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Supplementary Fig. 1 Schematic of “heart-brain axis” mechanism Firstly, chronic arteriolosclerosis contributes to long-term microcirculation ischemia. Furthermore, decreased LVEF suggestive of cardiac output reduction results in small vessel CBF supply decline. Secondarily, enlargement of right atrium suggestive of increases cerebral venous return resistance follows by decreased interstitial fluid return. Finally, the insufficient para-arterial influx and para-venous efflux contributes to inadequate glymphatic clearance and PVS inflammation which are demonstrated as CSVD neuroimaging markers, such as WMH and CMBs in radiology.
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