FIGURE LEGENDS

Supplementary Figure 1: Profiling of VHL-dependant miRNA in ccRCC patients.
A. RT-qPCR quantification of selected miRNAs in RCC4, RCC10, and 786-0 cell lines with or without VHL (N=3-4). B-D. Comparison of miR-2355-5p levels in plasma and ccRCC tumors (TCGA) based on Tumor Stage (B), Lymph Nodes Metastasis (C), and Distant Metastasis (D). MiRNA expression was normalized with RNU44. The data are presented as the Mean ± SEM. Statistical analysis was performed using two-tailed unpaired Student’s t-test (A), Mann-Whitney U tests (Plasma) or Wilcoxon signed-rank tests (TCGA)

Supplementary Figure 2: Loss of miR 2355-5p reduces cell survival and proliferation.
A. RT-qPCR quantification of miR-2355-5p in the 786-0 CR.2355 heterogeneous (N=3) and clonal populations (N=1). B. T7 endonuclease assay validating genomic targeting by the CRISPR/Cas9 in 786-0 Cr.2355 models. C. RT-qPCR quantification of KLF7 in 786-0 Cr.2355 clones compared to control cells (N=3). D. RT-qPCR quantification of miR-2355-5p in 786-0 and A498 cells overexpressing miR-2355-5p (786-0 ++2355 and A498 ++2355) compared to control cells (786-0 ++CTRL and A498 ++CTRL). E-F. Image illustration (E) and relative number of colonies (F) measured by clonogenic assays in 786-0 ++2355 and A498 ++2355 cells compared to appropriate controls (N=4). G. Cell proliferation measured by daily cell counts in 786-0 ++2355 and A498 ++2355 cells compared to appropriate control cells (N=4). MiRNA and gene expression was normalized with RNU44 (A,D) and RPLPO (C). The data are represented as the Mean ± SEM. Statistical analysis was performed using two-tailed unpaired Student’s t-tests (A,C,D,F) or two-way ANOVA with Dunnett’s multiple comparison test compared to appropriate controls (G). (**P < 0.01)

Supplementary Figure 3: Loss of miR 2355-5p alters the ability of cells to stimulate angiogenesis.
A-B. Image illustration (A) and quantification (B) of migrated cells during Transwell assays performed on 786-0, 786-0 Cr.CTRL, 786-0 Cr.2355-2, and 786-0 Cr.2355-3 cells (N=4). (Scale bars = 200μM) C. Expression of selected angiogenic factors in ccRCC patients extracted from TCGA-KIRC (left) and CPTAC3 (right) cohorts. The data are presented as the Mean ± SEM. Statistical analysis was performed using two-tailed unpaired Student’s t-tests (B) or Wilcoxon signed-rank tests (C). (**P < 0.01)

Supplementary Figure 4: MiR 2355-5p pulldown identified potential lncRNA-miRNA interactions and potential protein targets.
A. Bioinformatic analysis of lncRNA identified via the miR-2355-5p pulldown assay. Illustration of their expression in ccRCC tumors (TCGA) and predicted interaction sites with miR-2355-5p retrieved from ENCORI. B. Expression of selected potential protein targets of miR-2355-5p in ccRCC patients extracted from the TCGA-KIRC (top) and CPTAC3 (bottom) cohorts. The data are presented as the Mean ± SEM. Statistical analysis was performed using Wilcoxon signed-rank tests.

Supplementary Figure 5: Clinical implications of miR-2355-5p.
A-B. Weights of mice throughout the tumor xenograft experiments performed with 786-0 Cr.2355 models (A) and 786-0 ++2355 models (B). C. Luminescence images of 786-0 ++CTRL and 786-0 ++2355 xenograft tumors. The data are presented as the Mean ± SEM.

