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[bookmark: _Hlk69895402]Supplement Fig. 1 The structure of hydroxysafflor yellow A (HSYA)
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[bookmark: _Hlk69896273]Supplement Fig. 2 HSYA suppressed inflammatory response
[bookmark: _Hlk87381518][bookmark: _Hlk69896644][bookmark: _Hlk88070678]Mice were intraperitoneally injected with HSYA and NAC for 3 days after photothrombotic stroke. A: immunofluorescence staining of Iba1 in the peri-infarct zones of brain tissue (scale bar: 100 μm). B, ROS production were labeled with DCFH-DA probe in the peri-infarct zones of brain tissue (scale bar: 50 μm). PL: peri-lesion. C: the levels of IL-1β, TNF-α and LPS in the serum was measured. D: gene expression of Il1b and tumor necrosis factor (Tnf) in bEnd.3 exposed to LPS. E: gene expression of vascular cell adhesion molecule 1 (Vcam1) and intercellular adhesion molecule 1 (Icam1). F: THP-1 cells were labeled with the calcein-AM probe, then THP-1 cells were co-cultured with bEnd.3 cells for 2 h and the adhesion was observed under a confocal microscope. All data are presented as mean ± SD of five independent experiments. ### p < 0.001 vs. indicated group, ** p < 0.01, *** p < 0.001 vs. LPS group. 
[image: ]
[bookmark: _Hlk88070448]Supplement Fig. 3 HSYA prevents VHL degradation 
[bookmark: _Hlk88070656]When protein synthesis was inhibited by cycloheximide in bEnd.3 cells, VHL protein degradation from 2 h to 16 h were determined by western blot. All data are presented as mean ± SD of five independent experiments. #p <0.05, ##p <0.01, ### p < 0.001 vs. Control group, * p < 0.05, ** p < 0.01 vs. LPS group.
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Supplement Fig. 4 HSYA reduced the mRNA level of Ncf1 
[bookmark: _Hlk88070699]Gene expression of Ncf1, Noxo1, Noxa1, Ncf2, Poldip2 and Cyba in LPS-induced bEnd.3 cells. All data are presented as mean ± SD of five independent experiments. ##p <0.01, ### p < 0.001 vs. Control group, ** p < 0.01, *** p < 0.001 vs. LPS group.
[image: ]
Supplement Fig. 5 Small interfering RNA (siRNA) screening  
[bookmark: _Hlk69896524][bookmark: _Hlk69896590]bEnd.3 cells were transfected with siNox1, siCybb, siPsmb9, siTjp1 or siNC using lipofectamine 3000 transfection reagent for 48 h. A-B, the gene expression of Nox1, Cybb, Psmb9 and Tjp1 were determined by qRT-PCR. All data are presented as mean ± SD of five or six independent experiments. * p < 0.05, ** p < 0.01, *** p < 0.001 vs. siNC treatment. 
[image: ]
Supplement Fig. 6 HSYA preserved ZO-1 protein stability
[bookmark: _Hlk69896582]A: the binding of 20S to ZO-1 was determined by immunoprecipitation assay. B-C: TEER value and the absorbance of FITC-dextran across the bEnd.3 monolayer cells were detected. All data are presented as mean ± SD of five independent experiments. ** p < 0.01, *** p < 0.001 vs. Control group.
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