SUPPLEMENTARY FIGURES
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Supplemantary Figure S1: Hierarchical clustering analysis and heatmap of stereotyped subset #6 and #8 cases versus naive and memory B cells from healthy donors, based on the 493 DMCpG sites (beta difference ≥0.3, p≤0.01). Each row represents one CpG site and each column one sample.
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Supplemantary Figure S2: Bisulfite sequencing analysis of TP63 gene promoter. (A) Results from 7 subset #6 (P1-P7) and 6 subset #8 cases (P1-P6) are shown. Black lollipops indicate methylated CpG sites and white lollipops unmethylated CpG sites. (B) Graphical representation of methylation levels of 10 CpGs analysed in the promoter of TP63 gene. The Y-axis represents the percent of methylation while the numbers from 1 to 10 refer to the 10 CpG sites analysed. Black colour represents % of methylation for each CpG. Analysis has been done with QUMA software (http://quma.cdb.riken.jp/). 
* indicate the CpG sites included in the Illumina array
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Supplemantary Figure S3: (A) RNA-seq results for TP63 isoforms in subsets #6 and #8 (y-axis represents FPKM values). (B) Agarose gel depicting RT-PCR results after analysis of representative CLL cases with primers specific for both TAp63 and ΔΝp63 isoforms. The Jijoye B-cell lymphoma cell line which expresses both isoforms, was used as a positive control. (C) Western blotting showing p63 and β-actin protein expression in 4 ns U-CLL, 3 M-CLL, 2 subset #8 and 2 subset #6 representative cases. (D) Western blotting showing PARP and β-actin protein expression in unstimulated cells and cells stimulated through the BcR, for one representative case from each subgroup under study. In subset #8, unstimulated cells express cleaved PARP in contrast to BcR stimulated cells, showing that cells are protected from apoptosis. The exact opposite was found in non-subset U-CLL cases whereas no changes were observed in subset #6 cases, in accordance to the flow cytometry results. ns U-CLL: non-subset U-CLL. (E-F) CLL cells from 3 cases (1 subset #8 case and 2 non-subset U-CLL cases) were transfected with 2 negatine controls (NEG1, NEG2) and 4 siRNAs (si1-4) against TP63. (E) Percentage of p63 possitive cells as measured by flow cytometry. (F) Fold difference of viable cells normalized to NEG1. All graphs show mean with standard deviation. * p<0.05, ** p<0.001, *** p<0.0001, ns U-CLL: non-subset U-CLL
