


mailto:wenqi@jlu.edu.cn














212 were incubated with Alexa Fluor® 488 Labeled Donkey Anti-rabbit IgG (Invitrogen, A-21206, 

213 USA) for two hours at room temperature, in darkness. The nuclei were stained with 4-6-

214 diamidino-2-phenylindole (DAPI, Invitrogen). The imaging was conducted using a laser 

215 confocal microscope (Nikon, Japan). The results were quantified by Image-Pro Plus 6.0 software 

216 (Media Cybernetics, USA).

217 Statistical analysis

218 All data is presented as mean ± standard error of the mean (SEM). The number of biological 

219 replicates is specified in the figure/figure legends. Statistical analyses and graphics were 

220 performed using GraphPad Prism 8 (GraphPad Software, Inc.; La Jolla, CA). Nonparametric 

221 Mann--Whitney test or one-way ANOVA test were used to compare distributed, and normally 

222 continuous variables. A P value < 0.05 was considered statistically significant, and individual p 

223 values are reported in the figure legends. 

224 Results
225 RIV and PAR-2 antagonist FSLLRY improved cardiac function and hemodynamics in rats 

226 with myocardial infarction

227 Figure. 1B shows a representative gross morphology of whole hearts four weeks after MI. In 

228 comparison to the sham group, the LAD group exhibited significant areas of ischemic necrosis. 

229 However, administering pretreatment with rivaroxaban and FSLLRY resulted in a notable 

230 decrease in the ischemic necrosis area when compared to the LAD group. H&E staining revealed 

231 that the rats in the LAD group displayed an incomplete structure, disordered arrangement, and 

232 focal cytoplasmic vacuolization, which is a hallmark of cell injury, whereas the rats in the RIV 

233 and FSLLRY groups showed relatively regular and ordered cardiomyocytes (Figure. 1C). In 

234 cardiac catheterization experiments, MI rats showed lower LV end-systolic pressure (LVESP) and 

235 lower maximum and minimum dP/dt (±dP/dT) compared to the rats in the sham group, whereas 

236 increased LVESP and higher dP/dt (±dP/dT) were observed in the RIV and FSLLRY groups 

237 (Figure. 2A, B). Representative echocardiographic images are presented in Figure. 2C. 

238 Echocardiographic examination showed a reduction of ejection fraction (EF) and fractional 

239 shortening (FS) in the LAD group (Figure. 2D), suggesting impaired cardiac function, and this 

240 impairment was prevented by the RIV treatment. Similar results were observed in the FSLLRY 

241 group. These results indicate that RIV and FSLLRY played a beneficial role in improving cardiac 

242 hemodynamics and heart function after MI.
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