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Platelet fonksiyonu ve agregasyonu

Guncel antiplatelet tedavide hedefler
ve kisitlamalar

Yeni hedef olarak platelet GPVI
reseptor sinyal yolu
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Procoagulant activity

activation
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ANTIPLATELET TEDAVIDE HEDEFLER
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Mevcut Geligtirilmekte ve
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Arterioscler Thromb Vasc Biol June 2015
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COX-1, TROMBOKSAN SENTAZ VE TROMBOKSAN-PROSTANOID RESEPTOR (TP)
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PURINERJIK RESEPTORLERI
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PROSTAGLANDIN RESEPTORLERI: EP1-4
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TROMBIN RESEPTORLERI
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Figure 6 Vorapaxar, but not parmodulin 2, induces endothelial dysfunction upon prolonged exposures. (A) HUVECs were exposed to vehicle alone, 10 uM parmodulin 2, or 0.3 pM vorapaxar, as
indicated, for 48 hours and subsequently stained for apoptosis using YO-PRO-1. (B) HUVECs were incubated with the indicated concentrations of either vorapaxar (blue) or parmodulin 2 (red) for
either 24 hours (solid lines) or 48 hours (dashed lines) and assayed for apoptosis. Data are presented as means + SEM (n = 5). (C) Mock-transfected (mock) and PAR1 siRNA-transfected (siPAR1)
HUVECs were incubated with either vehicle (black) or 0.3 uM vorapaxar (blue) for either 24 or 48 hours. Samples were subsequently assayed for apoptosis. In each condition, addition of vorapaxar
led to a significant increase in apoptosis compared with the unexposed sample (P < .0o1). Knockdown of PAR1 also increased apoptosis. ***P < .oo01. Data are presented as means + SEM (n = 5). (D)
HMVEC barrier function was continuously monitored by transendothelial resistance for 24 hours after exposure to either 10 pM parmodulin 2 (red) or 0.3 pM vorapaxar (blue). ***P < .o01.

Blood 2015 125:1976-1985; doi:10.1182/blood-2014-09-599910
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Giincel Antiplatelet ilaclardaki Problemeler
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Nieswandt B.et.al.Trends in Pharmacological Sciences November 2012, Vol. 33, No. 11
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PLoS ONE, 2013, DOI: 10.1371/journal.pone.0071193
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Structure and activity of compounds 7—24: Percent reduction of platelet aggregation
induced by agonists AA (700 uM), collagen (2 pg/ml) and ADP (10 uM).

Cmpd R AA Collagen ADP

£ 1uM  10uM 10 uM 10 uM

7 Piperidine 92.89 9477 71.13(76.78)* NP

8 Morpholine 92.74 9481 7087(74.21)* 11.34

9 4-Aminopiperidine 84.87 8053 73.56(77.59)* 8.14

10 4-Methoxyaniline 9423 7993 7214 (43.56)* 3.92

11 4-Chloroaniline 80.93 7431 7048(25.71)* 7.93

12 4-F-phenylpiperazine NI 79.74 3225 NI

13 4-CHs-phenylpiperazine 396 9759 20.12 NI

14 4-CF5-piridin-2-ylpiperazine 10.86 6546 16.02 6.8

15 2-Pyrimidinylpiperazine NI NI 22.86 2.7 1,5-Diari|pirazo|-3-karboksamid

16 4-Heptyloxyphenol 387 93.03 61.89(32.24* NI

17 4-Methoxyphenol 6.05 8425 2416 NI ICsp values for antiplatelet activity of selected compounds against AA-induced

18 4-Methylphenol 2355 95.00 4851 NI platelet aggregation.

19 4-Cyclopentylphenol NI 86.70 19.87 NI

20  4-(Imidazol-1-yl)phenol 525 9005 2.11 NI Cmpd no Cso (uM) Cmpd no ICso (nM)

21 3-i-Propylphenol 897 84.00 4227 NI 7 0.041 35 >10

22 2-Cl-3-pyridinol NI 86.52 849 NI 8 0.083 36 >10

23 2-Naphthol 236 8631 2244 334 ’1’0 g]ﬂ‘) :; z:g

24 i-Pentanol 19.00 91.16 66.7 (34.16° 6.77 1 OB e b

2 Percent inhibition at 1 pM. 13 467 46 05

b No detectable inhibition. a 949 20
24 1.33 51 0.0073
26 19.6 59 503
27 >20 60 18.4
29 2.09 61 0.015
30 12.6 62 0.0057
33 >10 Aspirin 7.76
34 >10 Indomethacin 1.62

European Journal of Medicinal Chemistry 64 (2013) 42-53
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