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Trial HSCT indication (TBI 2 4y) CART Cells (tisa-
cell) indication

CAALL FO1 MRD TP1 > 5x10-2 (induction with Refractory

French trial anthracyclines)

1st line OR MRD TP2 > 10-3 (Phi-like BCP ALL: CASSIOPEIA trial
exposure of at least 14 d imatinib) (NCI HR, MRD TP1 21%
OR t(17;19)/TCF3-HLF AND MRD TP2 > 10-4)

Future A2G HR patients > 16y (MRD1 > 5%, or Investigational
trial t(17;19), or MRD TP2 2> 10-4 and NCI HR) window for HR
OR MRD TP2 > 5x10-4 patients
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Trial

Relapse

1st late medullary or IntReALL SR

extramedullary relapses

— " IntReALL HR
1st early / very early relapses (future investigational

HSCT indication (TBI 2 4y)

CART Cells (tisa-
cell) indication

Day 28 MRD 2> 10-3 (A arm) or 10-4 (B arm)

All patients w Blinatumomab preHSCT

inotuzumab)
; 4 _ _ _ > 2 relapses
> 2"9 relapse Inotuzumab If low MRD, if donor available, (if no > 1 relapse post
or relapse post HSCT trial (ITCC 059) previous HSCT) HSCT
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Investigational COG Arm

HD-MTX Delayed Capizzi-MTX Maintenance
Interim Maint Inten Interim Maint until 24 months
SR from diagnosis

end IB MRD
<5x10*

Consol || Consol | | Consol | |Delayed || Interim |[Delayed|| Maintenance
Block || Block || Block || Inten || Maint || Inten || until 24 months
#1 #2 #3 #1 #2 from diagnosis

Induction| |Induction

A Standard EsPhALL Arm

Consol | | Consol | | Consol HSCT
Block | | Block Block [P
#1 #2 #3
HR: imatinib begins at day 15, stops at time of HSCT imatinib restarts at day +56,
until day +365 post-HSCT

Trial HSCT indication (TBI 2 4y) CART Cells (tisa-cell) indication
1st line EsPhALL 02 (imatinib) MRD (IgH-TCR) post IB > Primary refractory patients
5x10-4
Relapse TAKEDA trial (ponatinib, All patients in CR > 2 relapses
CT04501614) (+TKI maintenance post > 1 relapse post HSCT
OR NCT03934372 (ponatinib) HSCT)
Off protocol:

Pulses DXM + VCR + TKI, then
TKI + blinatumomab



1st line

Relapse

Trial

Interfant 21

Off protocol:
Inotuzumab
Blinatumomab

HSCT indication
(T2BA4F)

All HR patients

(WBC > 300 G/L or PPR
AND age<6mths AND
MLL)

MR patients if MRD
TP1 > 1% OR MRD TP4
>10-4

All patients in CR

CART Cells (tisa-cell)
indication

Investigational window
(bridge to HSCT) if MRD
TP2 210-4

Primary refractory

patients

> 2 relapses
> 1 relapse post HSCT

TP1a

Induction

TPRa Blinalumomab
‘ #1 \
TP2

TP3a

TP3

TP4

TPS
TP6

TP?

>0.01%

Protocol 1B

ADE+MAE

Blinatumomab
H2IMARMA*

Blinatumomakbr
E2IMARMA*

MRD > 0.01%

OCTACAD

OCTADA

MT

MT

HSCT

* Eligibility blinatumomab #2:
TP2 MRD undetectable or
MRD < 0.01% with QR <
0.01%, otherwise MARMA
** |f na CART or other tnal
available then ADE/MAE +
MARMA



Trial HSCT indication (12 Grays TBI 2 4y)

CAALL FO1 MRD TP1 > 10-2 AND day 8 PPR/OR MRD TP2 > 10-3/OR MRD TP3 (post
1st line French trial VANDA) > 10-4
Future A2G MRD TP1 > 5% AND MRD TP2 > 10-4/ OR MRD TP2 > 5x 10-4/ OR MRD
trial TP1 > 5% and Age 216y
Relapse
All 1st relapses IntReALL HR All patients
(except late EM)
Further relapses ,‘Zﬁﬁ;?,i,°;§_i"Ca,f,,zom,b? Anti CD7 ... CAR T cells?
Relapse post HSCT Venetoclax?
CALL FO1 (T ALL)
sr | P | Induction | Conso | M DI Maintenance (until week 104)
4 drugs

P | Induction | Conso | VANDA |IP1| DI1 |IP2 | DI2 | Maintenance

HR 5 drugs (until week 104)

VHR NELA 1 | NELA 2 HSCT
+-




INDUCTION B

*  MRD pos but <5%
*  MRD unknown

T-cell prel HR

*  MRD=25%

A2G (T ALL)

MRD
P2 iLDi _ Maintenance: VCR-Dex
IR-low Cons 2 - IR-low: part 1 with Dox ! cons 3 pulses 2yrs from EQI
. . HD-MTX 5g x2 q3w
;;N?;;! Eﬁl_r;ag:: netics Aspx3 IL-DI HD-MTX 59 x2 q3w s.| Maintenance: no VCR-Dex
stan * A i - Ises 2yrs from EOI
BFM - NoCNS3/TLP+>SWBC |  Total 5x Asp part T without Dox P o
+  MRD TP2 undetect
IR-high IHDI: Maintenance: VCR-Dex pulses
Cons 2 - IR-high ) 2 yrs from EQI
1and HD-MTX 5g x 2 q3w ALLTCE:‘B? Cons 3:
<0.05% TP2 Asp x 4 type with Dox HD-MTX 5g x2 q3w Maintenance: VCR-Dex pulses
n Asp x 213 +6TG-addition (TEAM) 2 yrs from EOI
* Al age-groups Total 8 x Asp
*  HR-genetics
*  MRDTP125%, TP2
undetectable (<16)
Optional:
IR-high Consolidation 2 or
HR-blocks
;;H?;; MRD <0.01% Optional
e fARD >0.01% _ [ Nelarabine | se——————=ezyp | Nelarabine
g Mrp HR-SCT
s 20,07,
MRD <0.5%
o MRD post NOPHO-blocks x /
"?0 Mal block 1-3 in total
MRD *
: % | Nel+Rest
EU'S%E ":f‘.'%?-""’ of Cons | Optional
ezl » | Nelarabine
MRH“"". Nelarabine MRD <0.01%/adequate response Single
25% single

* Exception: HR-SCT MRD 25% EOI, MRD d 50 < 0.5%, TP2 not detectable MRD and <16y = IR-high




