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Figure 6 Vorapaxar, but not parmodulin 2, induces endothelial dysfunction upon prolonged exposures. (A) HUVECs were exposed to vehicle alone,18 parmodulin 2, or 0.3y - vorapaxar, as
indicated, for 48 hours and subsequently stained for apoptosis using Y@PRO-1. (B) HUVECs were incubated with the indicated conentrations 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 mear&EM (n = 5). (C) Mocktransfected (mock) and PAR1 siRNAtransfected (siPAR1)
HUVECSs were incubated with either vehicle (black) or 0.3v - vorapaxar (blue) for either 24 or 48 hours. Samples were subsequently assayed for apoptosis. In each condition, additionwdrapaxar
led to a significant increase in apoptosis compared with the unexposed sample (P < .001). Knockdown of PARL1 also increasesptgsis. ***P < .001. Data are presented as meahsSEM (n = 5). (D)
HMVEC barrier function was continuously monitored by transendothelial resistance for 24 hours after exposure to either 1@ - parmodulin 2 (red) or 0.3y - vorapaxar (blue). ***P < .001.

Blood 2015 125:1976985; doi:10.1182/blooe201409-599910
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