Supplementary Figure legends

Fig. S1 The expression of genes in Tissues. (A) Cytoflex Flow Cytometer analysis of the exosomes marked with CD63 and CD81. (B) The expression of hsa_circ_0057320 and miR-28-5p in HCC tissues. (C) The expression of E2F6, CD86 and CD206 in HCC tissues.

Fig. S2 miR-28-5p decreases HCC migration and invasion in vitro. (A) qRT-PCR analysis of miR-28-5p expression in Huh7 and MHCC-97H cells transfected with 
miR-28-5p mimics or inhibitor. (B, C) Wound healing and transwell invasion assays examine migration and invasion of MHCC97H and Huh7 cells following transfection of miR-28-5p mimics, ctrl, inhibitor-ctrl, inhibitor. (D) Representative images show tubule formation assay in HUVECs. (E) Representative images of sprouts from miR-28-5p mimics, ctrl, inhibitor-ctrl, inhibitor treated spheroids. *P < 0.05, **P < 0.01.

Fig. S3 The expression of E2F6 in pan cancer and its correlation with clinical indicators. (A, B) Correlation of E2F6 expression with histological grade and pathological stage in TCGA-pan-cancer. (C-F) The overall survival, disease-free interval, disease-specific survival, and progression-free interval in pan-cancer patients stratified by E2F6 expression.

Fig. S4 E2F6 induces HCC migration and invasion in vitro and vivo. (A)
qRT-PCR assay is performed to assess the expression of E2F6 in Huh7 and MHCC-97H cells which are treated with the E2F6-ctrl, E2F6, and shE2F6-ctrl and shE2F6. (B-E) Wound healing, transwell invasion, tubule formation and spheroid-based sprouting assays are performed to assess the effect of E2F6 silencing or overexpression on HCCs migration and invasion. (F, G) HE staining examined the pathological changes of lung tissues. *P < 0.05, **P < 0.01.(H) qRT-PCR and western blotting assays showing the effects of sh-hsa_circ_0057320 exo combined with miR-28-5p inhibitor or E2F6 on expression of CD206 and CD86. *P < 0.05, **P < 0.01.






