Fig. S1

Figure S1. 5-hmC and 5-mC distribution across the genome in CLL patients and sorted B-cells.

(A) Percentage of DhMRs and DMRs of uniquely mapped reads at promoter regions in mutated CLL vs. Memory B-cell (i)
and unmutated CLL vs. Naive B-cell (ii). (B) Percentage of unchanged, hypo and hyper 5-mC levels in mutated CLL vs.
Memory B-cell (i) and unmutated CLL vs. Naive B-cell. (ii). (C) Percentage peaks that fall into category of unchanged, hypo
and hyper 5-hmC levels in mutated CLL vs. Memory B-cell (i) and unmutated CLL vs. Naive B-cell (ii).
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Fig. S2

Figure S2. Peak numbers, Repeat analysis and enrichment over gene body for 5-mC and 5-hmC.

(A) 5-mC (i) and 5-hmC (ii) enrichment of repeat regions in CLL and B-cells. (B) Total peaks detected with MACS2 in
repetitive regions (i) and unique regions (ii). (C) Global 5-hmC (i) and 5mC (ii) distribution pattern over gene body in

unmutated and mutated CLL subtypes.
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Fig. S3

Figure S . Peak distribution, super enhancer analysis
and enrichment over highly/lowly/not expressed genes.
(A) Peak distribution of common/unchanged 5-hmC and
5-mC marks in mutated CLL vs. Memory B-cell (1) and
unmutated CLL vs. Naive B-cell (ii). (B) DMR and DhMR

n
distribution in Memory B-cell vs. NCS memory B-cell. (C) 2
ROSE super enhancer analysis. (D) Enrichment of S
H3K4mel, 5-mC and 5-hmC over gene body of highly (i), §
lowly (ii) and not (iii) expressed genes in CLL patient samples. @
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Fig. S4

Figure S4. Gene expression and 5hmC / 5mC levels in CLL cell lines

A) Expression of all the selected genes for hMeDIP analysis in HG3 cell line. D-E) Relative expression of genes after
down-regulation in HG3 cell line (B- TET1 and TET2) and (C- NSMCE1, TUBGCP3a dn TUBGCP®6). * indicates p<0.05
and ** indicates p<0.005.
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Fig. S5

Figure S5. Validation of sequencing data and enriched functional pathways.
(A) Common enriched pathways in DhMRs, DMRs and DEGs in CLL patients compared to sorted B-cells. (B) Enriched cancer
pathways in DEGs, DhMRs and DMRs.
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