz, OCH,), 2.86 (2H, t, J = 8.4 Hz,
NCH,), 2.32 (4H, t, J = 7.6 Hz, NCH,), 2.06 (3H, s, CHy), 1.37-1.31 (2H,m, CH,), 1.30—
1.22 (12H,m, CH,)

11.37 (1H, s, NOH), 8.05 (1H, s, Ar-H), 7.72 (1H, d, J = 8.6 Hz,Ar-H), 7.04 (1H, d, /= 8.2
Hz, Ar-H), 6.98 (1H, s, Ar-H), 4.22 (2H,t, J = 6.8Hz, OCH,), 3.07-3.02 (8H, m, NCH,),
2.82 (2H, t, J= 8.4 Hz,NCH,), 2.70 (3H, s, NCHj3), 2.06 (3H, s, CH;)

11.37 (1H, s, NOH), 8.05 (1H, s, Ar-H), 7.71 (1H, d, J = 8.4 Hz,Ar-H), 7.03 (1H, d, /= 8.6
Hz, Ar-H), 6.98 (1H, s, Ar-H), 4.22 (2H,t, J = 6.8Hz, OCH,), 3.07-3.02 (8H, m, NCH,),
2.82 (2H, t, J = 8.4 Hz,NCH,), 2.70 (3H, s, NCHj3), 2.06 (3H, s, NCHj3), 1.78-1.66 (2H,m,
CH,)

11.37 (1H, s, NOH), 8.05 (1H, s, Ar-H), 7.71 (1H, d, J = 8.4 Hz,Ar-H), 7.03 (1H, d, /= 8.6
Hz, Ar-H), 6.96 (1H, s, Ar-H), 4.24 (2H, t, J = 6.8Hz, OCH,), 3.07-3.02 (8H, m, NCH,),
2.82 (2H, t, J = 8.4 Hz,NCH,), 2.72 (3H, s, NCHj;), 1.78-1.66 (2H,m, CH,), 1.56-1.48 (2H,
m, CH,)

11.37 (1H, s, NOH), 8.04 (1H, s, Ar-H), 7.71 (1H, d, J = 8.4 Hz,Ar-H), 7.02 (1H, d, /= 8.6
Hz, Ar-H), 6.96 (1H, s, Ar-H), 4.09 (2H, t, J = 6.8Hz, OCH,), 2.89-2.51 (8H, m, NCH,),
2.46 (2H, t, J = 8.4 Hz,NCH,), 2.40 (3H, s, NCHj;), 1.75-1.64 (2H,m, CH,), 1.54-1.43 (4H,
m, CH,)

11.35(1H, s, NOH), 8.04 (1H, s, Ar-H), 7.71 (1H, d, J = 8.6 Hz, Ar-H), 7.00 (1H, d, /= 8.6
Hz, Ar-H), 6.96 (1H, s, Ar-H), 4.07 (2H, t, J = 6.8Hz, OCH,), 2.50-2.16 (8H, m, NCH,),
2.15(2H, t, J = 8.4 Hz, NCH,), 2.07 (3H, s, NCHj3), 1.78-1.68 (2H,m,CH,), 1.36-1.28(6H,
m,CH,)

11.34(1H, s, NOH), 8.05(1H, s, Ar-H), 7.71 (1H, d, J = 8.6 Hz,Ar-H), 7.02 (1H, d, J = 8.6
Hz, Ar-H), 6.97 (1H, s, Ar-H), 4.11 (2H, t, J = 6.4Hz, OCH,), 2.64-2.48 (12H, m, NCH,),
2.06(3H, s, NCH3), 1.08 (3H, t, /= 7.2 Hz, CH;)
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(Continued)

Compd. Yield/%

Melting/C HRMS m/z [M+H]"

"H NMR(400 MHz), §

111.34(1H, s, NOH), 8.05(1H, s, Ar-H), 7.71 (1H, d, J = 8.6 Hz,Ar-H), 7.02 (1H, d, J = 8.2

6q 74.0 150.8-151.7 374.2109 Hz, Ar-H), 6.97 (1H, s, Ar-H), 4.11 (2H, t, J = 6.4Hz, OCH,), 2.64-2.48 (12H, m, NCH,),
2.06(3H, s, NCH,), 1.84-1.78 (m, 2H,CH,), 1.08 (3H, t, J= 7.2 Hz, CH;)
11.36(1H, s, NOH), 8.04(1H, s, Ar-H), 7.71 (1H, d, J = 8.6 Hz,Ar-H), 7.01 (1H, d, J = 8.2
Hz, Ar-H), 6.97 (1H, s, Ar-H), 4.11 (2H, t, J = 6.4Hz, OCH,), 2.64-2.48 (10H, m,NCH,),
br 756 1358-1369 388.2263 2.06(3H, s, NCH;), 1.79-1.70 (m, 2H,CH,),1.62-1.54 (2H, m,CH,), 1.25-1.10 (2H, m,
CH,), 1.08 3H, t, J=7.2 Hz, CH;)
11.36(1H, s, NOH), 8.04(1H, s, Ar-H), 7.71 (1H, d, J = 8.6 Hz,Ar-H), 7.01 (1H, d, J= 8.2
. 3s1 1304-1318 2029413 Hz, Ar-H), 6.97 (1H, s, Ar-H), 4.11 (2H, t, J = 6.4Hz, OCH,), 2.64-2.48 (10H, m, NCH,),
s : Ak : 2.06(3H, s, NCH;), 1.80-1.70 (m, 2H,CH,),1.68-1.59 (4H, m,CH,), 1.25-1.10 (2H, m,
CH,), 1.08 3H, t, J=7.2 Hz, CH;)
11.36(1H, s, NOH), 8.04(1H, s, Ar-H), 7.71 (1H, d, J = 8.6 Hz,Ar-H), 7.01 (1H, d, J = 8.2
6t 759 1273-128.4 4162572 Hz, Ar-H), 6.97 (1H, s, Ar-H), 4.11 (2H, t, J = 6.4Hz, OCH,), 2.64-2.48 (10H, m, NCH,),
: DTS : 2.06(3H, s, NCH;), 1.79-1.70 (m, 2H,CH,),1.62-1.54 (4H, m,CH,), 1.24-1.14 (2H, m,
CH,), 1.08 3H, t, J=7.2 Hz, CH;)
11.37(1H, s, NOH), 7.98(1H, s, Ar-H), 7.67 (1H, d, J = 8.6 Hz,Ar-H), 6.97(1H, d, J = 8.6
6u 76.3 192.9-193.9 376.1892 Hz, Ar-H), 6.94 (1H, s, Ar-H), 4.09 (2H, t, J = 6.4Hz, OCH,),3.47 (2H, t, J = 8.2 Hz,
OHCH,) 2.51-2.49 (4H, m, NCH,), 2.45-2.33 (8H, m, NCH,),2.02(3H, s, NCH,)
11.37(1H, s, NOH), 7.98(1H, s, Ar-H), 7.67 (1H, d, J = 8.6 Hz,Ar-H), 6.97(1H, d, J = 8.6
6 743 183.4-184.5 3902049 Hz, Ar-H), 6.94 (1H, s, Ar-H), 4.09 (2H, t, J = 6.4Hz, OCH,),3.47 (2H, t, J = 8.2 Hz,
v ’ e ’ OHCH,) 2.51-249 (4H, m, NCH,), 2.45-233 (8H, m, NCH,),2.02(3H, s,
NCH,),1.87-1.76 (2H, m, CH,)
11.37(1H, s, NOH), 7.98(1H, s, Ar-H), 7.67 (1H, d, J = 8.6 Hz,Ar-H), 6.97(1H, d, J = 8.6
. 132 17351747 104921 Hz, Ar-H), 6.94 (1H, s, Ar-H), 4.09 (2H, t, J = 6.4Hz, OCH,),3.47 (2H, t, J = 8.2 Hz,
W : SR : OHCH,) 2.51-2.49 (4H, m, NCH,), 2.45-2.33 (8H, m, NCH,),2.02(3H, s, NCH;),
1.87-1.76 (2H, m, CH,) 1.48-1.42 (2H, m, CH,)
11.36(1H, s, NOH), 8.04(1H, s, Ar-H), 7.72 (1H, d, J = 8.6 Hz,Ar-H), 7.04(1H, d, J = 8.6
Hz, Ar-H), 6.94 (1H, s, Ar-H), 4.09 (2H, t, J = 6.4Hz, OCH,),3.47 (2H, t, J = 8.2 Hz,
6x 741 1703-1712 4182369 Ghep) 251249 (4H, m, NCH,), 2.45-2.33 (8H, m, NCH,).2.06(3H, s, NCHj),
1.88-1.54 (2H, m, CH,) 1.48-1.42 (4H, m, CH,)
11.36(1H, s, NOH), 8.04(1H, s, Ar-H), 7.72 (1H, d, J = 8.6 Hz,Ar-H), 7.01(1H, d, /= 8.6
Hz, Ar-H), 6.97 (1H, s, Ar-H), 4.10 (2H, t, J = 6.2Hz, OCH,),3.47 (2H, t, /= 8.2 Hz,
by 740 1654-1669 4322369 e )2 51-2.49 (4H, m, NCH,), 2.45-2.33 (8H, m, NCH,).2.06(3H, s,
NCHj;),1.88-1.54 (2H, m, CH,) 1.48-1.42 (6H, m, CH,)
Table 2 Inhibition of platelet aggregation induced by different inducers by target compound of 100 pg/mL
NOH
X
o 0”0
x )
Inhibition/%
Compd. n X - - —— -
Adenosine diphosphate Collagen Arachidonic acid Thrombin
6a 2 O 76.10 71.86 73.85 61.67
6b 3 (0] 81.04 73.33 66.46 92.21
6¢ 4 (6] 50.71 75.88 45.23 70.90
6d 5 O 30.03 27.22 81.68 76.17
6e 6 (0] 76.17 48.33 82.72 80.40
6f 2 CH, 85.91 41.21 61.67 64.26
6g 3 CH, 82.91 76.95 35.69 28.15
6h 4 CH, 84.58 83.08 77.38 55.93
6i 5 CH, 66.29 81.09 40.62 74.91
6J 6 CH, 94.39 69.15 54.46 23.70
6k 2 NCH; 71.63 71.36 30.03 88.33
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(Continued)
Inhibition/%
Compd. 8 X Adenosine diphosphate Collagen Arachidonic acid Thrombin
61 3 NCH,3 47.53 64.68 62.68 89.70
6m 4 NCH; 71.96 70.32 59.28 25.19
6n 5 NCH; 62.55 85.24 73.30 55.93
60 6 NCH,3 64.69 65.83 93.54 49.63
6p 2 NCH,CH; 70.29 85.07 83.77 70.23
6q 3 NCH,CHj; 88.58 76.95 71.38 74.91
6r 4 NCH,CH; 68.96 70.65 76.00 44.26
6s 5 NCH,CH; 79.57 51.74 81.15 55.19
6t 6 NCH,CH; 78.77 72.14 62.77 3432
6u 2 NCH,CH,0H 71.96 76.45 62.08 68.41
6v 3 NCH,CH,0H 72.50 77.89 88.70 67.02
6w 4 NCH,CH,0OH 75.03 87.73 75.03 39.97
6x 5 NCH,CH,0H 80.17 89.22 94.83 31.48
6y 6 NCH,CH,0H 62.68 81.59 23.79 84.05
Aspirin — — 35.08 48.83 39.27 52.51

X AN [R) 75 5 700175 5 10 af /DN 2R B 35 — 2 A 9 i
YEH, (ER R4k A e AN )i 2 500375 3 14 i/ VA
AL E IS AR A 05 B .l 2 3 B T
W1, 1A W) 6a~6¢. 6e~6i Fil 60~6y X ADP i 11
/N SR AR B R A B A D8 T PR T R 24 i
FIVCHR, JLLL 60, 6p. 6w, 6x il 6y (13 1 A i
75 LEW 6a. 6b. 6g~6J Fl 6m~6y X I J5ii% S 1)

IR 2R A A s A A A0 T B PR X R 24
By w] DA, AR5 6q AT /)i 3R 4 1 1 A
55 LS4 6a. 6h. 61, 60, 6r Fl 6w X 4L /L VU iR
V5 1 M/ R SR A o, TSR 5 FE X
HEZ4 B W) DT ARAH S B B, LA 61 F 60 HYHTL IML/)N
BORAAE e 355 L5 6a. 6b. e, 6f, 6i.
6k. 6q. 6u. 6v Fl 6y X HE Ifil il 175 5 1Y 1l /)Ml 2R £

Table 3 ICjs, values of some target compounds against platelet aggregation in vitro

1Cs¢/(umol/L)
Compd. Adenosine diphosphate Collagen Arachidonic acid Thrombin
6a 2.12 1.91 0.13 18.41
6b 0.35 0.73 0.82 0.41
6¢ 0.51 — 0.45 —
6d NT NT 0.98 —
6e 0.33 NT 0.54 22.16
of 5.15x10? NT 49.40 5.07
6g 21.93 1.33x10” NT NT
6h 2.14 2.40%10” 0.31 109.37
6i 22.85 0.11 — 2.19
6J 121.0 0.36 91.80 NT
6k 130.9 6.79 NT 1.97
61 — 491 2.31x10° —
6m — 1.00x10? 52.79 NT
6n 16.64 1.26x10” 1.29 93.42
60 1.04x10° 2.01 1.20x10* NT
6p 1.25x10° 0.15 0.36 -
6q 2.09 1.90x10” 0.38 10.41
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(Continued)
ICs¢/(umol/L)
Compd. Adenosine diphosphate Collagen Arachidonic acid Thrombin
6r 3.02 0.53 0.14 NT
6s 2.22 NT 0.49 46.71
6t 2.15 0.84 97.89 —
6u 0.90 2.79 12.28 0.58
6v 2.42%107 0.177 6.95 7.66
6w 4.58x10° 0.14 3.84x10” —
6x 3.07%10° 0.28 NT —
6y 1.92x10° 0.39 NT 9.97x10”
Aspirin 89.12 2.91 0.32 25.35
"NT" indicates that the compound was not tested, and "—" indicates that the curve of the measured compound has a poor fit and no ICs is obtained

Table 4 Solubility and cLogP value of some compounds

Compd. /S(?Il;%llli}; cLogP Compd. /S(ﬂl;?;}i}; cLogP
6a 3.46 2.55 6u 7.18 2.83
6b 3.85 2.86 6v 8.67 3.13
6h 8.86 4.18 6w 13.31 3.24
60 4.53 3.09 6x 5.87 3.76
6p 7.26 2.19 6y 9.42 4.19
6q 3.72 2.48 3 0.14 1.14

2 AR A A A R A B e 24 e ] DT
A, b A 6y AT/ VR R 4 TE M F i

W45 IR R oM s, 78 3- LBk -7
R E RN 700 BRI o R R B R 5 A
KA A B A B, B s B AR fb & 9%t ADP, JiZ
JE A D T R L S 1) L I3 R 8 1) A
VEFHRZ M A5 AN AH A : ST DL Ry N-¥2 2 LR, i
PN 3~6 I, IrfHfb & Y% ADP 7 549 1l
B R AR ELAG AR I 1, anfk B4 6v~6y; 4
BHL N N-FEVRWE, BRI ACA 3 i, T i ik
B YR I DA T 19 1IN B 2R A LA AR A B 90
PE, WAk 590 6q; 247G ML R N-H IR B 5L, 4%
BERREC M 3 R 6 I, BT A4k A Pkt 464 DU I iR
WS 4 1ML/ IR S B AR AR 6, ik A
6l, 60; 44 WLl N-F2 2 FEWR U | 1 35T B i
6 I, Ak A W %ot B I FE 75 A /DA SR BT 1 3
o, k&4 ey.

HFMEA KBS 25 5 R, BT
LA YHA BAFRIKIETE, & 3-LBE-7-1 A
(L EY 3) VAR IEIY 24.71~95.07 5 (L3 4) .
S ZE SRR, A5 AU RN 5 5L G 5 A BE

I 3-Z A7 A SR AT AR AR . IROK
SrEERBOTA R, BAREE YR IRK o B R 50
INT S, R BN BRI IR K SR8 fa W)
6a, 6b X 4 Fifs TR T A9 ML/IMCR AR 2 A B
R A 95 1, HL A Bt K P AR K 23 S AR
B, A B O HoA 2800 TR P /M R B 2
Wy, (A REA T R A BIBTSE
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