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Supplementary Figure 1.   Association of DMRs to genes and importance of  associated genes

(differentially methylated genes, DMGs) in CLL over normal PBMC. A,B) Venn diagram shows

the overlap of differentially methylated genes (DMGs, hypermethylated and hypomethylated) between

IGHV mutated and unmutated groups. And the pie chart represents the percentage of different classes

of genes such as protein coding, lncRNA, pseudogenes, antisense and other noncoding RNAs. C) The

heatmap  shows  enrichment  of  cllDMGs  (top;  subgroup  specific  and  bottom;  common  DMGs)  in

different cancer types from Network of Cancer Genes (NCG 4.0).  The cancer types are assigned and

ranked using GeneSCF. The presented enrichment was filtered using p-value < 0.01 with at-least 5 %

of total cancer genes covered by DMGs. D) The heatmap shows the KEGG pathways obtained using

cllDMGs from IGHV mutated and IGHV unmutated prognostic groups. The pathways were assigned

and ranked using GeneSCF. The presented pathways are filtered using p-value < 0.01 with at-least 5 %

of total pathway genes covered by DMGs (see methods). The left side of the heatmap represents the

subgroup  specific  (IGHV  mutated  and  IGHV  unmutated)  hyper  and  hypomethylated  associated

pathways; and the right side of the heatmap for common DMGs between IGHV mutated and IGHV

unmutated groups (see methods).
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Supplementary  Figure  2.  Significance  of  common  cllDMGs  between  B  cell  and  PBMC

comparisons.  A) The venn diagram shows the overlap of common differentially methylated genes

(IGHV mutated and IGHV unmutated prognostic groups) between B cell and PBMC comparisons. The

left  panel  of  venn  diagram shows  the  overlap  for  hypermethylated  genes  and  the  right  panel  for

hypomethylated genes. B) The heatmap shows enrichment of common cllDMGs between B cell and

PBMC comparisons in different cancer types from Network of Cancer Genes (NCG 4.0). The cancer

types are assigned and ranked using GeneSCF. The presented enrichment was filtered using p-value <

0.01 with at-least 5 % of total cancer genes covered by cllDMGs. C) The heatmap shows the KEGG

pathways obtained using common cllDMGs between B cell and PBMC comparisons. The pathways

were assigned and ranked using GeneSCF. The presented pathways are filtered using p-value < 0.01

with at-least 5 % of total pathway genes covered by DMGs (see methods).
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Supplementary  Figure  3.  Associated  differentially  methylated  repeat  elements  (DMrE)  over

normal PBMC. A) The heatplot represents the enrichment of clDMRs over different repeat elements in

PBMC comparison.



SUPPLEMENTARY DATASETS

Supplementary data 1A: IGHV mutated specific CLL hypermethylated genes in B cell comparison

Supplementary data 1B: IGHV unmutated specific CLL hypermethylated genes in B cell comparison

Supplementary data 1C: Commonly hypermethylated genes between IGHV mutated and unmutated

prognostic groups in B cell comparison

Supplementary data 1D: IGHV mutated specific CLL hypomethylated genes in B cell comparison

Supplementary data 1E: IGHV unmutated specific CLL hypomethylated genes in B cell comparison

Supplementary data 1F: Commonly hypomethylated genes between IGHV mutated and unmutated

prognostic groups in B cell comparison

Supplementary data 1G: Summary of obtained reads from CLL groups and normal sample groups.

Supplementary data 2A: IGHV mutated specific CLL hypermethylated genes in PBMC comparison

Supplementary  data  2B: IGHV  unmutated  specific  CLL  hypermethylated  genes  in  PBMC

comparison

Supplementary data 2C: Commonly hypermethylated genes between IGHV mutated and unmutated

prognostic groups in PBMC comparison

Supplementary data 2D: IGHV mutated specific CLL hypomethylated genes in PBMC comparison

Supplementary data 2E: IGHV unmutated specific CLL hypomethylated genes in PBMC comparison

Supplementary data 2F: Commonly hypomethylated genes between IGHV mutated and unmutated

prognostic groups in PBMC comparison

Supplementary data 3A: Cancer type enrichments of subgroup specific (IGHV mutated and IGHV

unmutated) cllDMGs from B cell comparison.

Supplementary data 3B: Cancer type enrichments of common cllDMGs between IGHV mutated and

IGHV unmutated prognostic groups from B cell comparison.



Supplementary data 3C:  Cancer type enrichments of subgroup specific (IGHV mutated and IGHV

unmutated) cllDMGs from PBMC comparison.

Supplementary data 3D: Cancer type enrichments of common cllDMGs between IGHV mutated and

IGHV unmutated prognostic groups from PBMC comparison.

Supplementary  data  3E: KEGG  pathway  enrichments  of  subgroup  specific  (IGHV mutated  and

IGHV unmutated) cllDMGs from B cell comparison.

Supplementary data 3F: KEGG pathway enrichments of common cllDMGs between IGHV mutated

and IGHV unmutated prognostic groups from B cell comparison.

Supplementary  data  3G:  KEGG pathway  enrichments  of  subgroup  specific  (IGHV mutated  and

IGHV unmutated) cllDMGs from PBMC comparison.

Supplementary data 3H: KEGG pathway enrichments of common cllDMGs between IGHV mutated

and IGHV unmutated prognostic groups from PBMC comparison.

Supplementary data  4A: KEGG pathway enrichments  of  common cllDMGs between B cell  and

PBMC comparisons.

Supplementary data 4B: Cancer type enrichments of common cllDMGs between B cell and PBMC

comparisons.

Supplementary data 5A: The list of nearby protein coding genes within 10 kb proximity to lncRNAs

from cllDMGs from B cell comparison.

Supplementary data 5B:  KEGG pathway enrichments of nearby protein coding genes to lncRNAs

from cllDMGs in B cell comparisons.

Supplementary data 5C: Cancer enrichments (NCG) of nearby protein coding genes to lncRNAs

from cllDMGs in B cell comparisons.

Supplementary data 5D: The list of nearby protein coding genes within 10 kb proximity to lncRNAs



from cllDMGs from PBMC comparison.

Supplementary data 5E:  KEGG pathway enrichments of nearby protein coding genes to lncRNAs

from cllDMGs in PBMC comparisons.

Supplementary data 5F: Cancer enrichments (NCG) of nearby protein coding genes to lncRNAs from

cllDMGs in PBMC comparisons.

Supplementary data 6A: Information  on CLL patient  samples  used for  MBD seq and validation

experiments.

Supplementary data 6B: Clinical data for the CLL patient samples used for survival analysis.


