[bookmark: OLE_LINK22]Supplementary Figure 1 MVs were internalized by hCMEC/D3 cells and HeLa cells. (A and B) The MVs isolated from HeLa cells were labeled with DiI (red) and subsequently incubated with both hCMEC/D3 cells and HeLa cells for 12 h. The images were analyzed by confocal microscopy (scale bar, 10 μm).

Supplementary Figure 2 MVs isolated from EV71-treated HeLa cells contained damaged mitochondria. (A)The transmission electron microscopy was used to capture the images of MVsEV71 (scale bar, 500 nm). Arrow, mitochondrial crest.

Supplementary Figure 3 Overexpressing NOX4 increased the level of ROS. (A) The HeLa cells were transfected with HA or HA-NOX4 plasmid for 36 h. The protein level of NOX4 was measured by Western blot. (B) The mRNA level of overexpressed NOX4 was quantified using qPCR assay. (C) The HeLa cells transfected with HA or HA-NOX4 plasmid were stained with DCFH-DA and analysis by flow cytometry.

Supplementary Figure 4 Inhibiting NOX4 inhibited the CPE induced by MVsEV71 in HeLa cells. (A) The HeLa cells were treated with GLX351322 at a different dose for 24 h. The viability of cells was measured by CCK8 assays. (B) The HeLa cells were untreated or pretreated with GLX351322 (20 μM) before being infected with MVsEV71. The CPE were observed under microscope.

