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2- SUPPLEMENTAL FIGURES - LEGENDS

Supplemental Figure 1. Lollipop plots indicating the observed mutations for IDH1 and IDH2 in the present series confront with Cosmic-reported mutations for Acute Myeloid Leukemia (AML) and angio-immunoblastic T cell lymphoma (AITL).

Supplemental Figure 2. Lollipop plots indicating the observed mutations for IDH1 and IDH2 affecting patients included in FRALLE and GRAALL protocol

Supplemental Figure 3. Variant Allele Frequency (VAF) of individual IDH1 and IDH2 mutations observed in 1085 T-ALL

Supplemental Figure 4. OS and CIR according to the IDH1 or IDH2Mut status in the two subgroups (FRALLE and GRALL 03/05)

Supplemental Figure 5. General design of FRALLE 2000 T guidelines
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Drug/Administration route mg/m2/day Day

Prednisone/po-iv 60 1-7

MTX/it By age* 1

Prednisone/po-iv  40 8–28 then tapered

Vincristine/iv 1.5 (max: 2 mg) 8, 15, 22, 29

Daunorubicin/iv 40 8, 9, 10, 15

L-Asparaginase/iv 6,000 IU/m2 8, 10, 12, 15, 17, 19

Cyclophosphamide/iv 1000 8

MTX-ARAC-PRED/i.t By age** 8, 15

Tioguanine/po 60 1-22

Cyclophosphamide/iv

1000 1-15

Aracytine/sc 30/12h 1-2, 8-9, 15-16

Prednisone/po-iv

40 29-35

Mercaptopurine/po

50 29-49

Vincristine/iv

1.5 (max: 2 mg)

29, 43

Methotrexate/iv

5000

29, 42

Methotrexate/po

25

36

Leucovorin rescue

15/6h

36h after start HD-MTX

MTX-ARAC-PRED/i.t By age** 1, 15, 29, 43

Dexamethasone/po-iv 

10

1-14 then tapered

Vindesine/iv 3 (max: 4 mg)

1, 8, 15

Adriamycine/iv

25 1, 8, 15

L-Asparaginase/iv

6,000 IU/m2 3, 5, 8, 10, 12, 15

Tioguanine/po 60 29-49

Etoposide

150 29, 36, 43

Aracytine/sc 30/12h 29-30, 36-37, 43-44

MTX-ARAC-PRED/i.t By age**

3, (± 15

§

), 30, (± 43

§

)

Prednisone/po-iv 

40 1-7, 29-35

Mercaptopurine/po

50 17899

Vincristine/iv

1.5 (max: 2 mg)

1, 15, 29, 43

Methotrexate/iv

5000

1, 15, 29; 43

Methotrexate/po

25

8, 22, 36

Leucovorin rescue

15/6h

36h after start HD-MTX

MTX-ARAC-PRED/i.t By age**

1, 15, 29, 43

§§

Cranial irradiation

18 or 24 Gy

 &

40-45

Prednisone/po-iv 

40

1-14 then tapered

Vincristine/iv

1.5 (max: 2 mg)

1, 8, 15

Daunorubicin/iv 40

1, 8, 15

L-Asparaginase/iv

6,000 IU/m2 3, 5, 8, 10, 12, 15

Tioguanine/po 60 29-49

Cyclophosphamide/iv

1000 29

Aracytine/sc 30/12h 29-30, 36-37, 43-44

MTX-ARAC-PRED/i.t

By age**

, §§

3, 30

Prednisone/po-iv 

40 1-7 every 4 weeks ***

Mercaptopurine/po

50 daily

Methotrexate/po

25

weekly

Vincristine/iv

1.5 (max: 2 mg)

Every 4 weeks ***

MTX-ARAC-PRED/i.t

By age**

, §§

Every 3 months, 3 times

FRALLE2000 GROUP T1

Induction

Consolidation 

Delayed intensification n°1

Interphase

Delayed intensification n°2

Maintenance (18 months)

Prephase
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AKT1 CTCF HLA-B MLL_KMT2A PTPRD STAT5B 

ARID1A CTNNB1 HNRNPA1BMLL2_KMT2 RB1 SUZ12

ASB2 CXCR4 HRAS NF1 RELN TAL1

ASXL1 DDX3X IDH1 NOTCH1  RHOA TBL1XR1

ATM DNM2 IDH2 NRAS  RPL10 TDRD6

BCL11B DNMT3A IKZF1 ODZ2 RPL5 TET1

CARD11  EED IL7R PHF6 RUNX1 TET2

CBL EP300 IRF2BP2 PIAS1 SAMHD1 TP53

CBLB ETV6 IRF4 PIK3CA  SETD2 TSR1

CCR4  EZH2 JAK1 PIK3R1 SF3B1 TYK2

CCR7 FAS  JAK3 PLCG1 SH2B3 UTX 

CD58  FBXW7  JAKMIP2 POT1 SHP1  VAV1

CEBPA FLT3 KIT PRKCB SKP2 WT1

CNOT3 FOXO3 KRAS  PTEN  SOCS1 ZEB1/TCF8

CREBPP FYN LCK PTPN11 STAT1 ZFP36L2

CSNK1A1 GATA3 LEF1 PTPN2 STAT3 ZRSR2

CSNK2B GPR183 MGA PTPRC STAT5A

LMO1* TAL1* CD28 CISH ZFHX4

LMO2* B2M

STIL

SOCS3

Custom capture Nextera XT gene panel
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Supplementary Table 1. IDH1 and IDH2 Mutations Identified in 1085 Patients With T-ALL

Mutation Genomique Exon Codon VAF N‘?' of
patients
IDH1 Median (42%) 19
p.R132C 2:209113113 4 CGT/TGT 41% / 36% / 42% 3
p.R132S 2:209113113 4 CGT/AGT 39% / 10% 2
p.1189V 2:209108284 6 ATT/GTT 49% / 48% 2
p.W23* 2:209116208 3 TGG/TAG 42% 1
p.D38N 2:209116164 3 GAT/AAT 44% 1
p.176V 2:209113281 4 ATC/GTC 48% 1
p-K58R 2:209113334 4 AAG/AGG 49% 1
p-R132G 2:209113113 4 CGT/GGT 36% 1
p-R132H 2:209113112 4 CGT/CAT 19% 1
p.F227Vv 2:209108170 6 TTT/GTT 46% 1
p.F227Vv 2:209108170 6 TTT/GTT 46% 1
p.N328S 2:209104595 8 AAT/AGT 47% 1
p-G289S 2:209104713 8 GGC/AGC 45% 1
p.A335S 2:209103946 9 GCC/TCC 11% 1
Splice Region 2:209103789 6_ex9 InsA 50% 1
p-R388C 2:209101886 10 CGT/TGT 35% 1
Mutation Genomique Exon Codon VAF N‘?' of
patients
IDH2 Median (42%) 32
p.R140Q 15:90631934 4 CGG/CAG 7% - 49% 25
p.H173Y 15:90631836 4 CAC/TAC 42% 1
p.D225E 15:90631594 5 GAC/GAA 31% 1
p.D225N 15:90631596 5 GAC/AAC 43% 1
p.F270S 15:90630677 6 TTT/TCT 52% 1
p.Y238H 15:90630774 6 TAT/CAT 50% 1
p.V305M 15:90630398 7 GTG/ATG 47% 1
p.G361D 15:90628329 9 GGC/GAC 49% 1

VAF : variant allele frequency
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      Median (42%)  32 

p.R140Q  15:90631934  4  CGG/CAG  7% - 49%  25 

p.H173Y  15:90631836  4  CAC/TAC  42%  1 

p.D225E  15:90631594  5  GAC/GAA  31%  1 

p.D225N  15:90631596  5  GAC/AAC  43%  1 

p.F270S  15:90630677  6  TTT/TCT  52%  1 
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Drug/Administration route mg/m2/day Day

Prednisone/po-iv 60 1-7

MTX/it By age* 1

Prednisone/po-iv  40 8–28 then tapered

Vincristine/iv 1.5 (max: 2 mg) 8, 15, 22, 29

Daunorubicin/iv 40 8, 9, 10, 15

L-Asparaginase/iv 6,000 IU/m2 8, 10, 12, 15, 17, 19

Cyclophosphamide/iv 1000 8

MTX-ARAC-PRED/i.t By age** 8, 15

VEDA n°1

Dexamethasone/po-iv  20 1-5

Vincristine/iv 1.5 (max: 2 mg) 1

Aracytine/iv 2000/12h 1, 2

Etoposide/iv 150 3, 4, 5

MTX-ARAC-PRED/i.t By age** 5

COPADM

Prednisone/po-iv  40 1-5

Vincristine/iv 1.5 (max: 2 mg) 1

Adriamycine/iv 25 2

Methotrexate/iv 5000 1

Leucovorin rescue 15/6h 36h after start HD-MTX

Cyclophosphomide 500/12h 2, 3

MTX-ARAC-PRED/i.t By age** 2

VEDA n°2

identical to n°1

Dexamethasone/po-iv  10 1-14 then tapered

Vindesine/iv 3 (max: 4 mg) 1, 8, 15

Adriamycine/iv 25 1, 8, 15

L-Asparaginase/iv 6,000 IU/m2 3, 5, 8, 10, 12, 15

Tioguanine/po 60 29-49

Etoposide 150 29, 36, 43

Aracytine/sc 30/12h 29-30, 36-37, 43-44

MTX-ARAC-PRED/i.t By age** 3, 30, (± 43§)

Interphase

Prednisone/po-iv  40 1-7, 29-35

Mercaptopurine/po 50 17899

Vincristine/iv 1.5 (max: 2 mg)

1, 15, 29 (± 43

§

)

Methotrexate/iv 5000

1, 15, 29 (± 43

§

)

Methotrexate/po 25 8, 22, 36

Leucovorin rescue 15/6h 36h after start HD-MTX

MTX-ARAC-PRED/i.t By age**

1, 15, 29 (± 43

§

)

Cranial irradiation

18 to 24 Gy

 &

40-45

Prednisone/po-iv  40 1-14 then tapered

Vincristine/iv 1.5 (max: 2 mg) 1, 8, 15

Daunorubicin/iv 40 1, 8, 15

L-Asparaginase/iv 6,000 IU/m2 3, 5, 8, 10, 12, 15

Tioguanine/po 60 29-49

Cyclophosphamide/iv 1000 29

Aracytine/sc 30/12h 29-30, 36-37, 43-44

MTX-ARAC-PRED/i.t

By age**

, §§

3, 30

Prednisone/po-iv  40 1-7 every 4 weeks ***

Mercaptopurine/po 50 daily

Methotrexate/po 25 weekly

Vincristine/iv 1.5 (max: 2 mg) Every 4 weeks ***

MTX-ARAC-PRED/i.t

By age**

, §§

Every 3 months, 3 times

Maintenance (18 months)

FRALLE2000 GROUP T2

Induction

Consolidation 

Delayed intensification n°1

Delayed intensification n°2

Prephase


