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Figure S1. Similar to Figure 2. Distribution of changes in DNA methylation rates at individual CpGs following VHL
inactivation. Only CpG positions which significantly changed their DNA methylation level were plotted. (A) Methylation
difference between renal cancer cell lines with mutated VHL (A498, 786-O) and with wild-type VHL (ACHN, Caki-1).
DNA methylation is on average higher in cell lines with mutated VHL (p < 2 % 10716 for all CpGs). (B) TCGA kidney
tumours with mutated VHL show increase in DNA methylation as compared to kidney tumors with wild-type VHL
(p < 2% 10716 for all CpGs). Tumours with mutated SETD2 gene were excluded from this analysis.




CpGs, p<le-04

Methylaton change
w
down

urmmrmupm“mmmrrrwmrrrfmrrmmrrrrrrqrrrrmmrrfﬁﬁnllrrrmmmfﬂmﬂlﬂIﬂlﬂﬂfllﬂllﬂﬂﬂﬂﬂﬂlﬂlﬂlﬂWHHIIWII[‘[[[[[%

§-

Figure S2. Full version of figure 4. Distribution of hypo- and hypermethylated CpGs within certain epigenomic features.
Fraction of significantly hypo- (blue bars) and hypermethylated (red bars) CpGs among all CpGs within a given set of
transcription factor binding sites. CpGs that were significantly hypermethylated after VHL inactivation, were enriched in
AP-1 (JUN/FOS) and TRIM28 binding sites. Hypomethylated CpGs were enriched in HDAC6 binding sites.
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Figure S3. (A) Fraction of significantly hypermethylated CpGs (in Caki-1 VHL* vs Caki-1 cells) among all CpGs within
sites of a certain DNA binding protein plotted against of gene expression change (between Caki-1 VHL* and Caki-1 cells)
of a given DNA binding protein. Horizontal line indicates mean fraction of significantly hypermethylated CpGs among all
DNA binding sites. (B) DNA binding genes that were more than twofold upregulated in VHL* show slightly higher rate
of hypermethylation in their binding sites (P = 0.6).




