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Supplementary Methods

Patient selection

We studied 87 cases with a blood smear available at diagnosis. The cases were first identified locally
on the basis of a routine cell morphology screen. In blinded review by three independent cytologist
(LB, CS, and KM), cases were only included if all three reviewers agreed with the diagnosis of B-PLL. A
fourth blinded review of ten representative cases (five cases of B-PLL: BPLL_24, BPLL_26, BPLL 28,
BPLL 33, BPLL_34; and 5 excluded cases) validated our approach. The four cytologists agreed on all
five cases of B-PLL and on one excluded case (N°45). For the excluded cases N°76 and N°80, only two
of the four cytologists diagnosed B-PLL; for the excluded cases N°49 and N°67, only one of the four
cytologists diagnosed B-PLL (see Supplemental Table S1). A diagnosis of MCL was ruled out by
karyotyping (K) and FISH assays: no CCND1 rearrangements or other infrequent translocations
involving CCND2 and CCND3 were observed. Unfortunately, bone marrow biopsies were not available

for CCND1 or SOX11 immunostaining.

FISH
Standard FISH was performed on interphase nuclei and metaphases in all 34 cases. The specific

probes were ATM (11g22), TP53 (17p13), IGH/CCND3 (Cytocell, Cambridge, UK), D13S319 (13q14),
centromere of chromosome 12 (Metasystems, Altlussheim, Germany), MYC (8q24) (DAKO, Santa
Clara, CA and/or Zytovision, Bremerhaven, Germany), MYCN (2p24) (Abbott Molecular, Des Plaines,
IL), CCND1 (11913) (DAKO). A break-apart probe for detecting CCND2 (12p13) rearrangements was
built using the home-grown bacterial artificial chromosome clones RP11-578L13 and RP11-388F6. A
deletion probe targeting TNFRSF10A-D genes (8p21) was built with clones RP11-599A17 and RP11-
692J4. Clones were selected using the University of California Santa Cruz Genome Bioinformatic
database (NCBI38/hg38 build) and obtained from Genoscope (Evry, France). Extraction, labeling, and

hybridization procedures were performed as described previously®.

Cell sorting

The samples used for WES, targeted deep sequencing and RNA-Seq were obtained from fresh or
cryopreserved mononuclear cells, when available. The CD19+ (and CD5+, IGL or IGK when
appropriate) B-cells and CD3+ T-cells were sorted as described previously’. The purity of the cell
fractions was assessed by flow cytometry, and was always greater than 96%. DNA and RNA were
extracted from sorted cell fractions using the All Prep DNA/RNA kit (Qiagen, Courtaboeuf, France),

according to the manufacturer’s recommendations.



Whole Exome Sequencing

DNA extracted from sorted CD19+ tumor cells (and CD5+, IGL or IGK when appropriate) and
nontumor (CD3+) cells was used for exome capture with the SureSelect V5 Mb All Exon Kit (Agilent
Technologies, Les Ulis, France) following the standard protocols. Paired-end sequencing (2 x 100 bp)
was performed using HiSeq2000 sequencing instruments (lllumina, San Diego, CA).The mean
coverage in the targeted regions was 106X (Supplemental Table S8). Reads were mapped to the
reference genome hgl19 using the Burrows—Wheeler Aligner (BWA) alignment tool version 0.7.10.
PCR duplicates were removed using Picard Tools - MarkDuplicates (1.119). Local realignment around
indels and base quality score recalibration were performed using GATK 3.2 (Genome Analysis
ToolKit). Reads with a mapping quality score < 30 were ignored. SNVs and indels were called with
VarScan2 somatic 2.3.7. The null hypothesis of equal allele frequencies between tumor and reference
was tested using the two-tailed Fisher exact test. The variants were adopted as candidate mutations
when P value was <0.01 and allele frequency was <0.1 in the reference sample. Variants were
annotated with Annovar. We excluded synonymous single nucleotide variants (SNVs), variants
located in intergenic, intronic, untranslated regions and non-coding RNA regions, and removed
variants with mapping ambiguities. Mutations were searched in Catalogue of Somatic Mutations in
Cancer database (http://cancer.sanger.ac.uk/cosmic/). The effect of the mutation was predicted by
SIFT (http://sift.jcvi.org/) and PolyPhen2 (http://genetics.bwh.harvard.edu/pph2/) algorithms.

Somatic copy number variations (CNV) were identified with Control-FREEC (v9.1).

Targeted deep sequencing

Primers flanking exons containing candidate somatic variants were designed using Primer3
(http://frodo.wi.mit.edu/primer3/). Short fragments of 100 to 200 bp were PCR-amplified from
genomic DNA of sorted fractions and were subsequently pooled for library construction. PCR
products were end-repaired, extended with an 'A' base on the 3' end, ligated with indexed paired-
end adaptors (NEXTflex, Bioo Scientific) using the Bravo Platform (Agilent) and amplified by PCR for 4
cycles. Amplicon libraries were sequenced in an Illumina MiSeq flow cell using the onboard cluster
method, as paired-end sequencing (2x150 bp reads) (lllumina, San Diego, CA). The mean coverage
was 2021X. Quality of reads was evaluated using FastQC 0.11.2.

(http://www.bioinformatics.bbsrc.ac.uk/projects/fastqc/). Reads were mapped to the reference

genome hgl9 using the Burrows—Wheeler Aligner (BWA) alignment tool version 0.7.10. Local
realignment around indels and base quality score recalibration were performed using GATK 3.2

(Genome Analysis ToolKit). SNVs and indels were called with VarScan2 somatic 2.3.7.

Clonal organization



Evaluation of the clonal or subclonal nature of chromosomal abnormalities was performed by
comparing the percentage of abnormal cells in interphasic FISH analyses (when available) with the
percentage of monotypic (IGL or IGK) CD19+ cells defined by immunophenotyping. We considered an
abnormality to be clonal when the difference between the two percentages did not exceed 20%, and
subclonal when the difference was greater. For mutations detected in purified tumor cell fractions,
we used the variant allele frequency (VAF) to distinguish between clonal and subclonal mutations
with a threshold of 40% (or 80%, when combined with copy loss) to take account of the potential

contamination by non-tumor cells.

RNA Sequencing and data analysis

RNA-Seq libraries were prepared using the SureSelect Automated Strand Specific RNA Library
Preparation Kit as per manufacturer’s instructions (Agilent technologies) and subjected to paired-end
(101 bp) sequencing on HiSeq2000 (lllumina). Quality of reads was evaluated using FastQC 0.11.2.
Sequences were filtered with Trimommatic and alignment was performed with Tophat2 version
2.0.14 and Bowtiel version 1.0.0. The filtered reads were aligned to a reference genome hgl9. In

average, 88.95% of reads were aligned and counted with HTSeq (v0.5.4p5).

Differential expression analysis: raw counts of reads per Human GENCODE transcripts (GRCh37
release 24)° were quantified with Salmon version 0.8.2*. These transcripts level raw counts have
been aggregated to obtain gene level raw counts. Differential expression analysis was performed
using DESeq2 package version 1.6.3° with R statistical software version 3.1.2. Differentially expressed

genes have been selected with an adjusted p-value of 0.01.

Gene Set Enrichment Analysis (GSEA)® was performed using the GSEAPreranked tool (v3.0). Prior to
conducting gene set enrichment analysis, differential expression analysis has been conducted using
DESeq?2 taking into account the batch effect observed in RNA-seq of B-PLL, CLL and pMCL cells. Only
genes with an adjusted p-value lower than 5% have been considered. These genes have been ranked
by log2 fold-change and captured in an RNK-formatted file. GSEAPreranked tool has been launched
with the following option: ‘scoring_scheme classic’ using hallmark gene (H) and curated gene (C2)

sets available from MSigDB (v6.2)’.

Functional analysis of the differential gene list has been explored for the GO gene sets with the
Investigate application (http://software.broadinstitute.org/gsea/msigdb) to compute the statistical

score of the overlaps between gene list and GO gene sets.

Fusion transcripts detection: sequences were aligned with Tophat2 version 2.0.14% and Bowtiel

version 1.0.0 to a reference genome hgl9. In average, 88.95% of reads were aligned. The potential



fusion transcripts were evaluated using Tophat2 —fusion-search option. A minimum of 10 supporting
(spanning) reads was used as a threshold for fusion transcripts and the sequence around donor and

acceptor sites of potential chimeric reads was manually evaluated to discard potential false positives.

In vitro cell viability and programmed cell death (PCD) assays

The viability of primary B-PLL cells was assessed with the ATP-based CellTiter-Glo 2.0 assay (Promega,
Madison, WI). After pretreatment (or not) with the BET proteins inhibitors (iBET) OTX015 or JQ1 (500
nM), B cells were seeded onto 96-well plates (at a density 50 x 10® cells per well) and exposed for
48h to increasing concentrations of fludarabine, ibrutinib, idelalisib or venetoclax. We used drugs
concentrations as previously described®. The OTX015 and JQ1 concentrations of 500 nM were the
lowest with a significant in vitro effect on B-PLL cell viability (50% loss of viability; Supp Fig S5A and
data not shown). The cells were then incubated for 15 minutes with 50 pl of CellTiter-Glo® reagent.
Next, the luminescence was measured in an Infinite M1000 Pro plate reader (TECAN), using an
integration time of 500 ms. Viability was determined by normalizing luminescence units against a
DMSO control (the solvent used for drug dilution). Alternatively, PCD was measured by flow
cytometry. Briefly, 2 x 10° B-PLL cells/ml were treated for 48h with ibrutinib (7.5 uM), idelalisib (50
uM), venetoclax (10 nM), or OTX015 (500 nM), and PCD was measured by annexin-V-APC (0.1 pg/ml;
BD Biosciences) and propidium iodide (PI, 0.5 pg/ml; Sigma) co-labeling. All drugs were purchased
from Selleckchem (Houston, TX). All these analyses were performed on stored cells resulting in

spontaneous apoptosis rates of 10-15%.
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Supplementary Tables

Table S1. Results of the morphologic review

Reviewer 1 Reviewer 2 Reviewer 3 Level of Reviewer 4 Level of
. agreement agreement
1D ID article proly:p:;cytes Diagnosis proly:p::)cytes Diagnosis proly:p:imes Diagnosis DEIWEEI:I the first proly:p::)cvtes Diagnosis betw?en the 4
3 reviewers reviewers
1 BPLL_1 68 B-PLL 80 B-PLL 73 B-PLL B-PLL: 3/3
2 BPLL_2 57 B-PLL 60 B-PLL 80 B-PLL B-PLL: 3/3
3 BPLL_3 71 B-PLL 72 B-PLL 56 B-PLL B-PLL: 3/3
4 BPLL_4 90 B-PLL 92 B-PLL 97 B-PLL B-PLL: 3/3
5 BPLL_5 90 B-PLL 84 B-PLL 89 B-PLL B-PLL: 3/3
6 BPLL_6 74 B-PLL 90 B-PLL 88 B-PLL B-PLL: 3/3
7 BPLL_7 74 B-PLL 80 B-PLL 76 B-PLL B-PLL: 3/3
8 BPLL_8 76 B-PLL 64 B-PLL 67 B-PLL B-PLL: 3/3
9 BPLL_S 70 B-PLL 85 B-PLL 93 B-PLL B-PLL: 3/3
10 BPLL_10 95 B-PLL 97 B-PLL 88 B-PLL B-PLL: 3/3
11 BPLL_11 83 B-PLL 73 B-PLL 79 B-PLL B-PLL: 3/3
12 BPLL_12 63 B-PLL 60 B-PLL 58 B-PLL B-PLL: 3/3
13 BPLL_13 90 B-PLL 93 B-PLL 96 B-PLL B-PLL: 3/3
14 BPLL_14 85 B-PLL 68 B-PLL 77 B-PLL B-PLL: 3/3
15 BPLL_15 82 B-PLL 73 B-PLL 55 B-PLL B-PLL: 3/3
16 BPLL_16 70 B-PLL 92 B-PLL 95 B-PLL B-PLL: 3/3
17 BPLL_17 70 B-PLL 66 B-PLL 67 B-PLL B-PLL: 3/3
18 BPLL_18 95 B-PLL 89 B-PLL 93 B-PLL B-PLL: 3/3
19 BPLL_19 97 B-PLL 98 B-PLL 93 B-PLL B-PLL: 3/3
20 BPLL_20 70 B-PLL 84 B-PLL 75 B-PLL B-PLL: 3/3
21 BPLL_21 75 B-PLL 96 B-PLL 93 B-PLL B-PLL: 3/3
22 BPLL_22 80 B-PLL 93 B-PLL 92 B-PLL B-PLL: 3/3
23 BPLL_23 80 B-PLL 81 B-PLL 72 B-PLL B-PLL: 3/3
24 BPLL_24 80 B-PLL 91 B-PLL 68 B-PLL B-PLL: 3/3 62 B-PLL B-PLL: 4/4
25 BPLL_25 68 B-PLL 66 B-PLL 63 B-PLL B-PLL: 3/3
26 BPLL_26 90 B-PLL 95 B-PLL 96 B-PLL B-PLL: 3/3 92 B-PLL B-PLL: 4/4
27 BPLL_27 100 B-PLL 100 B-PLL 99 B-PLL B-PLL: 3/3
28 BPLL_28 84 B-PLL 86 B-PLL 70 B-PLL B-PLL: 3/3 78 B-PLL B-PLL: 4/4
29 BPLL_29 79 B-PLL 74 B-PLL 75 B-PLL B-PLL: 3/3
30 BPLL_30 56 B-PLL 65 B-PLL 63 B-PLL B-PLL: 3/3
31 BPLL_31 80 B-PLL 85 B-PLL 83 B-PLL B-PLL: 3/3
32 BPLL_32 71 B-PLL 83 B-PLL 71 B-PLL B-PLL: 3/3
33 BPLL_33 71 B-PLL 78 B-PLL 90 B-PLL B-PLL: 3/3 80 B-PLL B-PLL: 4/4
34 BPLL_34 75 B-PLL 72 B-PLL 79 B-PLL B-PLL: 3/3 75 B-PLL B-PLL: 4/4
35 [excluded (MCL) 57 B-PLL 64 B-PLL 55 B-PLL B-PLL: 3/3
36 |excluded (MCL) 61 B-PLL 57 B-PLL 58 B-PLL B-PLL: 3/3
37 |excluded (MCL) 88 B-PLL 78 B-PLL 75 B-PLL B-PLL: 3/3
38 |excluded (MCL) 75 B-PLL 79 B-PLL 80 B-PLL B-PLL: 3/3
39 excluded <10 Other <10 MZL? <10 MZL? B-PLL: 0/3
40 excluded <10 Other 23 MZL ? <10 Other B-PLL: 0/3
41 excluded 46 Other 13 Other 13 Other B-PLL: 0/3
42 excluded <10 MZL? <10 MZL? <10 Other B-PLL: 0/3
43 excluded <10 Other <10 Other <10 Other B-PLL: 0/3
44 excluded 53 Other 66 B-PLL 53 Other B-PLL: 1/3




Reviewer 1 Reviewer 2 Reviewer 3 Level of Reviewer 4 Level of
. agreement agreement
° e prolvr::::cvtes Diagnosis prolvr:‘P::JCvles Diagnosis I . ?f tes i . the first prolvr:‘p::wvles Disgnosis betw?en thed
e 3 reviewers reviewers
45 excluded <10 Other <10 MZL <10 MZL B-PLL: 0/3 40 other B-PLL: 0/4
46 excluded 48 HCL_V ? <10 MZL <10 MZL B-PLL: 0/3
47 excluded 50 Other <10 MZL <10 MZL B-PLL: 0/3
48 excluded 35 Other 25 Other 45 Other B-PLL: 0/3
49 excluded 35 Other 64 B-PLL 23 Other B-PLL: 1/3 45 other B-PLL: 1/4
50 excluded 8 Other 64 atypical Other 73 atypical Other B-PLL: 0/3
51 excluded 50 Other <10 MZL 47 MZL? B-PLL: 0/3
52 excluded 46 Other 31 Other 24 Other B-PLL: 0/3
53 excluded 15 Other <10 atypical LPD 9 Other B-PLL: 0/3
54 excluded 65 atypical Other 48 atypical Other 49 atypical Other B-PLL: 0/3
55 excluded 38 Other 47 Other <10 Other B-PLL: 0/3
56 excluded <10 Other 36 Other 17 Other B-PLL: 0/3
57 excluded 36 Other 51 Other 42 Other B-PLL: 0/3
58 excluded 30 Other 30 MCL? 24 Other B-PLL: 0/3
59 excluded 35 Other 14 MZL 25 MZL B-PLL: 0/3
60 excluded 50 Other 39 Other 33 Other B-PLL: 0/3
61 excluded 45 Other 31 Other 43 Other B-PLL: 0/3
62 excluded 28 Other <10 Other 5 Other B-PLL: 0/3
63 excluded 30 Other <10 Other <10 MZL? B-PLL: 0/3
64 excluded 5 Other <10 Other <10 Other B-PLL: 0/3
65 excluded 67 atypical Other 20 Other 18 Other B-PLL: 0/3
66 excluded 22 Other 0 Other <10 Other B-PLL: 0/3
67 excluded 75 B-PLL 48 MZL 42 MZL B-PLL: 1/3 40 MZL B-PLL: 1/4
68 excluded 25 Other 15 Other <10 Other B-PLL: 0/3
69 excluded 30 Other 41 Other 13 Other B-PLL: 0/3
70 excluded 35 Other 39 MCL? 29 Other B-PLL: 0/3
71 excluded 50 Other 35 Other 15 Other B-PLL: 0/3
72 excluded 29 Other 37 Other 19 Other B-PLL: 0/3
73 excluded <10 Other 7 Other <10 Other B-PLL: 0/3
74 excluded 30 Other 17 Other 25 Other B-PLL: 0/3
75 excluded 20 Other 7 Other <10 Other B-PLL: 0/3
76 excluded 77 B-PLL 52 Other 52 Other B-PLL:1/3 60 B-PLL B-PLL: 2/4
77 excluded <10 Other <10 Other <10 Other B-PLL: 0/3
78 excluded 67 B-PLL 47 MZL? 48 Other B-PLL: 1/3
79 excluded 50 Other 32 Other 26 Other B-PLL: 0/3
80 excluded 70 B-PLL 50 MZL? 52 MZL? B-PLL:1/3 68 B-PLL B-PLL: 2/4
81 excluded 25 Other 33 MZL? 12 Other B-PLL: 0/3
82 excluded 45 Other 50 Other 32 Other B-PLL: 0/3
83 excluded 15 Other 34 Other <10 Other B-PLL: 0/3
84 excluded 40 Other 25 MZL? 38 Other B-PLL: 0/3
85 excluded 15 Other 7 Other 10 Other B-PLL: 0/3
86 excluded 28 Other 20 Other <10 Other B-PLL: 0/3
87 excluded 32 Other 18 Other <10 Other B-PLL: 0/3

Other: not B-PLL

Atypical: lymphocyte with nucleolus but not a typical prolymphocyte

MZL: marginal zone lymphoma; MCL: mantle cell lymphoma, LPD: lymphoproliferative disorder
Reviewer 4 conducted a blinded morphological review of 10 cases in a second round




Table S2. Immunophenotyping results for the patients with B-PLL

ID Patient |% CD5+ / CD19+|CD5S expression |% CD23+ / CD19+|CD23 expression [Matutes' score
BPLL 1 85 + 24 - 2
BPLL 2 4 - 96 + 1
BPLL 3 99 + 32 - 3
BPLL 4 99 + a4 + 3
BPLL 5 98 + 10 - 1
BPLL 6 70 + 85 - 3
BPLL 7 0 - 0 - 0
BPLL 8 76 + 21 - 2
BPLL 9 0 - 0 - 0
BPLL_10 97 + 5 - 1
BPLL 11 75 + 30 + 2
BPLL 12 0 - 0 - 1
BPLL 13 2 - 62 + 1
BPLL 14 10 - 1 - 1
BPLL_15 74 - 0 _ 1
BPLL_16 63 + 8 - 2
BPLL_17 na - na - 0
BPLL_18 0 - 0 - 0
BPLL_19 na - na - 0
BPLL_20 53 + 2 - 2
BPLL_21 3 - 6 - na
BPLL_22 na + na - 1
BPLL_23 69 + 12 - 3
BPLL 24 32 + 10 - 1
BPLL_25 3 - 25 - 1
BPLL_26 na + na - na
BPLL_27 0 - 5 - 0
BPLL 28 0 - 78 + 2
BPLL_29 93 + 34 + 2
BPLL 30 97 + 17 - 3
BPLL_31 45 + 99 + 2
BPLL 32 7 - 98 + 1
BPLL 33 96 + 100 + 2
BPLL_34 0 - 7 - 0

A cut-off of 30% of CD19+ cells was used to define CD5 and CD23 positivity
na: not available



Table S3. Karyotype and FISH results for patients with B-PLL

. . MYC (0: normal, 17p deletion | Trisomy | Trisomy L. . .| 8p deleti 11q deleti
ID Patient |Karyotype (according to ISCN 2016) 1:translocation, 2: gain) * (TP53)* 18/18q | 313q 13q14 deletion * | Trisomy 12 (TNFRSF10) * (ATM) *
BPLL 1 |46,XY,del(13)(q12q14)[8]/46,XY[31] 0 0 0 0 1(64%) 0 0 0
BPLL 2 [49,XY,+i(3)(q10),t{4;8)(q21;924),del(9)(q21q32) +12,+18[20] 1(67%) 0 1 1 0 1(41%) 0 0
44,XY,add(7)(q31),-9,del(14)(q24),-
BPLL 3  |15,del(17)(p13),add(21)(p11)[3]/44,51,t(5;10)(q?21;p?11)[8]/44~46,sdI1,- 0 1(89%) 0 0 0 0 1(5%) 0
del(14)(q24),der(14)del(14)(g24)add(14)(p10),+1~2mar[cp7]
45X,-Y,der(8)t(1;8)(q11;p21),t(8;22)(q24;q11)[6]/45,X,-
BPLA  |v.derl@L8)a1 1021 t(5:22) 024:011) HE:22)(028:011)(15) 1(74%) 0 0 g g g 1 ¢E0%) g
46,XY,add(1)(q2?5),?inv(2)(p24q14) or der(2) or
BPLL 5 |dic(2.?),add(3)(p21),add(7)(p22),add(10)(q22),add(11)(q13),del(13)(q13q14),add or 2 (3 copies, 5%) 1(93%) 1** 1 1(93%) 0 0 0
del(17)(p11),der(18)?t(11;18)(q13;q21)[10]/47 sl +add(3)(p21)[2]
BPLL 6  [46-47,XY,+3[10],ins(8)(q?22;?)[8]-9[8],+18[4],+mar1[3],+mar2[2][cp10] 2 (3 copies, 81%) 1(18%) 1 1 1(32%) 0 0 0
BPLL 7 |46,XY,t(8;22)(q24;q11)[13]/46XY[1] 1 (not quantified) 0 0 0 0 0 0 0
BPLL 8 [48XY,t(8;22)(q24;q11),+12,+18[15] 1(89%) 0 1 0 0 1(78%) 0 0
BPLL 9 [46,XX,t(8;14)(q24;q32),del(10)(q23q25)[20]/45,idem,-15,der(16)t(15;16)(q1?4;p13)[8]/46,XX[2] 1(80%) 0 0 0 0 0 0 0
BPLL_10 [45XXt(2;8)(p11;q24),del(3)(p12),+add(3)(q11) der(8)t(8;9)(p12;9221),-9,-17,der(19)t(9;19)(?p;q13)[20] 1(94%) 1(96 %) 0 0 1(9%) 0 1(89%) 0
48,XX,t(8;14)(q24;q32),+12,del(13)(q13q22),+18[9]/47 5| -
BPLLIL |yisl/a7,sdi1t(1;6)(a43;:011) 1(11;14)(a13;032)13] 1(50%) 0 ! 0 1(80%) 1(82%) 0 0
49,XX,add(1)(q11),der(2)add(2)(p1?2)add(2)(q2?3),-
L 8,+der(12)add(12)(p1?2)add(12)(q?11),del(13)(q14q21),add(14)(q32),?add(20)(q13),+marl,+mar2x2[cp6] 0 0 0 0 1(s6%) 1(56%) ND 0
BPLL_13 [46-47X,-Y,+3t(8;14)(q24;932),+18[cp12]/46,XY[3] 1(80%) 0 1 1 0 0 0 0
44 XX,del(4)(q11),del(6)(q14q24),-7,add(9)(p24),-10,-17,add(20)(q13),- N
BPLL4 11 +amar(24]/44.XX,idem,add(3)(q25)[2] 0 1(79%) 0 0 1(12%) 0 0 1(85%)
46,XX,der(4)?t(4;5)(q32;q15~21),-5,add(6)(q12),del(17)(p11),-19, -
BPLLIS 20,+3mar[8]/46,XX,t(5;8)(p15;q11)[4]/46,XX[3] 0 1(75%) 0 0 0 0 0 0
BPLL 16 |notdone 1(88%) 1(89%) ND ND 1(90%) 0 ND 0
BPLL_17 |46,XY,t(8;22)(q24;q11),del(10)(q22926)[17] 1(94%) 0 0 0 0 0 0 0
BPLL 18 [47,XY,t(8;14;19)(q24;932;p123),+12[15] 1(94%) 0 0 0 0 1(82%) 0 0
BPLL_19 |48XX,+4,1(8;14)(q24;032),+12[17] 1(78%) 0 0 0 0 1(82%) 0 0
47 XY,+15,add(17)(p12)[7]/46,sl,- i %
BPLL20 |y14)/a6,xY,add(8)(a32)[5]/46.XY,der(12)t(8;12)(p13;021),2dd(17)(p12) [2)/46,XY[3] 2(3 copies, 20%) 1(50%) 0 0 0 0 1(6%) 0
48,XY,add(4)(p12),t(8;14)(q24;q32),del(11)(p13p15),+12,t(13;16)(q14;p13),del(17)(p11p13),-
BPLL2L | )" iolasxvi] 1(74%) 0 0 0 0 1(75%) 0 0
BPLL_22 |46,X,add(X)(p21) der(8)add(8)(p11)t(8;22)(q24;q11) der(22)t(8;22)(q24:q11)[20] 1(92%) 0 1** 0 0 0 1 0
BPLL 23 |48,XY,t(8;14)(q24;932),add(16)(q24),+der(18)t(3;18)(q?11;q?)x2[4]/46,XY[22] 1(61%) 0 1 1 0 0 0 0
BPLL_24 |46,XX,del(6)(q14G24),i(17)(q10)[11]/46,XXt(7;7;14)(q11;q3?3;932),del(17)(p12)[8]/46 XX[1] 0 1(92%) 0 0 0 0 0 0
40,X,add(X)(q21),t(1,8)(p10;p10),-5,-
6,add(7)(q31),der(9)t(3;9)(q13;q13),der(10)t(9;10)(q13;p12),add(12)(q14),der(13;22)(q10;q10)del(13)(q13 . o . o
BPLL_25 421)-15,2dd(15)(p11)-16,4r(16),-17,add(17)(p13) - 2 (4 copies, 42%; 8 copies, 5%) 1(62%) 0 1 0 0 0 0
21,add(21)(p11),add(22)(q13),+1~2mar[16]/80,sIx2[4]/46,XX[9]




0 patent |Karyotys accoring 0 1SC 2016 rirommeeon oy | e || e 13014 detoon [ risomy 12 % Seeion T T8 Semon
BPLL_26 [48XY,t(8;14)(q24;q32),+der(18)x2[4]/48,sl,del(3)(p11p22)[15] 1(92%) 0 1 0 0 0 0 0
BPLL 27 |46)XY,t(8;14)(q24;932)[20] 1(78%) 0 0 0 0 0 0 0

44~46 XY, +Y,der(2)t(2;8)(p11;?),der(3)t(3;6)(p11;?),-6,der(7)t(7;14)(p22;q11),-
BPLL_28 |8,der(12)t(12;15)(p12;?),der(14)t(8;14)(q22;q32),der(15)t(15;17)(p11;923)x2,der(16)t(15;16)(q23;q22),+2~ 0 1(51%) 0 0 1(27%) 0 ND 0
3mar[cp20].
BPLL_29 [47.XX.t(8;14)(q24;932) +mar[19] 1(78%) 0 0 0 0 0 0 0
BPLL_30 |46,XXt(8;22)(q24;911)[2]/46,XX[34] 1(52%) 1(70%) 0 0 0 0 1(6%) 0
BPLL_31 [48)XY,+3,t(8;14)(q24;932) +mar1[12]/49,sl,+mar2[2] 1 (not quantified) 0 0 1 0 0 0 0
BPLL 32 [49,XY,+3,der(7)t(7,8)(p21;?)del(7)(q33q35),r(8),+12,+18[13]/46,XY([7] 2 (amplification, 79%) 0 1 1 0 1(74%) 1(80%) 0
BPLL 33 [46XX.t(8;14)(q24;932),der(10)t(1,;10)(q11;p14)[16]/46 XX[7] 1(86%) 0 0 0 1(25%) 0 0 0
45 XY,(1;10)(p2?1;q25),t(3;11)(q23;p15),der(9)t(9;17)(q?22;q11) der(14)t(14;17)(p11;q?) -
BpLL 34 17[16]}45,X’Y(,Zer(9;]t(9;)17(),t(1(;(;20)[:24;);313)(,t()1(2;21)zgqn;qzqz),d)er(l(aljt()l(al;17),-)l(:[sllisj,XY[l] 0 L(e7%) 0 0 0 0 0 0

0: absence; 1: presence; tri: trisomy; ND: not determined

* % of cells bearing the abnormality determined by interphase FISH analysis
** determined by WES and confirmed by FISH




Table S4. Recurrent copy-number variations from WES coverage data in 16 patients with B-PLL. The
minimally altered regions are cited with regard to the hgl9 reference genome.

Number of
Losses Start End Length cases Candidate genes
17p13 1629307 7677922 6048616 6 TP53
8p21 21924203 23432383 1508181 4 TNFRSF10A/B/C/D, EGR3
5q32-gq33.1 149755481| 149827491 72011 3 TCOF1, RPS14, CD74
9¢g21 71002296| 79999625 8997329 3 no candidate genes
Xq28 152613014| 153881710 1268697 2 no candidate genes
9q34 134379493| 138927656 4548164 2 NOTCH1
13q14 45517397| 53422012 7904616 2 RB1, MIR15A, MIR16-1
14q24 68758421 69263126 504706 2 ZFP36L1, RAD51B
19p13 1592411 2823326 1230916 2 no candidate genes
Number of
Gains Start End Length cases Candidate genes
18qg21.32-g23 56702915| 77960906| 21257991 6 BCL2
chromosome 3 361267| 197762956| 197401689 4 no candidate genes
chromosome 12 175960( 133808310| 133632350 4 no candidate genes
17924 63923550 67243919 3320369 4 no candidate genes
1gq31.3-g42 197063118| 225140263 28077146 3 no candidate genes
8q24 127569322| 128753330 1184009 3 MYC
4g27-9q35.2 121828503| 190947668 69119165 2 no candidate genes




Table S5. IGHV sequencing data for patients with B-PLL

patientlD | IGHV % homology Unmutated/
minimally
BPLL 8 V1-2 95.5 |significantly mutated
BPLL 28 V1-2 100 [unmutated X
BPLL 30 V3-21 96.9 [significantly mutated
BPLL 21 V3-21 95.8 |significantly mutated
BPLL 29 V3-21 88.6 [significantly mutated
BPLL_6 V3-23 96.9 [significantly mutated
BPLL 22 V3-23 96.9 |significantly mutated
BPLL 33 V3-23 94.9 |significantly mutated
BPLL 13 V3-23 94.1 |significantly mutated
BPLL 10 V3-30 96.6 |significantly mutated
BPLL 5 V3-7 100 |unmutated
BPLL 4 V3-74 97.2 |minimally mutated X
BPLL 1 V3-74 94.1 |significantly mutated
BPLL 32 V4-34 95.8 |significantly mutated
BPLL 34 V4-34 100 |unmutated X
BPLL 24 V4-39 95.5 [significantly mutated
BPLL 18 V4-39 88.3 |significantly mutated
BPLL 19 V4-4 96.2 |significantly mutated
BPLL 27 V4-4 93.3 [significantly mutated




Table S6. List of variants detected by WES in 16 patients with B-PLL. A total of 309 non-synonymous somatic mutations were identified in 287 genes. We
validated 299 mutations by using targeted deep resequencing and/or RNA-Seq.

Patient nbBases | nbBas VAF |nbBases |nbBase fi Confii i Sift  |Polyphe
D Gene Mutation Type |Mutation #Chr__|Position |BaseRef| BaseCalled | RefNorm | esAltN | Norm | RefTumo s d (ytn) method score | nscore
BPLL_1 |ZBTB40 missense ZBTB40:NM_014870: eron2:c. TSSTG:p.M18ER. chrl 2816338/ T G 197 2 101 70 68 y iSeq+RNA-Seq A 0.833
BPLL_ FASC missense FASC:NM_001005388: exon25:¢.C2837T:p. TI46l. chrl 2.05E+08! [ T 234 1 043 84 4 y iSeq A A
BPLL_1 |[LRRTM4 missense LBRTM4:NM_024333:exon3:c.C577T:p.L193F. chr2 77746413 G ) 325 [i] [i] 13 108 y iSeq A A
BPLL_1 [LRRTM1 missense LRRTM1:NM_178833:exon2:c.G1604:p. AS4T. chr2 80530785 C T 129 1] 1] 50 35 Y iSeq A 1]
BPLL_ 088 missense D58:MNM_002468: exonS:c. T734C:p.L2ESP chr3 36182641 T [ 264 i} 0 88 i y iSeq+RNA-Seq A 0.933
BPLL_1 |SLMAP missense SLMAP:NM_007153:exon2:c. G3414:p. RT140). chr3 57817252 G A 391 16 3.93 87 158 y iSeq+RNA-Seq A 0.933
BPLL_1 |SPICE1 missense SPICETNM_144718:exon2:c.G10T:p. W4F. chr3 1.13E+08 [ A 182 2 103 34 53 y iSeq+RNA-Seq A 0.427
BPLL_1 [FBX'W?7 frameshift insertion [ FEBXW7:NM_018315:exon8:c. 1156_1157insCCGATGCGGT: p.C386fs. chrd 1.53E+08 - ACCGCATCGG 49 0 a 86 47 Y iSeq+RNA-Seq A 1
BPLL_1 [FBX'W7 missense FEXWT:NM_018315:exon8:c. CNS3G:p.R3E5G. chrd 1.53E+08 G C 57 2 0.77 85 56 Y iSeq+RNA-Seq A 0.06
BPLL_1 [LIFR missense LIFR:NM_00112767 1 exonl7:c.G24354:p.RE120. chiS 38485383 C T 73 1] a 11 63 Y iSeq .47 0.081
BPLL_ FIB missense MFIE:NM_001130738: exond:c. G1307T:p. 54361, chrd 14120455 C A 72 0 0 3 25 u iSeq A 0.063
BPLL_1 |SVEP1 missense SVEP1:NM_153366:exon38:c.A7IS8T:p.H2E53L. chrd 1.13E+08 T A 322 3 0.92 131 35 Y iSeq A [V
BPLL_1 |LDB1 stopgain SMY _ [LDBTMNM_001113407:exonTt:c. G1057T:p.E3S3X. chrid 1.04E+08 [ ) 261 2 0.76 88 70 y iSeq+RNA-Seq A 0.73533
BPLL_ DR11 missense DRT:NM_018117: exon2d:c. T23366:p. FITIC. chrl0 1.23E+08 T G 122 1] 1] 55 63 Y iSeq+RNA-Seq 0.1 0.84
BPLL_ UCE missense UCE:NM_005361:exon31.c. AS057G:p. N1BSES. chrll 017744 T C 1383 204 9.33 1304 138 Y RNA-Seq 0.45 A
BPLL_1 |RE frameshift insertion [ RE1:NM_000321:exon7:c. 707_708insAG: p.K236fs. chrl3 45833425, - AG 71 2 2.74 8 3 u iSeq+RNA-Seq MNa A
BPLL_1 |SHC4 missense SHC4:NM_203343: exond:c.C1174T:p. R332\, chrs 43148218 G A 268 1 0.37 37 7 u iSeq MNA 1
BPLL_1 |PITPNM3 missense PITPMM3:NM_031220: exon3:c.G142T:p. A48S. chrl? 6428760 [ ) 138 4 2.82 47 56 y iSeq 0.05 0.956
BPLL_4 [CAPN13 missense CAPN13:NM_144575:exonl:c.G11624:p. V3881 chr2 30974043 C T 234 S 167 138 128 Y iSeq 0.35 A
BPLL_4 [SF3B1 missense SF3B1:NM_012433:ex0n15:c.A20980:p.KTO0E. chr2 198E+08 T [ 125 6 4.58 53 58 y iSeq+RNA-Seq A 0.933
BPLL_4 |VHL missense VHL:NM_000551:exon2:c.G430A:p.G144R. chr3 10185287 G A 274 1 0.36 133 78 u iSeq+RNA-Seq A 0.786
BPLL_4 BEAL2 missense NBEAL2:NM_015175:exon14:c.G13484: p. GESOR. chr3 47037253 G A 226 1] 0 a7 64 y iSeq A A
BPLL_4 [PLCH1 splice site A chr3 1.55E+08 T A 120 2 .64 57 40 Y iSeq A A
BPLL_4 [LNX1 missense LNX1NM_032622: eront:c.GE1A:p. V21TM. chrd 54424072 C T 169 g 4.5, 33 5 44.64 8.1E-20 Y iSeq 0.13 0.53503
BPLL_4 [ARHGAP10 missense ARHGAP10:NM_024605: exonT:c.CE43A:p. HZ15M. chrd L49E+08 C A 34 1 .05 61 34 35.79 3.41E-11 y iSeq N& 0.97
BPLL_4 [NSD1 missense NSD1:NM_022455: exon20:c. ABOBSG: p. T2023A. chrS L TTE+08 A G 236 1 0.4 121 93 43.46 6.58E-35 y iSeq+RNA-Seq NA 0.937
BPLL_4 |JARIDZ missense JARIDZ:NM_004373:exonT:c. T1742C:p. WSE1A. chrb 15437138 T [ 63 12 44 23 33.73 3.52E-15 y iSeq+RNA-Seq 0.95 0.02
BPLL_4 [KHDRESZ missense HORBS2:NM_152688: exonb:c.C775T:p.P253S5. chib 62604575 G ) 02 192 30 28 48.28 3.83E-13 y iSeq+RNA-Seq A 0.973
BPLL_4 D missense D:MM_001164635: exon3:c.A4735:p. N1B0S. chib 1.51E+08 A G 03 13 36 34 48.5 1.93E-14 Y iSeq A 0.926
BPLL_4 [PAX4 splice site A chr? 127E+08 C G 7 S 2.25 83 73 48.7 7.69E-30 y iSeq A &
BPLL_4 [MYC missense MY C:NM_002467: exon:c. G4 78C:p. V1BOL. chrg 1.23E+08 G [ 6 [ 27 15 112 88.19 4.32E-66 y iSeq+RNA-Seq A 0.92
BPLL_4 |CCDCE7 missense CCDCET:NM_151645: exon12:c. A1330C:p.N4E4H. chr 93141460 A [ 43 i} 1] il S0 41.32 113E-20 y iSeq A A
BPLL_4 (BTG4 missense BTG4:NM_017589: exon2:c.A158T:p.KS3I. chr 1.11E+08 T A 46 4 2.67 B6 52 44.07 8.21E-18 Y iSeq A 0.937
BPLL_4 [UPK2 missense UPK2:NM_006760:exond:c. A3566:p. Y 113C. chr 113E+08 A G 96 4 2 83 63 45.39 2.26E-25 Y iSeq A 0.997
BPLL_4 |TRHDE missense TRHDE: NM_01338T.exont.c.C485T:p. T1621. chriZ 72667043 [ 13 0.83 17 30 63.83 6.61E-20 y iSeq 13 0.548
BPLL_4 |TBCID4 missense TBC1D4:NM_014832: exon2:c.GEOTA:p. E203K. chrl3 | 75336635 C 138 4 198 93 92 48.17 3.02E-30 y iSeq A 0.98
BPLL_4 |HYDIN missense HYDIN:NM_0325821 exond2:c. GEESIA:p.R22200). chrif 7037772 [ 359 S 137 266 50 312 116E-21 y iSeq A 0.44451
BPLL_4 [FBN3 missense FBN3:NM_032447:exon18:c.C2336G:p.P733R. chr13 131617 G C 172 S 2.82 16 4 46.67 S5.80E-10 y iSeq A 0.33
BPLL_4 [ZNF203 missense ZNF208:NM_007153: exond: c.AS09G:p. K1TOR. chr13 22157327 T C 252 g 3.08 105 102 49.28 2.37E-34 Y iSeq A A
BPLL_4 [ZRSR2 frameshift deletion |ZRSR2:MM_005083:ex0n8:c.571.572del:p.191_131del. chr! 15833813| AT - 36 3 3.03 2 87 97.75 3.19E-47 y iSeq+RNA-Seq A &
BPLL_4 [BCOR missense BCOR:NM_001123385: exonl0:c. A4376G:p. N1453S. chriX 33921444 T [ 56 3 5.08 S 33 §8.64 2.56E-13 y iSeq+RNA-Seq A 0.92
BPLL_ IF16 missense IF1B:NM_015074: exon13:c.G18734A:p. DE2TH. chrl 10357110 G A 182 1] 1] iz 35 32.7 127E-17 y iSeq A 0.98
BPLL_5 [FLNE missense FLNB:NM_001164317: exon21:c.C3356 T:p. P1113L. chr3 58103043 C T 160 1] a 155 102 39.69 Y iSeq A 0.955
[ BPLL_5 [US071 missense chid 6103955, (] T il [1] [1] 23 ] fi] y [Seq+FNA-Seq A A
BPLL_5 [PPIPSK2 missense PPIPSKZ:NM_015216:exon13:c.T1474G:p. 54324, chiS 1.02E+08 T G 135 0.5 25 35 58.33 Y iSeq+RNA-Seq A 0.02
BPLL_S [ZNF425 missense ZNF425:NM_00100166:exond:c. G19314:p. GE44D. chr? 1.43E+08 [ T 203 0.49 130 140 51.85 y iSeq A 0.03
BPLL_S [RP1 missense RP1NM_006263: exond:c.G1726A:p. VS 7EM. chrg 55535168 G A 358 0.28 EL] 43 33.33 y iSeq A 0.33
BPLL_5 [GDFE missense GDFE:NM_001001557: exont:c.G330T:p.KTI0M. chrd 97172591 C A 319 9 2.74 85 104 55.03 Y iSeq A 0.93
BPLL_5 [KIF27 frameshift deletion | KIF27:NM_017576: eron14:c. 3083deld: p. 01028fs. chrd 86474138 C - 414 1] 1] 80 67 45.58 9.68E-46 Y iSeq A A
BPLL_5 [THC missense THC:NM_002160: exon8:c. G2633C:p.RIOOP. chrd 1.18E+08! [ G 38 2 2 102 58 36.25 183E-12 y iSeq A 0.933
BPLL_S |NUP214 missense UP214:MM_005085: exon18:c.C24554:p. 513K, chrd 1.34E+08 [ A 330 2 06 40 ] 28.57 S5.58E-13 y iSeq+RNA-Seq A 0.08
BPLL_S [TM3SF3 missense TMISF3:NM_020123: exon2:c.G103C:p.D3TH. chri0 | 98336580 [ G 252 1 0.4 56 S 2113 4.85E-10 y Seq+RNA-Seq 0.06 0.423
BPLL_5 [NAW2 missense AV2:NM_001111018: exon7:¢.C1288T:p.R430%W. chr 13355270 C 153 1] 1] 17 110 48.46 1.15E-31 Y iSeq A 0.988
BPLL_5 [ORSHZ missense OR8H2:NM_001005200:exont:c.C284T:p. TISM. chr’ 55872802 C 260 3 114 70 156 47.85 .40E-45 Y iSeq 0.13 0.00
BPLL_5 [AHMAK missense AHNAK:NM_001620: exonS:c.C4334T:p. PIBESL. chr 62236335 G [ 141 1 0.7 53 54 50.47 .32E-23 y iSeq A 0.60015
BPLL_S [ARHGEF12 missense ARHGEF12:NM_001138665: exontd:c. C1198T:p. R400C. chr 1.2E+08 C T 428 a i} 102 56 35.44 .90E-36 y iSeq+RNA-Seq A 1
BPLL_S [FGFE missense FGFE:NM_020396:exon2:c.C443T:p. TISOM. chri2 4553300 G 158 1 0.63 130 100 43.48 .97E-27 y iSeq A 0.954




Patient bB. bB. VAF bB. bB. VAF [S ic_p- Confi Confi i Sift  [Polyphe
D Gene Mutation Type |Mutation #Chr_|Position |[BaseRefl BaseCalled | RefNorm | sAltNor |Norma | RefTumor s Tumor value d (yin) method score | n score
BPLL_5[MLXIP missense ILXIP:NM_014338: exont:.c.G268C:p.EI00. chriz | 1.23E+08 G c 218 1 0.46 151 83 35.47 1.39E-26 y iSeq A NA
BPLL_5(INTS6 missense NTS6:NM_01214T:exon14:c. A1838G:p. HE13R. chri3 | 51348824 T [5 53 0 0 a 12 100 2.48E-13 y iSeq+RNA-Seq A 0.933
BPLL_5|TPS3 missense 1M_000546: exon6. T205C chrl? 7575235 T C 148 1 0.67 1] 67 100 9.43E-56 y iSeq+RNA-Seq A 0.938
BPLL_5[TANCZ Mmissense ANCZNM_0Z5155: eronZs:c.CooI6 1 p. R 1666 w- chr B143533 C T 173 1q T3 21 36.23 J13E-24 y MiSeq A
BPLL_5|STRMN4 stopgain SMY | STRM4:NM_001033877:exonS:c.CT27T:p.Q243X. chrld | 4723630 G A 230 3 123 43 Ell 38.83 2.84E-28 y iSeq 0.06 |0.633802
BPLL_6|THR missense THR:NM_003285: exonS:c.C11114:p. Q371K chrl 1.75E+0 G T 166 3 178 04 65 38.46 153E-13 y iSeq 0.25 0.983
BPLL_6 |NYAP2 missense AP2:NM_02086¢:exond:c.CT04T:p. A235Y. chrz | 2.26E+08] o T 263 1 0.38 S8 124 43.97 8.36E-42 y iSeq 0.07 NA
BPLL_6 |MYD38 missense D38:NM_002468: exonS:c. T734C:p.L265P chr3 35182641 T c 200 11 5.21 02 203 66.56 2.25E-50 y iSeq A 0.933
BPLL_6|ACSL frameshift deletion| ACSL1:MM_001335: exon18:c. 1666_1681del:p.556_561del. chrd 1.86E+08ATGTGET] - 353 1 0.28 254 108 23.83 5.85E-35 y iSeq A MA
BPLL_6|SLCEA1S missense SLCEA13:NM_001003841:exonb:c.G815A:p.G2720. chrS 1214108 G A 162 2 122 7 35 55.23 5.06E-33 y iSeq A 0.933
BPLL_6|PDE4D missense PDE4D:NM_001137218:exon1:c.G134T:p. RESM. chiS | 53064142 C A 253 2 0.77 38 33 41.53 6.33E-35 y MiSeq 0.06 NA
BPLL_6 [RIN1 missense RINT:NM_004232: exon3:c.4292C:p. TIEP. chrll [ 66103323 T G 148 L] 5.13 44 31 17.71 2.60E-04 y iSeq A 0.025
BPLL_6 [KLRF2 missense KLRF2:MM_001130765: exonS:c.C462G:p. H1S40. chriz | 10046123 C G 314 S 157 47 144 43.48 6.93E-50 y MiSeq A NA
BPLL_6|SLITRKS missense SLITRKS:NM_015567: exon2:c. ATI0IC: p. K3E 7N, chrl3 | 88328744 A o 301 7 2.27 74 178 S0.57 4.98E-51 y iSeq A 0.968
BPLL_6 [KIF23 missense KIF23:MM_004856:exon12:c.41253T:p.Yd420F chrlS | 63728037 A T 301 1 0.33 272 34 1 5.24E-10 y MiSeq 0.1 0.488
BPLL_6|TPS3 missense TPS3:NM_000546: exond:c. GB4SC.R282P chrl? 7577093 o G 135 2 146 ] 54 5185 T.41E-26 y iSeq A 1
BPLL_6[KRTAP3-3 missense KRTAP3-3:NM_030375:exont:c.C4824:p.S16TY. chrl? 3341211 C A 342 0 0 177 22 1.06 1.29E-10 y MiSeq 0.08 NA
BPLL_8|CACHD1 missense CACHD1:NM_020325: exonld:c. A1903G:p. NE3TD. chr 6512348 A G 92 0 0 4 33 44.53 T.47E-22 n 0.14 0.883
BPLL_8|POLR2B missense POLR2B:NM_000338:exonT:c. T832C:p.F278L. chrd | 5786587 T c 13 0.47 63 43 43.75 1.23E-25 y iSeq A 0.933
BPLL_8[FAMIE0A1 missense FAM1B0ATNM_001103377: exonTtc.G2236A:p. ATEET. chrd .S3E+08 G A 66 0.6 56 28 33.33 3.15E-14 y iSeq 1 A
BPLL_8|TRON frameshift deletion| TRON: NM_001251387: exon13:c. 1067delC: p. A356fs. chrb .24E+08 C - 233 2 0.66 124 78 38.61 3.52E-33 Y iSeq NA A
BPLL_8|BCLAF1 missense BCLAF1:MM_014733:exon12:c.C2611T:p.RETIC. chif L.37E+08 G ) 661 1 0.15 243 6 23.38 .63E-38 y MiSeq MNA 0.992
BPLL_8|PC missense PC:NM_001040716:exon13:c.C2235G:p.DTESE. chril_| BB618323 G C 62 1] 1] 20 S 42.86 . 10E-08 y iSeq 0.1 0.001
BPLL_8|BCLTA missense BCL7A:MM_020393:exont.c.G86A:p.R23H. chriz_| 1.22E+08 G A 121 1 0.82 15 44 74.58 S5.87E-28 n [ 0.985
BPLL_8|F7 missense F7:NM_000131:exon8:c.C752T:p. A251V. chri3 1.14E+08 C T 224 0 1] 50 44 46.81 6.34E-28 n NA 0.934
BPLL_8|PPM14 missense PPM14:MNM_021003: exon2:c.GE254:p.G203S. chrld | 60750046 G A 72 1 0.58 34 33 53.42 6.95E-24 y MiSeq 0.28 | 0.57173
BPLL_8|RMNFT1 missense RNFT1:NM_016125: exon2:c.C358T:p. H120Y. chrl? | 58040344 G A 63 117 44 46 S 187E-23 y iSeq A 0.03
BPLL_8|DOKS missense DOKS:NM_018431:exon3:c.A183C:p.E6D. chr20 | 5320503 A c 325 0.61 64 54 45.76 11E-33 y MiSeq 0.15 0.384
L_8|BCOR missense BCOR: 001123385 exond:c. T2771G:p.FI24C. chr. 393318 a C 101 1.94 0 33 100 £6.15E-33 y iSeq 4 0.997
L_10|MAGI missense AGIT:NM_001033057:eron23:c.G3874A:p. G1232R. chr3 | 6534256 c T 227 0.87 63 75 52.45 1.33E-35 y iSeq A 0.024
L_10|MRPS30 missense MRPS30:NM_016640: exonS:c. G12344:p. 54125, chrS 44581521 G A 17 0 0 52 i) 539.38 5.92E-23 y Seq+RNA-Seq A 0.74
LL_10| TRAPPC13/CS0) missense CSorfdd:NM_024341:exon3:c.G215T:p.GT2V. chiS | 6433187 G 151 4 2.58 34 93 51.04 9.36E-27 y A-Seq 0.07 NA
L_10|HLA-DRES missense HLA-DRBS:NM_002125: exon2: . T286A:p. FI6I. chif | 32483766 A 73 10 12.05 52 31 37.35 1.28E-04 y RMA-Seq 0.3 [i]
LL_10|BCLAF1 stopgain SMY [ BCLAF1:NM_001077440: exond:c. GE324:p. W2 T1X. chrb 1.37E+03 c 660 2 0.3 328 122 2711 5.36E-50 y iSeq Ma | 0.73327
BPLL_10[POM121L12 missense POMI21L12:MM_182535: exont:c.G488A:p. R163H. chr? | 53103852 G 3 108 0 0 57 36 38.71 9.77E-15 y MiSeq 0.14 0.737
LL_10|MSR1 splicesite  [NA chr8 | 16035500 T G 33 2 138 51 62 54.87 7.88E-20 y iSeq A NA
BPLL_10[RBM17 missense RBM17:NM_032305: exond:c.G8234:p.G2755. chrl0 6154231 G A 151 S 3.21 63 55 44.72 4.18E-18 y iSeq+RNA-Seq A 0.933
LL_10|PABPC3 missense PABPC3:MNM_030373:exont:c.C832T:p.R2TEC. chrl3 | 25671172 C A 572 53 5.48 285 63 181 1.06E-05 y RNA-Seq A 0.931
BPLI ZFHX2 missense ZFHX2:NM_033400: exon2:c.G13014:p.G434D. chrid | 24003234 C T 73 1 125 S0 42 45.65 3.33E-13 y MiSeq A MNA
BPLL_10|G5G2 missense GSG2:NM_031365:exont:c. A13455:p. T4434. chrl? 3628574 A G 204 S 2.33 3 108 97.3 8.59E-75 y iSeq A 0.108
BPLI TPS3 missense TPS3:NM_000546:exonT:c.C7434:p. 42480 chrl? 7577538 C T 84 1 118 1] 42 100 5.65E-33 y iSeq+RNA-Seq A
BPLI RSAD1 missense RSAD1:NM_018346:exnonT:c.G1030A:p. W364M. chrl? | 48561104 G A 63 2 2.82 33 30 43.48 2.11E-03 y iSeq+RNA-Seq | 0.05 0.208
BPLI C19orfdd missense C13orfdd:NM_032207:exon2:c.C25T:p.RIC. chr1d 16611628 C T 55 [ 9.54 40 40 S50 1.99E-07 y NA-Seq 4 0.006
BPLL_10|2FX frameshift deletion| ZFX:NM_001178086: exonb:c.663_682del:p.221 228del chr. 24228425)AGAAGA, - 485 3 0.61 39 93 40.03 2.72E-48 y iSeq+RNA-Seq A NA
BPLL_13|MTOR missense MTOR:NM_004358: exon30:c. T4358C:p.L1453P. chrl 11217320 A G 357 2 0.56 63 143 46.86 2.02E-56 y iSeq A 0.932
Q=%CCDCZSB missense CCDC28B:NM_024236:exond:c. ASO3T:p. N168I. chrl | 32663358 A 116 0 0 56 46 45.1 6.03E-13 y iSeq+RNA-Seq A 0.936
BPLL_13|IQCA1 missense IQCATNM_024726: exon2:c.G130A:p. VB4, chrz | 2.37E+08 c 215 2 0.92 73 76 43.03 144E-32 y iSeq 0.07 NA
BPLL_13[IQSEC1 stopgain SNV |IQSECTNM_001134352: exon3:c.C4024:p. Y 134X, chr3 12378114 G 323 1 0.31 326 167 33.87 2.13E-4 y MiSeq+RNA-Seq | 0.03 | 0.735421
BPLL_13{MvD38 missense MYD85:NM_002468: exon3:c.CE56G:p.5213C chr3 38162032 C G 183 1] a 173 121 34.75 1.69E-3 y iSeq+RNA-Seq A 0.955
BPLL_13[TPE3 missense TPB3:NM_001114380: exon: . T1013C:p.I338T. chr3 1.9E+08 T C 234 1 0.43 176 35 35.06 8.03E-23 y MiSeq A 0.725
L_13[COL25A1 missense COL25ATNM_135721:exon20:c.C1030T:p.R364W chrd 1.1E+08 G A 87 0 1] 55 16 22.54 9.74E-07 y iSeq A 0.933
BPLL_13|DCHS2 missense DCHS2:NM_017633:exon25:c.G7813C:p. W2E07L. chrd 1.55E+0: C G 248 0 0 kAl 104 42.45 1.95E-38 y MiSeq 0.1 0.013
BPLL_13|GLUCY1A3 missense GUCY143:NM_001130682: exonb:c. T9E0G:p.F320L chrd 157E+0 T G 354 1 0.26 221 222 S0.11 3.40E-74 y iSeq 0.16 0.933
BPLL_13|SPATS1 missense SPATS1NM_145026:exon5:c.G4814:p.GI61R. chib | 4432363 G A 137 1 0.72 63 64 4812 2.44E-23 y MiSeq [TE) 0.935
BPLL_13|COL3A1 missense COLIATNM_001851 exon28:c. A1826G:p. QB03R chrb 70961863 T C 150 0 0 56 62 52.54 4.02E-28 y iSeq 0.32 0.463
BPLL_13|CSMD3 missense CSMD3:MNM_138123:exon18:c. T2955G:p.FI85L chr 114E+08 A c 135 1 0.51 93 85 47.75 2.02E-32 y iSeq A 0.933
BPLL_13|GLIS3 missense GLIS3:NM_152623: exon3:c.C542A:p. 1610 chrd 411847 G T 223 1 0.43 103 113 536 2.75E-45 y iSeq A 0.754




Patient nbBases [nbBase | VAF | nbBases | nbB. VAF |[S _p fi Confi i Sift | Polyphe
D Gene Mutation Type |Mutation #Chr_|Position BaseReJ BaseCalled | RefNorm | sAltNor [Norma | RefTumor s Tumor value d (yin) method score | n score
BPLL_13 [PCSKS missense PCSKS:NM_001130482: exon30:c.G4008C:p.E1336D. chrd | 78336542 G C 223 i} 157 61 27.98 1.54E-21 y iSeq 0.33 NA
BPLL_13 |ORSR1 missense ORSR1:NM_001004744: exontc.G534:p.R200. chrl 56185650 C T 32 1 0.31 Eil 148 44.38 6.61E-52 y iSeq 0.23 0.081
| BPLL_13 [C14orf33 missense C14orf33:NM_001130708: exon3:c. AT245G:p.N2420 chrid | 23465351 T C 204 3 3.7 122 88 41.9 6.20E-23 y iSeq+RMA-Seq | 0.03 0.168
| BPLL_13 | COKN3 missense COKMN3:NM_001130851: enond:c.C190T:p. HE4Y chrid | 54878313 C T 223 3 1239 105 108 S0.7 9.28E-39 y iSeq A 1
BPLL_13 | AK7 missense AKT:NM_152327:exon16:c.C1856T:p. AB1IV. chrid | 96349438| C T 196 2 101 126 100 44.25 142E-30 y iSeq 0.03 0.721
BPLL_13 [CHDZ frameshift insertion| CHDZ2:NM_001271: exon28: . 3485_3486insG:p.L1162fs. chrlS 93536118 - G 74 1] 0 51 19 27.14 2.62E-07 y iSeq 4
| BPLL_13 [NFATS missense NFATS:NM_173215: exon13:c.43502G:p.N1168D chrlé | 63727512 A G 82 0 i} 38 41 519 151E-16 y iSeq A 0.474
| BPLL_13 |CTAGE1 missense CTAGETNM_17224Texont.c. T2215C:p.F733L. chrid | 19335560 A G 256 0 1] 355 53 12.93 152E-12 y iSeq A NA
BPLL_13 |ITGB1BP3 missense ITGB1BP3:NM_170678: exond:c.C533T:p.P200L. chri3 3342177 C 182 2 103 103 83 46.35 3.31E-29 y iSeq A 0.988
BPLL_13 |CYP4F12 missense CYP4F12:MM_023344: exonT:c.CE14T:p. R272\W. chrl3 | 15734463| C 403 2 0.43 213 223 51.81 2.43E-78 y iSeq B 0.77M
| BPLL_13 [HAUSS stopgain SMY _|HAUSS:NM_015302: exon13:c.C1TIT:p. Q331X chrl3 | 36109343] C 42 0 [i] 14 13 48.15 S5.19E-07 y RNA-Seq 0.96 | 0.640322
| BPLL_13 |PAX1 missense PAX1NM_006132:exon2:c.CS73G:p. 131M. chr20 | 21687362 C G 353 1 0.28 218 197 47.47 6.68E-64 y iSeq 0.33 0.926
BPLL_13 [ECOR frameshift insertion| BCOR:NM_001123385: exon1d:c.4342_4343insA:p.P1648ts chriX | 33313173 - T 70 2 2.78 2 67 971 3.31E-35 y iSeq+BNA-Seq A NA
| BPLL_18 |PCNXL2 missense PCNXL2:NM_014801:exon2:c.C284G:p.PISR. chrl | 2.33E+08 G c 7 0 i 158 123 44.95 8.10E-25 y iSeq+RNA-Seq A NA
| BPLL_18 |TPO missense TPO:NM_001206744: eron2:c.G20234:p. VETTI. chr 1433783 G A 143 2 138 iz 65 47.45 1.34E-22 y iSeq A 0.562
| BPLL_18 |CXCR4 stopgain SNV | CXCR4:NM_003467: exon2: c.C1013G:p. 338X chr, 1.37E+08 G o 73 0 0 i 52 5157 2.73E-18 y iSeq+RNA-Seq | 0.06 | 0.732383
BPLL_18 |COBLL1 missense COBLLT:NM_014300:exonS:c. TT18G:p.F240Y. chr, 1EB6E+08] A C 30 0 0 42 4 43.4 7.71E-08 y iSeq+BNA-Seq | NA 0.936
| BPLL_18 [TTLL4 missense TTLL4:NM_014640:ex0n3:c.G21074:p. ATO3T. chr. 2.2E+08 G A 192 2 1.03 167 35 44.7 3.66E-33 y iSeq+RMA-Seq | 0.36 0.001
| BPLL_18 [SPDL1 missense CCDC33:NM_017785: exond:c.CI05T:p. T302M. chiS 163E+03 C T 213 0 213 12 43.3 3.84E-43 y iSeq 4 0.944
| BPLL_18 |\YARS2 missense WARS2:NM_00T167733: exond:c. GE3A:p.R28H chif | 30883641 G A 72 0 3 52 62.65 9.92E-20 y RNA-Seq A 1
BPLL_18 |FIBIN missense FIBIN:NM_203371:exon.c.A583G:p.R135G. chril | 27016656] A G 7 0 53 46 43.81 . 38E-18 y iSeq A 0.936
| BPLL_18 [CLECL1 missense CLECL1:NM_172004: exon2:c.A440G:p.HI147R. chri2 | 9 g6 G C 63 0 [i] 33 46 33.09 4.24E-10 y iSeq+RMNA-Seq | 0.1 0.263
| BPLL_18 |\/BP4 frameshift deletion| WBP4:NM_007187:exonS:c.356delG:p.R115fs. chri3 | 41642730] A - 33 0 a 30 S5 40.74 2.87E-15 y iSeq 4 NA
BPLL_18 |GPH missense GPHN:NM_001024218:exon22:c.C2110T:p.R704C chrid | 67647553] C 215 0 1] 127 83 33.52 131E-30 Y iSeq+RNA-Seq A 0.986
BPLL_18 |MUC1E missense UC16:NM_024630: exon3:c.G284424:p. 53451, chrl3 | 9053004] C Bl 0 1] 73 82 52.3 1.86E-25 y iSeq B A
| BPLL_18 [IGLLS missense GLLS:NM_001178126:ex0n1:c.C133T:p.P45S. chr22 | 23230366| C 43 0 [i] 13 16 S5.17 3.95E-09 y iSeq+RNA-Seq | 0.37 A
| BPLL_19 |RAVERZ frameshift deletion| BAVERZ:NM_018211:exon10:c. 1735_1753del:p.573_585del. chr B5278514[TTATCATI - 244 0 1] 101 35 25.74 9.96E-18 y iSeq MA A
BPLL_19 |NR1I3 missense R1I3:NM_001077452: enond:c.G283T:p. AS5S. chr 161E+08] C A 475 8 166 63 62 43.6 2.13E-40 y iSeq 0.1 0.011
BPLL_19 [CXCR4 frameshift deletion| CXCR4:NM_003467: exon2:c.960_361del:p.320_321del. p.5er325CInfs]  chr? 137E+08] CA - 33 0 [i] 43 12 2182 3.01E-06 y iSeq A NA
LGI2 missense LGI2:NM_018176: exonb:c.CE13G:p.L205Y. chrd | 25013653 G C 385 0 [i] 130 13 37.29 3.35E-47 y iSeq 0.46 0.003
UTP1S missense UTP15:NM_032175: exonb:c. TSS3C:p.Y185H. chiS | 72866416 T o 38 0 1] 65 33 33.67 4.51E-12 y iSeq A 0.933
CLINT1 missense CLINT1:NM_014666: exont:c.C22G:p.REG chiS 1S7E+08] G c 102 0 [i] 61 43 41.35 7.26E-16 y iSeq A NA
HOXAS missense HOXAS:MM_013102: exont:c.G2024:p.EGEK. chi? | 27183025 C T 132 0 i} 4 37 33.33 S.18E-15 y iSeq A 0.474
UNCSD missense UNCSD:NM_080872:exond:c.G1267A:p.G423S. chrd | 35573877 G A 60 0 [i] 20 16 44.44 1.10E-08 y iSeq A 0.38
SSTRS missense SSTRS:NM_001053:exonl.c.G10484:p. A350T chrlg 1123316 G A 45 1] 1] 53 58 52.25 S.20E-12 y iSeq 1 0
PPL missense PPL:NM_002705:exon22:c.C3020T:p. A1007Y. chrié | 4335636 G A 1297 i 5.6 52 53 50.48 197E-32 y iSeq 0.23 0.001
RAB37 missense RAB3T:NM_001163330: exon3:c.C178T:p.HEOY chrl? | 72733310 C T 94 0 0 52 4 44.03 118E-15 y iSeq B 0.933
CCDC137 missense CCDC137:NM_139287: exon3:c.C381G:p.HI270. chrl? | 79637367 C G 2783 63 2.21 33 35 47.3 183E-34 y iSeq 0.64 0.008
| BPLI HSBP1L1 missense HSBPIL1:NM_001136180: exon3:c. T1284:p.M43K. chrld | 77728038 T A g6 1] 0 4 25 37.88 3.74E-11 y iSeq 4 A
BPLL_19 |FTHL17? missense FTHL17:MM_031834:exont:c.G4514:p.G1515. chrX | 31083620 C T 325 S 152 128 11 46.44 2.08E-43 y iSeq A 0.108
BPLL_19 |GPKOW missense GPKOW:NM_015638: exonT:c.C3474:p. T31BM. chrX [ 48372644 G T 1159 0 38 103 51.24 156E-38 y iSeq A 0.125
BPLL_22 | ARHGEF11 frameshift insertion| ARHGEF 11:NM_138236: exon30:c.2963_2364insGG:p. A388fs chrl .STE+08 - cC 58 1] 35 3 45.31 1.44E-10 y iSeq A A
BPLL_. TGFBRAP1 missense TGFERAP1MM_004257:exon2:c. T2453C:p.1I820T chr2 .0BE+08 A G 235 0 132 142 51.82 4.25E-43 Y iSeq 0.08 0
BPLL_22|SF3B1 missense SF3B1:MM_012433:exon15:c.420385: p.K700E. chr2 .98E+08 T c 141 0 63 82 54.3 .04E-30 y iSeq A 0.933
BPLL_. GLB1 missense GLB1:NM_001135602: exonb:c.G5384:p. G180R chr3 | 33093274 C T 43 1] 1] 81 63 43.75 . 14E-23 y iSeq 4 1
BPLL_22|MITF missense MITF:NM_138158: exon2:c. TTIC:p.124T chi3 | 63387010 T 5 45 3 2.03 33 30 47.62 2.47E-24 y iSeq A 0.936
BPLL_22|PCOHE4 missense PCDHB4:NM_018338:exont:c.C76T:p.R26C. chiS 141E+08] C 42 2 1339 80 93 53.76 8.25E-29 Y iSeq 0.15 i}
BPLL_22 |HMMR splice site I chiS 1B63E+08] A 74 0 a 43 37 43.53 7.60E-13 y iSeq A A
BPLL_22|TCP11 missense TCP11:NM_001093728: exon:c.C835T:p.L239F chif [ 35088283 G 4 176 0 i} 103 33 47.45 1.31E-32 y iSeq 0.12 0.137
BPLL_22|PKHD1 missense PKHD1:NM_170724: exon33:c. AB335G:p.Y2112C chif | S177E752 T C 55 0 1] 35 23 45.31 3.27E-10 y iSeq MNA 0.938
BPLL_22|SYNE1 missense SYNELMNM_033071:exon52:c.G77834:p.G2537S chif 153E+08] C T 100 0 [i] 83 78 48.45 . 33E-21 y iSeq 0.08 0.002
BPLL_22|ABCA13 missense ABCA13:NM_15270T:exon1T:c.G23124:p. STTIN. chi? | 48311575 G A 206 1 0.43 15 112 43.3¢4 4.33E-38 y iSeq B NA
BPLL_22|COBL missense COBL:NM_015138: exon10:c.G20414:p. ABSTT. chr? | 5109675 C T 65 1 0.53 104 17 52.94 7.05E-36 y iSeq A 0.108
BPLL_22|PCLO missense PCLO:NM_033026:exon3:c.C2326T:p.PTTES chr? | 82764540 G A 15 0 1] 2 150 55.35 3.61E-50 y iSeq A A
BPLL_22|MYC missense MYC:MNM_002467:exon3:c. THETG:p.F383L. chr 1.23E+08 T G 242 1 0.41 S 126 45.43 6.50E-41 y iSeq A | 0.761143
BPLL_22|CACNAZD4 missense CACNAZD4:NM_172364: exont:c.4103C:p.I35L. chrl2 | 2027537 T G 106 0 a 54 43 44.33 3.02E-17 y iSeq 0.14 NA
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BPLL_22|CD4 missense CD4:NM_000616: exonS:c. G5 11A:p. M1TIM. chr 6924062 G A 103 0 51 62 54.87 6.05E-24 y iSeq 0.23 i]
BPLL_. KIAAISSHCT20rf] frameshift deletion| C120rf35:MM_018169: erond: c.2353_2362del:p. 987_388del. chr 32136848 AAAC - 173 [i] 120 84 41.18 . T2E-27 y iSeq A A
BPLL_22|SETD1E frameshift insertion| SETD1B:NM_015048: exonS: . 1635_1636insT:p.P545fs. chr 1.22E+08 - T 46 0 47 42 47.13 . T4E-10 y iSeq A A
BPLL_22|CREEBP frameshift insertion| CREBBP:NM_004380: exon7:c.1640_1641insT:p.5547fs chrlg 383124 - A 73 0 36 45 55.56 9.67E-18 y iSeq A A
BPLL_22|PRKCB2 missense PRKCB:NM_212535: exonl:c.G87T:p.K23N chrl | 23847583 G T 73 2 25 36 2 36.84 9.21E-08 y iSeq A 0.998
BPLL_22|PRKCB1 missense PRKCBE:NM_212535: exon3: c.41054G:p. 53526 chrle | 2413529 A G 155 4 2.52 114 34 45.13 159E-23 y iSeq A 0.926
BPLL_22|SPATA20 missense SPATA20:MNM_022827:exonl0:c.AT138G: p.1380Y. chrl? | 48627936 A G 113 a [i] 65 42 9.25 6 y MiSeq 0.2 0.113
PLL_. CBLN2 missense CBLNZ:NM_182511:exon3:c.C331T:p. RITIC. chr1d | 70203065 G A s 1] 1] 48 44 47.83 S y MiSeq A 0.984
PLL_24|PPP1R21 missense PPP1R21:MM_152934: exon10:c.G3354:p.R312H chr. 48695263 G A 03 3 2.83 65 34 34.34 . 0 y MiSeq A 0.993
PLL_24|20BF2 missense ZDBF2:MM_020323:exon5:c.C2507T:p.PE36L. chr. 2.07E+08 c T 85 2 107 118 85 41.87 2.26E-26 n A MNA
BPLL_24|STAC missense STAC:NM_003143:exon2:c.G1884:p.RE30. chr3 | 36484332 G A 36 0 [i] 33 76 44.97 3.06E-31 y iSeq A 0.202
BPLL_24 |MRPS27 missense MRPS27:MM_015084: exon10:c.G8534:p. A285T. chrS 71513662 C T 114 1 0.57 83 7 24.55 1.06E-08 y NA-Seq 0.58 [i]
BPLL_24|'RNIP1 missense WRNIPT:NM_020135: exon2: c.A953C:p. K320T chrb 2763061 A C 53 0 0 21 £] 58 .99E-12 y iSeq+RNA-Seq | 0.1 0.712
BPLL_24|0PRK1 missense OPRK1:MM_000312:exond:c. GES3A:p. V2851 chr3 54142147 c T 223 3 133 123 92 42.73 2.07E-30 y iSeq 0.83 [i]
BPLL_24 |KIAA0020 missense KIAA0020:NM_014578: enon18:c.C1816T:p.LEOEF. chr3 2804462 G A 145 0 33 73 43.98 8.19E-25 y iSeq+RNA-Seq A 0.96
BPLL_24|ANP32B pnframeshift deletiq ANP32B:NM_006401: exonb:c.653_B655del:p.218_213del. chr3 101E+08] TGA = 0 0 S 22 24.44 5.53E-08 y iSeq+RNA-Seq A NA
BPLL_24 [ZNF334 missense ZNF334: 006354:exonS:c. T3434:p.C3155 chrl 35343935 T A 136 1] 138 80 36.7 1.06E-26 y iSeq+RNA-Seq .41 0.152
BPLL_24 |CTlorf74 missense CTlorf74:NM_138787:exon3:c.C262T:p.RBEC. chr 36654353 C T 3 2 174 6 BS 43.6. 6.04E-20 y iSeq A 0.987
BPLL_24|SYT12 missense SYT12:NM_001177880: exon3:c.G1034:p. A35T chr 66802184 G A 0 1 0.9 40 43 518 .02E-18 y iSeq A 0.157
BPLL_24|BIRC3 frameshift insertion| BIRC3:NM_182362: exon10:c.1643_164dinsG:p.L548fs chr 1.02E+08 - G 6 i [i] 33 6 14.04 7.50E-06 y iSeq A A
(BPLL_24 |MLL2/IKMT2D __ | frameshift deletion| MLL2:NM_0034582: exon13:c.4884delT:p. G1628s. chri2 | 43438606 C - 2 1 0.88 52 33 3167 8.67E-12 y iSeq+RNA-Seq A A
BPLL_24|PPMIH missense PPM1H:NM_020700:exonS:c.G341C:p.R314P. chrl2 | 63131235 o G 63 i 1] 67 13 2.03 5.08E-06 y MiSeq A A
PLL_24 |AHNAK2 missense AHNAKZ:MM_138420:exonT:c.AS4655:p.K1822R. chrid | 1.0SE+08 T c 123 6 4.44 130 34 0.73 1.82E-05 y RNA-Seq 0.12 A
PLL_24 |PMM2 missense PMM2:NM_000303: exonb:c. A462T:p. R1545. chriB 8905503 A T Ell 0 [i] 64 32 33.33 2.61E-11 y iSeq+RNA-Seq A 1
BPLL_24 |NFATC3 missense NFATC3:NM_173163: exonS:c. G1688T:p.RSE3I. chrl6 | 63200832 G T 243 0 0 261 58 18.18 2.65E-16 y iSeq+RNA-Seq A 1
BPLL_24|TPS3 missense TPS3:NM_000546: exonS:c.G334C:p. V1321 chrl? 7578536 T G 75 0 0 30 7 18.92 2.84E-04 y iSeq A 0.931
BPLL_24|TPS3 frameshift deletion| TPS3:NM_000546:exonS: c. 384delT:p. P128ts chrl? 7578546 G - 73 0 0 6 30 83.33 3.20E-21 y iSeq+RNA-Seq A A
BPLL_24|GRBET missense GRBT:MM_005310:exon5:c.G5234:p.G175R chrl? | 37833432 G A 39 1 0.42 281 67 13.25 9.66E-16 y iSeq A 0.843
BPLL_24 |PITPNC1 missense PITPMCTNM_012417: exon3:c. GES0A:p. A284T. chrl? | 65688855 G A 83 2 0.7 307 72 35.91 2.81E-38 y iSeq+RNA-Seq | 0.06 A
BPLL_24|2NF416 missense ZNF416:NM_017873: erond: c.C883G:p.P237A. chr13 | 58084383 G C 26 0 0 142 04 42.28 5.52E-36 y iSeq A 0.933
BPLL_24 [PTPRA missense PTPRA:NM_080840: exon13:c.A1040G:p.03475 chr20 3001380 A G 183 1 0.54 154 57 27.01 1.60E-16 y iSeq+RNA-Seq A 0.043
BPLL_24|RBL1 missense RBL1:MM_002835:exon13:c.42641T:p.5881C chr20 | 35646763 T A 208 0 [i] 70 26 3.27 2.73E-03 y iSeq A 0.93
BPLL_24 |PHACTR3 missense PHACTR3:NM_001133505: exon5:c.G547T:p. A1335 chr20_| 58342255 G T 112 1 0.88 03 30 22.56 2.96E-08 y iSeq .13 0.002
BPLL_24|SON1 frameshift deletion| SON:NM_032135: exon3:c. 3742delG:p. \V1248fs chr21 | 34925273 T - 205 0 74 47 1.27 2.87E-15 y iSeq A A
BPLL_24|S0ON2 missense SON:NM_032135: exon3:c.C3745G:p.P12434 chr21 | 34925282 C G 203 [i] 74 46 0.91 3.50E-15 y iSeq A 0.943
BPLL_24|TLR7 missense TLR7:NM_016562: exon3:c.CI17T:p.P306L. chrX 2304544 C T 308 16 347 932 20.96 S.78E-18 y iSeq A 0.244 |
BPLL_24|MAGEB16 stopgain SNV [MAGEB16:NM_001093321: exon2:c.GETIT:p.E227X. chrX | 35820332 G T 155 1 0.64 130 45 25.71 4.14E-13 y MiSeq 01 | 0.58003
PLL_24 |EFNE1 missense EFNB1:NM_004423: exon3:c. T431C:p. V164A. chrX | 63053531 T c 93 0 [i] 97 40 29.2 6.50E-11 y MiSeq A 0.997
PLL_27|SYPL2 ponframeshift deletid SYPL2:NM_001040703: exon6:c. 723_752del:p.241 251del. chrl 11E+08[CAGGAC] - 447 2 0.45 64 62 43.21 7.00E-45 y iSeq A MNA
BPLL_27|PPPIRIC missense PPP1R1C:NM_001080545: exon3:c.G151T:p.DSTY. chr2 1.83E+08 G T 46 0 [i] 43 27 38.57 9.65E-08 y iSeq A MNA
BPLL_27|GHRL missense GHRL:MM_001134341: exond:c. G307A:p. 003N chr3 10328412 c T 274 0 0 117 75 39.06 3.62E-34 n A 0.847
BPLL_27|SETDZ missense SETD2:MM_014153:exonf:c. T4730C:p.L1ST7P. chr3 | 47147536 A G 05 2 187 65 43 42.98 6.57E-15 y MiSeq+RNA-Seq A 1
BPLL_27|RNF180 missense RNF130:NM_D01113561: exon3:c. A161G:p. Q54R chr! 63507317 A G 46 0.68 76 73 43.93 6.43E-26 n A 0.017
BPLL_27|BTHN2A1 missense BTMN2A1MNM_078476:exon3:c.G247C:p.ES30 chrl 26453873 G C EE] 0.53 104 g4 44.68 9.75E-30 y RNA-Seq A 0.958
BPLL_27|ACATZ missense ACATZ:NM_005831 exond:c. G373T:p.A125S5. chrl 16E+08 G T 258 3 115 204 100 32.83 4.31E-27 n 0.32 0.223
BPLL_27[LIMK1 missense LIMK1:MNM_002314: exonb:c.CE17T:p.P206L chr 73520213 C T 36 0 [i] 76 30 54.22 8.12E-31 y iSeq+RBNA-Seq [ 0.03 0.02
BPLL_27[EcH2 missense EZH2:NM_152338: exon13:c. A2102G:p.ET01G chrT 1.43E+08 T C 75 1 0.57 72 54 42.86 2.84E-23 y iSeq+RNA-Seq A 0.933
BPLL_27|IKBKB missense IKBKB:NM_001130720: exonb:c. AS06T:p.K163M chi§ | 42163835 A T 45 0 0 36 33 28.89 .53E-14 y iSeq+RNA-Seq A 0.973
BPLL_27|SCAl missense SCALNM_173630: exon15:¢.C1321T:p.P4415 chrd 1.28E+08 G A 203 3 142 06 117 52.47 1.03E-38 y iSeq+RNA-Seq A 0.933
BPLL_27|FADS3 missense FADS3:NM_021727: exonS:c.G703A:p. W235M. chril | 61646028 C T 226 g [i] 00 35 48.72 1.36E-39 y iSeq+RNA-Seq A 0.977
BPLL_27|LMOT missense LMOT7:NM_015842: exonTl:c.G18554:p. DE13N chrl3 | 76335653 G A 337 7 2.03 40 103 43.78 9.01E-40 y iSeq A 0.98
BPLL_27[CHD3 missense CHDS:NM_020320:exon38:c.A6517C:p.52173R chrld 21354164 T G 61 4 151 04 g5 44.37 2.05E-33 y iSeq+RNA-Seq A A
PLL_27|RBM25 frameshift deletion| RBM25:NM_021233: exon1t:c.1134_1135del:p. 395_333del. chrld | 73572606] AG - 03 2 13 55 28 33.73 1.05E-03 y RNA-Seq A A
PLL_27|RYR3 missense RYR3:NM_001243336:ex0on88:c. T12473C:p.L4160P chrlS | 34130675 T c 43 0 0 83 76 46.06 6.04E-26 y iSeq A B
BPLL_27|CSK missense CSK:NM_004383:exont:c.GI53A:p.R318H chrlS | 75034101 G A 40 0 [i] 01 67 39.88 116E-21 y iSeq+RNA-Seq A 1
BPLL_27|SREBF1 frameshift deletion| SREBF1.MM_001005231:exon3:c.283delG:p.D35fs chrl? | 17723734 G - 202 3 146 64 73 53.28 S.15E-32 y iSeq A MNA




nbBases | nbBas | VAF |nbBases |[nbBase VAF S ic_p- | Confi Confi i Sift  |Polyphe

Gene Mutation Type |Mutation #Chr_|Position |BaseRef| BaseCalled | RefNorm | esAltN | Norm | RefTumo s Tumor value d (yin) method score | nscore
L_ APK4 missense APK4:NM_002747:exon2:c.G1224:p.R410. chrlg 48130450 G A 431 3 0.61 163 142 46.56 3.56E-66 y iSeq 0.61 0.08
L_27 [I2UMD4 missense IZUMO4:NM_001033846: exon3:c. G533A:p. R138K. chr1d 2033013 G A 33 0 1] 66 46 41.07 3.93E-15 y iSeq+RNA-Seq 01 0.08
L_27 |ICAM1 missense ICAMT:NM_00020T:exon:c. C1361T:p. T4541. chr1d 10335633 [ T 98 0 1] 43 38 46.91 163E-16 y iSeq+RNA-Seq A 0.938
L_27 |EMR2 missense EMR2:NM_152313: exon13:c.G13034:p. V437 chri3 14566540 [ T 306 0 [i] 133 Ell 40.62 170E-40 n 0.315
L_30 |CSMD2 missense CSMD2:MM_052836: exonbS:c.GI808T:p.G3270W. chr 33930638 [ ) 165 2 12 53 S0 45.87 T.79E-22 y iSeq A 0.648
L_30 | ADAM30 missense ADAM30:NM_021734: exonl.c.C1396A:p.L46EL. chr 1.2E+08 G T 123 1 0.77 63 63 52.27 .00E-25 y iSeq A 0.933
L_. FASC missense FASC:NM_001005388: exon18:c.G13304A:p. VE44M. chr 2.05E+08 G A 135 1 0.74 64 58 47.54 4.36E-22 y iSeq A 0.921
L SHE missense SHE:NM_000179:exont.c.C71T:p. 524L. chr2 43010443 [ T 302 2 0.66 143 130 46.53 .0SE-47 y iSeq+RNA-Seq .22 0.008
L_. DES missense DES: 001927:exon.c.CEST:p.P22L. chr2 2.2E+08 C T 142 7 4.7 59 64 52.03 5.56E-20 y iSeq A 0.43725
L_30 |SETDZ frameshift insertion | SETD2:NM_014153: exon3:c.2628_2623insAG:p. S876s. chr3 47163433 - CcT 126 0.79 54 45 34.88 110E-14 y iSeq+RNA-Seq A A
L_30 |TET2 frameshift deletion | TETZ:NM_001127208:exon3:c.4179_4182del:p. 1393_133ddel. chrd 1.0BE+08[TGGGCT] - 56 0 1] 64 33 34.02 2.53E-08 y iSeq A MNA
L_30 |ILEST missense LEST:NM_001130381. exonl6:c. T23020G:p. STEEA chiS 55237182 A [5 23 0 [i] 5 5 54.55 4.88E-06 y iSeq+RNA-Seq 0.3 0.588
L_30 |MYOT missense MYOT:NM_006730:exon:c. 41284C:p.E4280 chrS 1.37E+08 A 5 73 2 2.67 50 0 44.44 5.40E-11 y iSeq NA 0.465
L_30 |FZ06 missense FZ06:NM_001164615: exond:c. AN7IC:p. L333F chrg 1.04E+083 A [5 01 4 195 132 105 44.3 2.45E-29 y iSeq NA 0.853
L_30 |COL27A1 missense COLZ27A1NM_032888: exon10:c.C2237T:p.PT46L. chrd L17E+03 C T 46 0.68 84 1 45.81 4.30E-24 Y iSeq 0.03 1
L_30 | ABLIM1 missense ABLIM1ENM_002313:exond:c.CES0T:p.P2T7L chri0 . 16E+08 G A 08 0 [i] 37 3 24.22 §.67E-10 y iSeq NA 0.004
L_30 |ORSTET missense ORSIETNM_152430:exon2:c. T18G:p. NEK. chr 4673774 T G 37 2.63 8 18 50 165E-06 y iSeq NA 0.264
L_30 |SORL1 missense SORL1NM_003105:exon25:c.C3514T:p.R1172C. chr .21E+08 C T 214 2 0.93 120 79 33.7 3.36E-27 y iSeq 01 0.333
L_. TMPO missense TMPO:NM_003276:exond:c.C1025T:p.P342L. chri2 98927060 C T 33 0 [1] 54 64 54.24 1.57E-21 y iSeq+RNA-Seq 0.08 1]
L_. BNIP2 missense BNIPZ:NM_004330:exonb:c. ASBEG: p.M236V. chr1S 53364555 T [ 100 3 291 68 23 23.9 7.00E-08 y iSeq+RNA-Seq MA 0.904
L_30 |CHD2 frameshift deletion |CHD2:NM_001271:exon33:c.4160_4178del:p.1387_1333del. chrlS | 93545423|AAAAAAN - 584 118 45 40 47.06 S.70E-14 y iSeq+RNA-Seq
L_30 | TPS3 missense TPS3:NM_000546: enon:c. TE2dA:p.L 2750 chrl? 7577114 C T 32 108 2 46 95.83 155E-33 y iSeq+RNA-Seq NA 1
L_30 | JUP missense JUP:NM_021331.exontc.C1853T:p. AB18Y chri? 39913357 G A 03 0 [i] 42 53 55.79 4.78E-23 Y iSeq+RNA-Seq NA 0.838
L_30 | ZNF134 missense ZNF134:NM_003435:exon3:c.AB03G:p.Y268C. chr1d 558132230 A G 105 0.9¢4 53 53 52.68 116E-20 y iSeq+RNA-Seq 0.18 0.357
L_32 |TPT3 missense TP73:NM_001204130:exon3:c. G4E6A:p. E156K chr 3638768 G A Ell 0 1] 27 23 46 6.83E-13 y iSeq A 0.036
L OTCHZ2 stopgain SNV OTCH2:MM_024408:exon34:c. AB337T:p.K2133X. chr 1.2E+08 A 93 0 [i] 63 g2 54.67 113E-37 y iSeq+RNA-Seq A 0.73513
L_32 |MYD83 missense MY D38:NM_002468: exond:c. TEISC:p.M232T chr3 38182253 [ 47 0 1] 65 141 67.46 3.91E-47 y iSeq+RNA-Seq A 1
L_32 |DROSHA missense DROSHA:NM_013235: exon25:c. T3140C:p.L 10475 chrS 31431688 A G 222 0 1] 126 121 48.93 . 32E-42 y iSeq+RNA-Seq A A
L_. TTC1 onframeshift deletiof TTC1:NM_003314: exond: c.864_866del:p.285_283del. chiS 153E+08| AAT - 82 0.55 36 50 34.25 .80E-13 Y iSeq+RNA-Seq A A
L_32 | DNAHT missense DMAHTLVITSA chr? 21633655 T [o 250 0 1] 108 116 51.56 .28E-47 y iSeq A A
L_32 | TNFRSF10C onframeshift deletiof TNFRSF10C:NM_003841: exonS:c.641.685del:p.214_223del. chrg 22374405|GCCCCAG - 31 0 [i] 2 37 94.87 .39E-18 n A A
L_32 |PLEC missense PLEC:NM_201383:exon14:c.C1670T:p. ASSTY chg 1.45E+08 G A 243 0.41 95 63 41.32 .S1E-30 y RMA-Seq A 0.66752
L_32 |PARD3 missense PARD3:NM_001184787: enon:c. G338A:p.R3330 chrld | 34673075 [ T m 0 1] 55 52 48.6 .83E-20 y iSeq A 0.933
L_32 [ARAP1 missense ARAPTNM_001040118: exonld:c.G1392C:p chr 72415137 [ G 158 0 i} 45 45 S0 .5SE-24 Y iSeq .12 0.05
L_. PDZD3 missense PDZD3:NM_001168468: exon3:c.G100A:p. E34K chr 1.19E+08 G A 13 2 0.9 102 91 47.15 4.56E-34 Y iSeq A 0.623
L_32 |PUSTL missense PUSTL:NM_001038615:exonT:c.C1483T:p.RASTC chr 44130420 G A 06 2 185 El 48 28.74 4.98E-10 y NA-Seq A 1
L_32 | TENC1 missense TENCTNM_170754: exoni8:c.C1324T:p.RE42C chr 53453343 [ T 227 0 a 160 80 33.33 3.25E-27 y iSeq A 0.333
L_32 |NCKAPIL missense NCKAPL:NM_001184376: enon:c.C422T:p. T141| chr 54303513 [ T 103 0.91 106 S0 32.05 135E-12 y iSeq+RNA-Seq .41 0.28
L_32 |NdBP2L2 missense MN4BPZLZ:NM_033111.exonT:c. A1443T:p. K4B3N. chri3 33017225 T A il 0 0 38 44 53.66 110E-21 y RNA-Seq A A
L_32 | ATP10A missense ATP10A4:NM_024430: exonl0:c.G21644:p. W 722M. chr1S 25353001 [ T 314 0 1] 128 7 47.76 154E-51 y iSeq A 0.971
L_32 |UBR1 missense UBR1:NM_174316: exon22:c. T2408G:p. VB03G. chrlS 43313338 A [ 118 0 1] 55 51 48.1 S5.96E-21 y iSeq+RNA-Seq A 0.952
L_32 |BERCA1 missense BRCATNM_007234:ex0n10:c.C2317T:p.PT735 chri? 41245231 G A 333 3 2.53 150 137 47.74 5.99E-46 y iSeq .06 0.236
L_32 |KIF2B missense KIF2B:NM_032553: exont.c.C547A:p. P163T. chrl? 51300341 [ A 404 3 0.74 184 127 40.8 9.46E-50 y iSeq A 0.033
L_32 |ACTG1 missense ACTGLNM_001133354: enonZ:c.CS6A:p.A190 chrl? | 73473325 G T 277 0 1] m 1z 50.22 5.24E-43 y iSeq+RNA-Seq A 0.443
L_32 | ANKRD12 missense ANKRD12:NM_015208: exon3:c. T3054A:p. D1018E chr1g 9256319 T A 58 0 a il 24 25.26 3.01E-06 y RMA-Seq A 0.93
L_32 |MATK missense MATK:NM_139354:exon7:c.CST1G:p.L131V chr1d 3781653 G [o 166 2 119 67 43 42.24 3.07E-20 y iSeq 0.46 0.001
L_32 |GPRT12 missense GPR112:NM_153834: exon21.c.C844dA:p. AZG1SE. chr. 135E+08 [ A 43 0 1] 0 44 100 7.62E-26 y iSeq NA 0.754
L_33 |DPYD stopgain SNV | DPYD:NM_000110:exonTtc. A1252T:p. K418X. chr 98033403 T A 529 0.13 93 34 48.7 5.72E-62 y iSeq 0.56 | 0.66176
L_33 |LRIF1 missense LRIF1:NM_018372: exond:c. A1957G:p. 1653V chr 11E+08 T [5 12 0 [i] 51 4 44.57 2.16E-25 y iSeq+RNA-Seq 1 a
L_. SMGS missense SMGS: 015327 exon18:c.G26364A:p.RETIH. chr .S6E+08 C T 77 0 0 63 34 35.05 5.37E-18 y iSeq+RNA-Seq A 0.976
L_33 |IL1RL1 missense IL1RL1:NM_016232:exonl.c.513284:p.R4430. chr2 .03E+03 G A 228 3 13 22 26 54.17 2.68E-20 y iSeq A 1
L_33 | SF3B1 missense SF3B1NM_012433:exon1S:c. AZ038G:p. KTOOE. chr2 . 95E+03 T [5 158 0.63 25 30 54.55 2.28E-20 y iSeq+RNA-Seq A 0.933
L_. AFF4 missense AFF4:NM_014423:exon3:c.C457T:p.R153C. chrS . 32E+08 G A 205 0.49 22 21 48.84 .22E-17 y iSeq+RNA-Seq A 1
L UCT? missense UCT7:NM_001040105: exon3:c.CS138T:p. TIT131. chr? 1.01E+08 C 432 0 [i] 61 42 40.78 B1E-34 y iSeq A 0.25442
L_. ET missense ET:NM_000245:exon2:c.GINT:p.R304| chr? 1.16E+08, G 433 0.23 80 1 47.02 10E-47 y iSeq A 0.933
L C missense C:NM_002467: exon2:c.C482T:p.S161L. chrd 1.29E+08 C 523 2 0.38 44 44 50 4.33E-40 y iSeq+RNA-Seq A 0.383




Patient nbBases | nbBas | VAF |nbBases |nbBase | VAF [Somatic_p- [Confirme | Confirmation Sift  |Polyphe
D Gene M Type |M #Chr_|Position |BaseRef| BaseCalled | RefNorm | esAltN | Norm | RefTumo s Tumor value d (yin) method score | nscore
BPLL_33 [COLSA1 missense COLSATNM_000093:ex0n65:¢.C5233T:p. RT7ESC. chr3 138E+08) C T 260 6 2.26 63 43 43.75 107E-23 y iSeq A | 0.77514
BPLL_33 |DDB1 missense DOB1.NM_001323:ex0n21..C2660T:p. TBETM. chr 61076456) G & 79 0 0 16 6 50 T.37E-11 y RhA-Seq A 0.031
BPLL_33 [FAT3 missense FAT3:NM_00100878 1 exonf:c.G4277A:p. R1426K. chr 92507288 G A 325 0.31 86 62 41.83 4.34E-35 y iSeq 1 NA
BPLL_33 |NCOR1 stopgain SHY | NCORT.NM_001130440:exon36:c.C5453G:p. 51820% chrl? 15965185 G C 132 0.75 23 28 43.12 140E-16 y iSeq+BNA-Seq | 0.08 | 0.73546
BPLL_33 [SMGS missense SMGE:NM_018143:ex0n3:c. T2665A:p.LEIL. chii? | 57230843 T A 202 0.43 38 Kl 44.93 177E-20 y iSeq+RNA-Seq NA 0.363
BPLL_33 [SLC3346 missense SLC33A6:NM_012313:er0n2:c.53234:p.RTI0H. chrld | 33706642 C T 313 0.32 75 19 20.21 2.74E-12 y RhA-Seq 0.2 | 0.33535
BPLL_33 [ECOR missense BCOR:NM_001123385:exon10:c. A43760: p.N14535. chid | 33321444 T C 47 0.68 28 24 46.15 141E-15 y iSeq+hNA-Seq & 0.92
BPLL_34 [UBR3 missense UBR3:NM_172070:exon23:c.A34685:p. 1156M. chr2 1TE+08] A G 463 12 2.53 203 200 48.9 1.20E-65 y SeqtRNA-Seq A 0.82
BPLL_34 [PGM2 missense PGM2:NM_018230: exon6:c. T554G:p. 1855, chrd 37841716 T G 245 3 121 226 23 137 9.38E-07 y A-Seq A 0.336
BPLL_34 [ZS'IME missense 25WIMB:NM_020328: exon:c.C1315G:p.LE3IV. chi5 | B0825356] C G 7 3 5.83 44 46 S1.11 3.44E-13 y RNA-Seq 0.1 NA
BPLL_34 [TINAG missense TINAG:NM_01446¢:exonT.c.G1024A:p. V3421, chib 54214638) G A 130 3 2.26 78 2 54.12 5.95E-26 y iSeq 0.4 0
BPLL_34 [FAMI20B missense FAMI208:NM_032448: exon2:c. T1213A:p.5405T. chib 1.71E+08 [y 28, 0.35 324 38 0.5 2.23E-09 y RN&-Seq & 0
BPLL_34 |[OCM missense OCM:NM_001097622: exon2: c. TEIC:p.F30S. chi? 5322151 C 25, 4 156 126 126 50 S.34E-42 y iSeq A 1
BPLL_34 [PGAMZ onframeshift deletiof PGAM2:NM_000230:exont:c.314_316del.p. 105_106del. chi? 44104813) GGC - 33 3 4.32 i 63 47.92 1.96E-13 y RNA-Seq A NA
BPLL_34 [MLLT3 onframeshift deletiof MLLT3:NM_004523:exonS:c.502_504del:p. 165_168del. chrd 20414340) CTA - 05 0 0 60 42 4118 S.41E-16 n A &
BPLL_34 [DDIT4 missense DDIT4:NM_013058: exon3:c.C2T1T:p. HITY. chrid 74034518 [ T 226 El 3.83 130 137 51.31 5.22E-36 y iSeqtRNA-Seq 0.29 0.653
BPLL_34 |DOCK1 missense DOCK:NM_001380: exon10:c.GI10A:p. V3041, chri0 129E+08] G A 162 0 0 il Fil 50 1.20E-23 y iSeq A 4
BPLL_34 [KRT3 missense KRT3:NM_057088: exont.c.G2514:p.R840. chri2 53189576 C 1C) 8 5.37 62 7 55.4 2.79E-22 y iSeq A A
BPLL_34 [PIWIL1 missense PIWILT.NM_004764:exonif:c.C1921T:p.RE4 1w chri2 131E+08] C 148 3 193 7 51 39.84 4.82E-17 y iSeq A 0.385
BPLL_34 [TMEMB3C missense TMEMB3C:NM_020431exon8:c.G5154:p.R1720. chiid | 77633816 G & 63 4 5.97 41 33 44.53 7.04E-08 y RhA-Seq A NA
BPLL_34 [CILP missense CILP:NM_003613:ex0n3:¢.C27295:p. A310G. chrls | 65483835 G C 227 3 2.58 123 140 53.23 6.60E-41 y iSeq 0.48 0
BPLL_34 |TP53 missense. TP53:NM_000546:exon7:c. TT07G:p. V236G chrl? 75775Td] T C 224 4 175 0 39 100 7.66E-80 y MiSeq+RNA-Seq NA 0.933
BPLL_34 |FYCR1 missense PYCR1NM_153824: exond:c.GS08A:p.\170I chrl? | 79892834| C S5 0 0 33 51 S6.67 9.84E-15 y iSeq+RNA-Seq 0.1 0.014
BPLL_34 [LAMA1 missense LAMATNM_005553:exonS0:c.G70734:p.R2360H. chrid 6365403 C 432 1 213 256 203 44.23 3.78E-63 y MiSeq A 0
BPLL_34 |ADNP2 missense ADNP2:MM_014313:ex0nd:c.C3145T:p.R1043C. chrld | 77896441 C 105 2 187 61 27 30.68 6.03E-09 y iSeq A 0.334
BPLL_34 |SPTBN4 missense SPTBMd:NM_020971exon4:c.C18524:p. RE1ES. chr1d 41018548) C A 52 0 0 13 16 45.71 3.43E-08 y MiSeq A 1
BPLL_34 |LTN1 missense LTN1NM_015565: exon23:c.A4263T:p.E14230. chi2l | 30316078 T & 213 7 2.45 127 110 46.41 8.10E-37 y MiSeq+RNA-Seq 0.6 0.008




Table S7. Fusions detected by RNA-Seq. The coordinates refer to the hgl9 reference genome.

Number of | Strand orientation . i Corresponding
. . Confirmation .
Patient ID ChrA Gene A Band ChrB Gene B Band spanning (forward:f / by RT-PCR abnormalities by
reads reverse:r) karyotype

BPLL_32 |(chr13:114514709 FAM70B exon 8 13q34 chr13:114536552 GAS6 intron 2 13g34 161 rr ND

BPLL_34 |chr10:104161003 NFKB2 exon 19 10g24.32 | chr10:105232917 | CALHM3 3'UTR exon 3| 10q24.33 676 fr ND

BPLL 27 |chr14:106213663 IGHG1 14g32.33 | chr8:128750494 MYC intron 1 8q24.21 20 rf ND 1(8;14)(q24;q32)

BPLL_30 |chr8:127794677 PVT1 intron 1 8q24.21 | chr22:22792944 IGLV4-69*01 22q11.22 11 ff yes 1(8;22)(q24;q11)

BPLL_4 | chr8:128078031 PVT1 intron 5 8g24.21 | chr22:22888886 IGLL5 intron 1 22q11.22 38 ff yes t(8;22)(q24;q11)

BPLL_30 |chr10:93558648 TNKS2 intron 1 10923.32 | chr14:78177178 SLIRP intron 1 14q24.3 18 ff ND

BPLL 5 chr3:75832457 ZNF717 exon 2 3p12.3 chr18:56686740 no gene 18q21.32 16 rf ND der(18), add(3)(p22)

ND: not done




Table S8. Quality control data for WES.

% Targeted exome| % Targeted exome
covered byat | covered by at least
Patient ID [Fraction Total reads |%Unmapped|Mean depth least 1 read 10 reads

BPLL 1 [CD19+/CD5+ 1.48E+08| 0.12137 106 x 91.62 86.179
BPLL_1 |CD3+ 1.82E+08| 0.032739 146 x 91.671 88.545
BPLL 4 |CD19+ 1.45e+08| 0.041366 95 x 87.118 80.568
BPLL 4 |CD3+ 2.01E+08| 0.069637 109 x 89.508 84.935
BPLL 5 |CD19+ 1.54E+08 0.5213 94 x 89.387 81.924
BPLL 5 |CD3+ 2.23E+08| 0.50716 119 x 91.843 87.29

BPLL 6 |CD19+ 1.65E+08| 0.043966 129 x 91.641 87.596
BPLL_ 6 |CD3+ 1.80E+08| 0.067951 119 x 91.672 87.647
BPLL 8 |CD19+ 1.02E+08| 0.022356 54 x 91.552 80.11

BPLL 8 |CD3+ 1.59E+08| 0.02019 105 x 91.855 87.253
BPLL_10 |CD19+/CD5+ 2.86E+08| 0.031002 107 x 91.578 89.399
BPLL 10 |CD3+ 1.59E+08| 0.029828 121 x 91.54 88.282
BPLL 13 |CD19+ 1.53E+08| 0.043803 122 x 91.514 86.481
BPLL 13 |CD3+ 1.79e+08| 0.037851 130 x 91.692 88.968
BPLL_18 |CD19+/IGK+ 1.84E+08| 0.022249 98 x 91.829 87.161
BPLL 18 |CD3+ 9.57E+07| 0.021504 69 x 91.728 83.383
BPLL_19 |CD19+ 1.22E+08| 0.021803 86 x 91.71 85.768
BPLL 19 |CD3+ 1.95E+08| 0.042149 131 x 91.705 86.44

BPLL 22 |CD19+ 1.74E+08 0.2666 116 x 88.184 80.881
BPLL 22 |CD3+ 1.58E+08| 0.46315 92 x 88.921 81.941
BPLL 24 |CD19+/IGK+ 1.76E+08| 0.042913 117 x 86.75 79.931
BPLL 24 |CD3+ 1.71E+08| 0.060721 103 x 87.321 81.548
BPLL 27 |CD19+ 1.61E+08| 0.040653 127 x 91.645 88.275
BPLL 27 |CD3+ 1.88E+08| 0.041159 143 x 91.574 86.851
BPLL_30 |CD19+/CD5+ 1.12E+08| 0.019185 89 x 91.463 85.493
BPLL 30 |CD3+ 1.06E+08| 0.021597 88 x 91.396 84.335
BPLL 32 |CD19+ 1.30E+08| 0.04556 97 x 91.578 86.2

BPLL 32 |CD3+ 1.43E+08| 0.038769 108 x 91.615 87.074
BPLL 33 |CD19+/CD5+ 1.12E+08 0.0185 51x 91.319 78.561
BPLL 33 |CD3+ 1.87e+08| 0.020833 129 x 91.837 89.375
BPLL_34 |CD19+/IGK+ 1.35E+08| 0.016767 94 x 91.781 85.962
BPLL 34 |CD3+ 1.58E+08| 0.01649 99 x 91.833 86.756
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Figure S1. Somatic variants in coding regions identified by WES in 16 patients with B-PLL. A.
Numbers and types of somatic mutations identified in each patient. The median number of somatic
mutation was 20 per patient (range: 12-30). B. Distribution of the 309 somatic mutations identified in
the 16 patients with B-PLL. The most frequent alterations were somatic missense mutations (n=266,
86%) and insertions/deletions (n=29, 10%). C. Distribution of base changes, with transitions in purple
and transversions in blue.
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Figure S2. Genes with recurrent somatic mutations, in patients with B-PLL.
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Figure S3. Clonal and subclonal aberrations. Histograms represent the percentage of the aberrations
classified as clonal (black) or subclonal (grey). The n corresponds to the number of patients with the
genomic abnormality. For example, the translocation t(MYC) was observed in 19 cases with available

data (see the Supplementary Methods above). The aberration was clonal in 17 of the 19 cases
(89.5%).
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Figure S5. (A) Mean of cell viability assessed by ATP-based CellTiter-Glo 2.0 kit in B-PLL cells from 3
patients (B_PLL8, BPLL_13 and BPLL_18) exposed to increasing doses of OTX015. (B) Cell death was
quantified in primary B-PLL cells from patient BPLL_8 (with t(MYC)) with or without pretreatment
with JQ1 (500 nM) and and exposure for 48h to ibrutinib (7.5 puM), idelalisib (50 uM), or venetoclax
(10 nM). The percentages refer to annexin-V-positive or annexin-V-/Pl-positive cells. (C) Primary B-
PLL cells from patient BPLL_34 (with del17p but no MYC activation) were treated and analyzed as in
(B). Bars represent the mean + SEM.
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