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Table S1. Prognostic impact of genetic alterations and associations assessed in the adult T-ALL cohort

Alteration/ Frequency of alteration Time point 0s (C195%)
A Gen.ettl.c Patients with Patients without OS prob. Patients with Patients without p value
ssociation alteration (%) alteration (%) (years) alteration alteration
CD("C’LZV")‘/ B 67/107 (62.6) 40/107 (37.4) 5 40 (27-53) 31 (14-50) 0.50
PHF6
s oy | 28/107(262) 81/107 (75.7) 5 47 (25-66) 36 (24-48) 0.99
FBXW7
sweow | 23/108213) 85/108 (78.7) 5 51(25-72) 34 (22-46) 0.13
PTEN
s oy | 22/109(202) 87/109 (79.8) 5 30 (9-55) 38 (26-50) 0.85
g LE\’/‘; 13/116 (11.2) 103/116 (88.9) 5 27(5-58) 38 (27-49) 0.92
(’; T:\’/") 12/107 (11.2) 95/107 (88.8) 5 46 (17-71) 36 (25-48) 0.97
BCL11B
swacny | 18/107068) 89/107 (83.2) 5 35 (12-60) 38 (26-50) 0.49
tlrg?/o;) 16/107 (15.0) 91/107 (85.0) 5 46 (21-69) 36(24-47) 073
CDKN1B
swvs oy | 14/107(131) 93/107 (86.9) 5 44 (16-69) 36 (25-48) 0.56
’(‘é’ h‘jfj 14/107 (13.1) 93/107 (86.9) 4 17 (1-50) 42 (31-53) 0.17
CTCF
sweow) | 13/107012.1) 94/107 (87.9) 5 35 (9-63) 38 (26-49) 0.85
RUNX1
s ony | 11/107(103) 96/107 (89.7) 5 49 (16-75) 36 (25-47) 0.72
RPL5
s oy | 10/108(93) | 98/108(%07) 5 37 (6-69) 38 (26-49) 092
(’C‘S\ll ) 10/107 (9.3) 97/107 (90.7) 5 40 (10-70) 37 (26-49) 0.41
(e 10/107 (9.3) 97/107 (90.7) 5 39(7-71) 37 (26-48) 063
‘: g: ’\V/)Z 8/107 (7.5) 99/107 (92.5) 5 73 (28-93) 34 (23-45) 0.19
(o) 8/107 (7.5) 99/107 (92.5) 2 50 (15-78) 50(39-60) 0.62
ST('&T\';‘)“ 7/107 (6.5) 100/107 (93.5) 5 54 (13-83) 36 (25-47) 0.41
wr1
SNV & ) 7/107 (6.5) 100/107 (93.5) 5 51 (12-81) 36 (25-47) 037
LEF1
SNV & CNV) 6/107 (5.6) 101/107 (94.4) 5 44 (7-79) 37 (26-48) 0.89
CREBBP
snvaowy | /10766 101/107 (94.4) 4 17 (1-52) 42 (31-52) 01
Trlig;v/) 10 6/107 (5.6) 101/107 (94.4) 5 67 (20-90) 35 (24-46) 0.43
de'((lcijpvl)”) 5/107 (4.7) 102/107 (95.3) 3 30 (1-72) 45 (35-55) 0.88
de'((lcilpvl)“) 5/107 (4.7) 102/107 (95.3) 5 33 (1-77) 37 (26-48) 0.31
d(“cphf/‘;) 5/107 (4.7) 102/107 (95.3) 3 60 (13-88) 44 (33-54) 0.85
’VUP( ch;\;?Bu 5/107 (4.7) 102/107 (95.3) 5 40 (5-75) 38 (27-49) 0.80
G?'C'Li’/f) X 5/107 (4.7) 102/107 (95.3) 5 27 (1-69) 38 (27-49) 0.55
T"?g;‘\)’) 19 5/107 (4.7) 102/107 (95.3) 5 60 (13-88) 36 (26-47) 0.70
RB1&BCL11B |  7/107 (6.5) 100/107 (93.5) 5 34(0-72) 38(27-49) 0-56




RB1 &

CDKN2A/8 10/107 (9.3) 97/107 (90.7) 5 40 (10-70) 37 (26-49) 0.41

RB1& 10/107 (9.3) 97/107 (90.7) 5 40 (10-70) 37 (26-49) 0.41
NOTCH1 ) : ’

BCL11B &

NOTCHI 18/107 (16.8) 89/107 (83.2) 5 35 (12-60) 38 (26-50) 0.49

BCL11B &

COKN2A/B 17/107 (15.9) 90/107 (84.1) 5 30 (17-43) 40 (28-52) 0.70
JAK3 & JAK1 8/107 (7.5) 99/107 (92.6) 5 37 (17-57) 38 (32-44) 0.80
JAK3 & PHF6 9/107 (8.4) 98/107 (91.6) 5 26 (10-42) 38 (32-44) 0.26

ETP-ALL &

N/KRAS 6/108 (5.6) 102/108 (94.4) 5 33 (13-53) 40 (34-46) 0.45
Cortical & RB1 9/102 (9.7) 93/102 (91.2) 5 47 (28-66) 40 (34-46) 0.42

Cortical &

CDKN1B 12/102 (11.8) 90/102 (88) 5 52 (36-68) 38 (32-44) 0.3

Results for alterations and genetic associations affecting > 5 are shown. Results expressed as median of OS; SNV:
single nucleotide variant; CNV: copy number variation. OS: overall survival; Cl: confidence interval.

SUPPLEMENTARY FIGURE LEGEND

Figure S1. Genetic study flow-Chart. Distribution of patients included in the study cohort
according to the alterations detected by TDS and SNP-arrays. SNV functional impact
classification was defined according to previously reported criterial. TDS: Target Deep
Sequencing; SNP: Single Nucleotide Polymorphism; SNV: Single Nucleotide Variant; CNV: Copy
Number Variation.

Figure S2. CNV and subgroups: Size and positions of the different alterations are shown for the
different groups. (A) del(12p): each subgroup defined according to the affected deleted genes
are represented in different colours. Position of deleted T-ALL driver genes is indicated by a dash
line with an arrow. (B) del(13p): each subgroup defined according to the deleted genes are
represented in different colours. Position of RB1 is indicated by a dash line with an arrow. (C)
del(16q): position of CTCF is indicated by a dash line with an arrow. (D) del(1)(p32.3;p36.33):
position of RPL22 is delimited by lines and highlighted in yellow. (E) del(1)(p11.2;p31.1): position
of RPL5 is indicated by a dash line with an arrow. (F) del(16p): position of CREBBP is indicated by
a dash line with an arrow. (G) del(17p): position of TP53 is indicated by a dash line with an arrow.
(H) del(4)(gq31.3): position of FBXW?7 is delimited by lines and highlighted in yellow. (I)
del(10)(g23): position of PTEN is delimited by lines and highlighted in yellow. (J) del(14)(q32.2):
position of BLC11B is delimited by lines and highlighted in yellow. (K) del(21)(q22.12): position
of RUNX1 is delimited by lines and highlighted in yellow. (L) del(19)(p13.2): position of DNM2
and SMARCA4 are indicated by a line and the genes are highlighted in yellow. (M) del(19)(p13.3):
the name of the gene is highlighted in yellow. (N) del(5q). (O) del(6q). (P) dup(5p). (Q) dup(17q).
(R) STIL::TAL1 gene fusion. (S) NUP214::ABL1 gene fusion. Losses are represented in red and
gains in blue. CNVs and immunophenotype correlations found were: i) del(9p) affecting
CDKN2A/B genes, del(12p) involving CDKN1B with or without ETV6 deletions (Figure S1A), but
not KRAS, and del(13q) restricted to RB1 gene (Figure S1B), were associated with the cortical
immunophenotype (OR=4.5, p=0.0002; OR= 7.6, p=0.0006; OR=7.3, p=0.002, respectively); ii)
del(16q) involving CTCF (Figure S1C), was associated with a mature immunophenotype (OR=3.9;
p=0.03).




Cohort:

146 T-ALL patients
|
I L
TDS 9/146 4/134 SNP-arrays
analysed patients: ===  without without <= analysed patients:
146 SNV/indel 6/9 3/4 CNV 134
| Lo with with <= |
CNV SNV/indel
137 with SNV/indels N\ P 130 with CNV
1 patient without alterations
| 2 patients without SNV & no data for CNV |
| | | |
Type of variant Functional impact Loss Gain
| | | |
| | | | | . 5
Missense Nonsense Indel Pathogenic variants VUS 124/130 patients 72/130 patients
126/137 44/137 91/137 122/137 113/137 Smallest: 22 kb (LEF1) Smallest: 23 kb (JAK1)

patients patients patients patients patients Biggest: 188Mb (Monosomy Chr4)  Biggest: 224Mb (Trisomy Chrl)



Chromosome 12

9850000 99.0000M 99.5000M 100.000M

LiNCoz304  LINCOZ312H Lincozolal BoLusH concl  EmLL

TALZ2 - 716Kb
TALLBA - 690 Kb
14 - a29Kn

TALLIS -29.1 Mb p— -
ALLS7 - 28.5 Mb —— TALA - 33K
- TALSS - a8 Kb

L 9my
TALLLS - 239 M
TALLS3 - 36Mb

TALLSS - 24.1Mb
TALLSS - 206 Mb
TALLZS - 17.6Mb

Chromosome 21

370000 375000 380000 305000,

cRuNx1 el | smzffl RPPLYSH DSCROK
x1 MIRB0Z LINCOL436l | MORC3: szl RippLY3H veszect

Tawss - somb [ m €776 8 COKNIB & KRS deeted —

TAUS - 34Mb >
TAUISS-261Kb | m CDKNIB deleted (with/without ETVG) & KRAS non deleted - TALLISS - 126 Kb
ALL7O — 116 Kb ————— TALTO - 273 kb
“TALLISS - 245 Kb W ETV6 deleted & COKN1B & KRAS non deleted — TAUS - 155Kb
TAUL31 - 143 Kb = TALLLLL - 48 Kb

B
Chromosome 13 L
Chromosome 19
0S0OM  10800DM  TLODDOM  11Z000M  114I00M  11SGO0M  118GO0M 120000 1220004
frve kRl s TMEDY]  LoLrasy  Tseantol znressli ZnresspuzNFasoZNETesl znF2ol
YKz iwraH] smarcas-filH bockefillli Por]  ELOF1) ZNFa3sH| i
COKNzD|  DNMZ> Kank2l)  PRKCSH| LOC100289333H
— TALLIS2 137 Kb
—_— Tausa - 1
— TALLS - 215K0
—) 171123 -
— TALLLI2- 2295
196 - — 18- 223K
TAULAS - 88K
AT s8 ks
= RBLnon focal T
= RB1focal o iid
Tuas — 192K
TAus: - a1k
185 - 9710
M
Chromosome 19
c === s0000m 400008 450000M
Chromosome 16 |s1PRa  DOHH} TapsilizeR2H ZBTB7ASIRTE) FSD1IHDGFLZH PPl PLINSIEN
[t mapzkzil esisl i 1 -
TAUSS - 1280
TAUS6 - L3 Mb
TAULIST - IS Wb
AL 11w
——
Thuso - 437w
——
TALSS - 35 M N
e ——— TALLSS _ 292
— o
—— TAuns_53mb
- A7~ 15Mb
C: T 797
— Tl 17w
k- TALI30 202K
LT - 531
146 - 131,20
TAUSS - 128 M5
a9 - 25mp
— TALL15 - 762 M
o ————————— TALLLY — 65 M
e LS50 M
Chromosome 1 —— — — TALLAO  11,1/12/293/15/ 10Mb
_ - —— TGS 37 /304 M6
Tiopw  ssmow  sowew  sswew  sooew s rowew | Tddme-
T — P ———
fe Uncotrm Ay [ Tt e esesssie
fo S et et o B e e
s RERATIERL,,, SASt °
ji<d ot e peoiove | Chromosome &
s
TALIS2- 41
AL - 17 M6
T
TAWS - 11N
w2
— s
w7 stk
TALSO - le6ks
TALIST - 624 k0
E
Chromosome 1
TALSS S 175M
— TAUTS - 282 M0
— TAUS - 176Mb
— AL S0
— AL 243 M
—
P
Chromosome 5
F
£y
TAUSS - 525 M
TALAG 463 M
TAUTS 463 M
AL - anghb
TALSS — 317 M
TALAS - 409M
e ~ 168 WD
TAULLAS 148 M
TAL3S 141
TS~ 27
T
AL 65 Mo
T Q
Chromosome 17
G
Chromosome 17 17
- . TUT3 - 61,1Mb
wp g 9 EH LSS - 3690
——— TALLLZT - 16105
TALZA - 182 Wb
—— TALLZS - 208 Mb
— TS - 92w
— AL 56Mb
T
R
Chromosome 1
H - - STIL:TALL - -
153,000 153.500M 154.000M 154.500M 155.000M “eecheanay
Uncozzzal } TiGDa} FHoCIl TRIMZ->>-HHLoC10041917014
;-
TAULIS2- Lawb
TALS - 279
Tauss -
—— TALLLL7 - 238 Kb
—————————————————————
e
g Te— e ———————————
I —————————————————————— TALLIOS- 383K
= FBXW7 heterozygous —— TALLZS - 288K
! s
Chromosome 10 Chromosome 9
90.0000M 90.5000M 91.0000M -
RNLS{fecccccd] Lkl ACTAZB  chasHiEIT2) iFTs) o oo asos0 00
RNLSHHfeccecee] Lkl AcTA?) LPAfHiIFT18)
L Uil AcTaz] ueaffh ema
Foheey  prEN-HHE Ueall  uewd easi Ceall ema +HipeLs v NP2 pLpRrs

TALIZS - 352K
TALLAS - 417
TALLAS 368 Kb

TALS - 358Kb
TALLA2 ~ 377 Kb

TALLISS 93 Kb

- loss

- Gain




