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B Le protocole ALLTogether a concu des interventions randomisées et non
randomisées visant a :

= Diminuer le risque d'effets secondaires graves et de mortalité liée au
traitement :

-> Désescalade de dose : pour les patients a faible risque de rechute (Randomisation
1 et 2 pour les patients <16 ans)
= Augmenter l'efficacité du traitement pour les patients a haut risque :

-> Nouvelle association de chimiothérapie : Inotuzumab ou 6-TG ajouté a la
maintenance standard (Randomisation R3 Ino-TEAM et R3 TEAM)

-> Thérapie ciblée (Imatinib) pour les patients fusion « de classe ABL »

-> Immunothérapie : Blinatumomab pour les patients DS avec MRD a TP1 detectable
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Schéma général de I'étude

SR
. :UREO:;‘ . CONS 1: HD-MTX 5g part 1 with Dox Maintenance: ‘
o 1 BMP %2 g3w no pulses 2yrs from EQI 4
L e ey O Désescalade
Total 4 x Asp i
- i p(\)ur'les pgtlents
a faible risque
o M IRdow Maint - VCR-Dex
NCI-SR 1 ™2 Lol ~- -p-l enance: VCRL ‘ de rechute
. MRDslgorithmlow | €ONS 2 IRAOW: tiwithDox | | cons3: Ly L pulses 2yrs
IR s <iGyears HD-MTX 5g x2 q3w HD-MTX 5g x2 q3w
‘ INDUCTION A/E/D | . Aspx3 ] s.| Maintenance: no VCR-Dex
CONS 1: ¥ LIS f 1 without Dox_| pulses 2yrs from EOI
« MROposbut <5% |  od stand * NoCNS3/TLP+>SWBC Total 5x Asp =
*  MRD unknown BFM W%
l INDUCTION B/C/F l 75%
NCI-HR

T-cell
Infants, KMT2A germlinalT-cell
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R1 et R2 : diminution des effets secondaires liés aux
traitements sans diminution de la survie globale

R1 - patients SR —-désescalade

bras contrble avec Doxo vs bras experimental sans Doxo
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R2 - patients IR-low — désescalade (<16 ans)

Induction
Cons 1

IR-low

MRD-algorithm low
<16 years

No HR-genetics
No CNS3/TLP+>5WBC

36%

Cons 2 — IR-low:
6MP

HD-MTX 5g x2 q3w
Asp x 3

Total 5 x asp

Standard DI
with Dox

Cons 3:
HD-MTX 5g x2 q3w

Standard DI
without Dox

—

A 4

Maintenance: VCR-
Dex pulses 2yrs from
EOI

~.(

Maintenance: no VCR-
Dex pulses 2yrs from
EOI

Randomisation a 3 bras

Control:

Exp 1:
Exp 2:

+Dox + Pulses

+Dox - Pulses
-Dox + Pulses



R3-Schéma général de I'étude

MRD
NCI-SR TP1
Down
‘ INDUCTION AfE/D |
l INDUCTION B/C/F l
NCI-HR
T-call

Infants, KMT2A germlinalT-cell
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SR
* NoT-cell ] part 1 with Dox ; :
CONS 1: HD-MTX 5g it Maintenance:
. MRDnotdetT‘r"l GMP X 23w no pulses 2yrs from EQI ‘
* No HR genetics AraC 75x16 Asp x 23 SR-DI
*  NoCNS3/TLP+ part 1 without Dox
Total 4 x Asp
2%
“Tx IR-low LDl - ,_'_l Maintenance: VCR-Dex ‘
« MRD-algorithmlow | COns 2~ IR-ow: Lm‘ ~ Cons 3: |y L pusas 2yrs from EOI
c HD-MTX 5q x2 q3w
<16 years HD-MTX 5q x2 q3w
® CONS 1: *  No HR-genetics Aspx3 “-'D|1 thoutDox | 0x2q -y MﬂlnteMnceﬁ;:oE\Dr‘ICR-Dex ‘
« MRDposbUt <5% |  Mod stand « NoCNSTIPH>SWBC | Total 5xAsp part Lvathout Dox PESes NS
*  MRD unknown BFM 2%
75% Maintenance: VCR-Dex pulses 2yrs ‘
IR-high IH extended DI: from EOI
ALLTogether :
* MRD-algorithm - [ CONS 2= 5': :;'?Sw type with Dox | [ Cons 3 ‘ Novel agent mg‘m“::fm
high = All others <4 Asp x 2/3 HD-MTX 5g x2 g3w (InO) 6 weeks 2y15 + 6 wks from EOI
*  MRD/genetic failure LASP
. Total B x Asp

Maintenance: VCR-Dex pulses ‘
+BTG-addition (TEAM) 2 yrs from EOI

R3 : amélioration de la survie sans événement et diminution du risque de rechute

Désescalade pourles
patients a faible
risque de rechute

Intensification pour les
patients a risque
intermédiaire de

rechute



LAL-B R3-Inotuzumab TEAM / LAL-T R3-TEAM

Ind
Cons 1
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IR-high

*  MRD <0.05%TP2 (NCILR)

«  MRD <0.01% TP2 (NCI HR)
e All others

* MRD/gentic failures

HD-MTX 5g x2 g3w

IH-DI:
ALLTogether type
with Dox
Cons 2 — IR-high HD-MTX Asp x 2/3 Cons 3:
5g x2 q3w Asp x 4
Total 8 x Asp
CD22 positive BCP-ALL

0- 17 years of age

Serum creatinine < 2 x institutional ULN.
Alanine aminotransferases < 3 x institutional ULN.
Total bilirubin < 1.5 x institutional ULN.

IR-High Inotuzumab experimental arm

Week 38

40 41

42

Day
InO 0.5 mg/m?
Cycle 1

70271[272[273) 274': 5|276|277(278]279|280(281 2622683 (284
Hcle 2

2 yrs from EOI

Maintenance: VCR-Dex pulses

Novel agent (InO) 6
weeks

Maintenance:
VCR-Dex pulses
2yrs + 6 wks from EOI

Maintenance: VCR-Dex pulses
+6TG-addition (TEAM) 2 yrs from EOI

Sauf

Patients TPMT/NUDT15 homozygotes
ATCD SOS/VOD or NRH

FR<30% aEIT



LAL-B R3-Inotuzumab TEAM / LAL-T R3-TEAM

.l'/ - -
de novo &
YENIYE —{| purine Vi
synthesis |
TPMT : i

v
@ —P @ | .: ' =-
@ h

 DNA incorporated thioguanine (DNA-TG) is a metabolite that integrates all upstream
methotrexate (MTX)/thiopurine (6MP/6TG) metabolites

 DNA-TG is associated with relapse risk
» 28% decrease for every 100 increase in DNA-TG (EOI MRD+ patients)

.}IVL %Iéle_ther Nielsen et al. Lancet Oncology, 2017
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LAL-B R3-Inotuzumab TEAM / LAL-T R3-TEAM

—_ Reporting back to clinicians when:
_» Standard arm
Randomization 3 — InO arm @3 — DNA-TG > 1,500 fmol/pg DNA in two
- - —
for IR-high patients \ TEAM - 6TG months consecutive samples within three months
Intervention arm (patients receiving 6-TG)

Increasing DNA-TG by adding low-dose,
slowly titrated 6-TG to the conventional
6-MP/MTX maintenance treatment

Dail!,r oral 6-TG [mg,‘mz} _

Daily oral 6-MP (S0 mg/m?)

Weekly oral MTX (20 mg/m?)

— Low metabolites indicating potential non-
adherence

Primary outcome 5-yr DFS by ITT
Expected 50% decrease in relapse risk

Maintenance therapy week ! Week 1-2 IWeek 3-4 IWeek 5-6 ! Wesk 7-8 ! Week 9-10 ! Week 11-12 End of treatment

Dosing: start at 2.5 mg/m?/day and increase in steps of 2.5 mg/m? every second week until the maximum

tolerated dose or 12.5 mg/m?/day is reached (tolerated by B0%). Maximum dose is 12.5 mg/m?/day and
should be attempted throughout maintenance.



Schéma général de I'étude

SR
ot o
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‘ INDUCTION A/E/D | ) . . Aspx 3 IL-DI .| Maintenance: no VCR-Dex
CONS 1: No HR-genetics e -t
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*  MRD unknown BFM W%
l INDUCTION B/c/F l 75% Maintenance: VCR-Dex pulses 2yrs ‘
NCI-HR IR-high n:;tm?re: Di: from EOI
T-cell . . Cons 2 - IR-high ogelher - Maintenance: T Py
. KNT2A gembbfTcol MAD Sk | T sg 2w || Do Dox |[ComE ] owTage | VCR.Dox uisos Intensification pourles
» MRD/genetic failure L ASP X4 frivx?d A2 2yee » 8 vks bom EO1 patients a risque
. Total 8 x Asp Maintenance: VCR-Dex pulses ‘ . o .
+6TG-addition (TEAM) 2 yrs from EOI intermédiaire de
| An estimated 0.5% of all patients will be good enough responders for IR-high stratification, TKI-treatment throughout therapy | re(.:hute
TKI for ABL-class fusions (1-2%) from d15 (d30 if 225yrs).
An estimated 1.2% of all patients will be poor responders. These patients stop TKl and go to HR-therapy + HSCT |
HR-chemo
» BCP s = 2 . by
MAD ko <05 J [[Aenai AT st | want1: | wRa—[3A, Chimiothérapie tres
(Il . Potental NOPHO-bocks ¢ 810 ktal +HOMx3 |Lwio Dox || oy intensive ou HSCT ou
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HR . (NCI HR} at TP2 & referral to
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% HECHSC]] Bot s Alternative if CAR-T not available/T-call
*  MRD HSCT-criteria » emative - ! not avai Allo-HSCT
l:gl ;3:15 —anyHR NOPHO-blocks x 1-3 in total
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SNC classification

Clazsification Stratification + (Extra) Therapy

TLP+ (210 RBC/pL CSF) TLP+WBC>5 g zIR-high, extra IT (=ITT)*
h Cytospin positive . -
Mo TLP CNS3 >|R-high, extra IT (=ITT)*

WBC > 5/uL CSF

T _‘ WEBC £ 5/uL CSF « TLP+ (210 RBC/pL CSF) + TLP+WBC<5 -[ not SR, extra IT (=Mtx)**
ag Cytospin positive | : :
vtospin p ‘ No TLP " CNS2 H CSF No strat, extra IT (=Mtx)**
{ TLP- (210 RBC/uL CSF) » TLP- - CSF No strat, {IT=Mtx]
1 Cytospin negative | I
< No TLP " CNS1 | ~+ C5F No strat, (IT=Mtx)

Extra intrathecal therapy (it) during induction

* At least 2 Extra intrathecal triples (ITTs)

** Extra Mtx until 2 consecutive samples clear (at least 1 extra)

NB! Patients with CN52/TLP+ who have not cleared C5F by day 15 are up-graded to IR-high and continued ITT
CSF No strat = The patient is stratified according to genetic risk and BM-MRD
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Intrathécales

SNC2 /
TLP+ £5 elts | TLP+>5elts | TLP+ <5 elts
late
response
Induction IT métholJ1 IT métho IT métho TIT TIT
J15 J8+J15 J8+J15+)22 J22

Equivalents CNS3 « CNS involvement »

Cranial nerve palsy or

CNS-symptoms with mass/meningeal enhancement compatible with CNS-leukaemia on MRI or
Retinal involvement by fundoscopy or

Slow response CNS2 ou TLP(+) with no clearance of blasts by d15 or

postinduction
SNC1/
SNC2/TLP+ < Selts négatif a J15
IT simple méthotrexate TIT (Aracytine+méthotrexate+
hydrocortisone)
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Présentation de I'étude ALLTOGETHER

B Caracteristigues de l'étude : RIPH 1, Phase lll, Multicentrique et
internationale, randomisée (3 randomisations) + ITK et Blinatumomab |,
prospective.

B Recrutement : 1600 patients
B Période d’inclusion : 54 mois, soit 4 ans et 6 mois
B Période de participation (traitement + suivi) : 60 mois, soit 5 ans

B Durée totale de I’étude : 9 ans et 6 mois

B Nombre d’inclusion attendu par site par mois : 1.1 patient/ site/ mois

B Financement : PHRC-K 2021

B Co-financement : Fondation SERVIER
Wz ALL
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B Population étudiée

Population étudiée et centres impliqués

Enfants et adolescents agés de 0 a 17 ans inclus

B Centres concernés : 29 centres

CHU Amiens

CHU Angers

CHRU Besancon

CHU Bordeaux

CHU Brest

CHU Caen

CHU Clermont-Ferrand
CHU Dijon

CHU Grenoble

CHU Lille

CHU Limoges

CHU Lyon (IHOP)

CHU de Saint Denis de la Réunion
CHU Marseille

CHU Montpellier

CHU Nancy

CHU Nantes

CHU Nice

CHU Paris Robert Debré
CHU Paris Saint Louis (AJA)
CHU Paris Armand Trousseau
CHU Poitiers

CHU Reims

CHU Rennes

CHU Rouen

CHU Saint-Etienne

CHU Strasbourg

CHU Tours

CHU Toulouse

+ |le de la réunion



28 centres sur 29 sont a présent ouverts a l'inclusion. A ce jour, 134 patients ont été
inclus dans le protocole en France sur les 1600 attendus. Le rythme d'inclusion est
actuellement de 1 inclusion par jour.

Nombre d'inclusion/centre

22

20
15
10
5
. l l l . | . l '. . I | l Age groups (years)
'ﬂ- l.,‘-" & d‘lp .;,F' o

0 09 10-15 1624 2545 Total
g ~c~ "“'—’ & o F & g & ._p Sweden 185 0 32 16 273

# ivsﬁ ,.=E."" 'J:P - :::‘5.-_'2: {j' E:‘t' \:5"" w}&# ﬂ;_&!a ""E <F q.;‘ ’ qrf’ Q.Q"'" uc'{h q‘u o ‘-?*':'&fc-_.‘: qﬂcﬁ" J‘ﬁ-i. C :::k : : i: i: :.:

. :r!‘{:‘ o Finland a8 27 16 10 141

Iceland 2 1 0 0 3

Au 13/10/23 oo I T I
Lithuania 21 4 1 o 26

Germany 86 9 5 o 100

Metherlands 217 73 26 o 316

Belgium 132 36 11 o 179

UK 305 74 24 2 405

25 / 10 / 23 France 100 36 8 0 144

Portugal 18 5 0 o 23

1891

Total 1332 356 150

L
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Criteres d’inclusion/exclusion : points principaux

B Patients nouvellement diagnostiqués avec une LAL-Bou T

B Age < 18 ans au moment du diagnostic en France.

SAUF
B Age <365j avec LAL-B et réarrangement KMT2A : INTERFANT 2021
B |eucémie secondaire ou Rechute LAL

B |AL-B mature (telle que définie par la positivité des Ig de surface ou la préesence
documentée de |'un des translocations impliquant le gene MYC).

B AL Ph-positive.

B Syndromes de préedisposition aux LAL (par exemple, syndrome de Li-Fraumeni, mutation
germinale ETV6), a I'exception du syndrome de Down.

Wz ALL B corticostéroides systémiques (>10 mg/m?/jour) > 1 semaine et/ou chimio dans le mois
“1"~ Together avant le diagnostic



ALLTogether-1: schéma général

Sub-StEde ou sous- , Actlwte-de Maintenance
étude: I'asparaginase TKI biology
Documentation -
spécifique ‘ |
TKI: ALLTogether-1 MASTER PROTOCOL |:> ALLTogether-1 DS: Non-
Non-Randomisation Randomisation
2

Sub-protocols ou
sous protocoles:
Documentation
supplémentaire

Randomisation R1 Randomisation R2 Randomisation R3
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Algorithme du traitement d’induction de ALL-Together

Différences majeures avec le CAALL F- Diagnosis
01: \ l
Pas de préphase (et donc pas d’évaluation de 1
la corticosensibilité a J8)
- Vincristine dés J1 WBC2500r | | WBC<50 and Down

Durée: 28 jours pour tous % W
Myélo: J29 quelque soit la NFP Age 210 or | | Age<10 and

Résultats cytogénétiques/bio mol ++++ aJ15 T'C?” BCP
Induction B | | Induction A

ABL-class ABL-class
fusions HR-genetics fusions
<25 years Induction C <25 years
Induction F from day 15 Induction E
from day 15 from day 15

ASSISTANCE HOPITAUX
PUBLIQUE DE PARIS




Induction A - NCI standard risque - 3 drogues

Induction A (NCI Standard Risk BCP patients)

Week 1

2 3

4

Day

Dexa 6 mg/m?

VCR 1.5 mg/m?

PEG-Asp 1500 IU/m’ TDM

IT according to CNS/age

*CMS2/3/TLP+ (see above and CMS-algarithm)

BM X

Eligible Patients:

This regimen is the initial therapy for patients with NCI Standard -Risk ALL.
Thus, patients starting on Induction A must have:

- BCP immunophenotype and

- be before their 10" birthday at diagnosis and

- have a highest white cell count before starting treatment of <50x10°/L.

ASSISTANCE
PUBLIQUE

HOPITAUX
DE PARIS




Induction C - NCI standard risque et Iésions génétiques de haut risque

Induction C (NCI Standard Risk patients with high-risk genetics except ABL-class fusions)

Week 1 2 3 4

Day

Dexa 6 mg/m?

VCR 1.5 mg/m?

DNR 45 mg/m?

PEG-Asp 1500/1000 IU/m*-TDM

IT according to CNS/age

*CNS2/3/TLP+ (see above and CNS-algorithm)

BEM X X

Eligible Patients:
Induction C is for BCP patients, with NCI standard -risk, who started on

Induction A, but were found to carry high-risk genetic lesions: in the leukaemic
clone for patients with:

- KMT2A-rearrangements or

- low hypodiploid ALL ( 30-39 chromosomes) or

- near haploid ALL (<30_chromosomes or

- iIAMP21 |
Patients are shifted from Induction A to Induction C from day 15/16. PARIS




Induction B - NCI haut risque et LALT- 4 drogues

Induction B (NCI High Risk/T-cell patients)
3 4

Week 1 2

Day

Dexa 6 mg/m?

VCR 1.5 mg/m?
DNR 25 mg/m?

PEG-Asp 1500/1000 IU/m*-TDM

IT according to CNS/age

ECNS2/3/TLP+ (see above and CNS-algorithm)

BM X

Eligible Patients:
Induction B is the initial therapy for patients with:

- BCP ALL aged 210 years at diagnosis and/or
- a highest white cell count before starting treatment of 250x10°/L or

- T-cell ALL

ASSISTANCE HOPITAUX
PUBLIQUE DE PARIS




Induction D (All Down patients)

Week 1

3

Day

Dexa 6 mg/m’

VCR 1.5 mg/m?

PEG-Asp 1500/1000 IU/m? TDM

IT according to CNS/age

*CNS2/3/TLP+ (see above and CNS-algorithm)

BM X X
Induction E (NCI Standard Risk patients with ABL-class fusions)
Week 2 3 4
Day

Dexa 6 mg/m’

VCR 1.5 mg/m?’

PEG-Asp 1500 IU/m? TDM

IT according to CNS/age

IMA 340 mg/m?/d

*CNS2/3/TLP+ (see above and CNS-algorithm)

Induction F (NCI HR-patients <25 years with ABL-class fusions)

BM

Week 1

2

3

4

Day

Wz ALL
“1"~ Together

Dexa 6 mg/m?

VCR 1.5 mg/m?

DNR 25 mg/m?

PEG-Asp 1500/1000 IU/m’ TDM

IT according to CNS/age

IMA 340 mg/m?/d

*CNS2/3/TLP+ (see above and CN!

BM ERRN
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B Ajout du TKI a J15 de I'induction

MRD MRD
NCI-SR 1Pt U
. ABL-class fusions
Induction E CONS 1:
Any MRD Mod stand
Unknown MRD BFM
2%
NCI-HR
T-cell
Infants
TKI for Abl-class fusions from d15
- ABL1
- ABL2
- PDGFRB
- CSFIR

Intervention non randomisée — ABL-class fusions

HR-SCT

MRD 2 0.05% TP2 or
MRD 2 5% TP1 and
- rising MRD d50

1-2%?

IR-high

MRD < 0.05%TP2
ABL-class fusion

0.8%?

NOPHO-blocks x 21-3 in total

Cons 2 — IR-high
HD-MTX 5g x2 q3w
Asp x 4

IH extended DI:
ALLTogether
type with Dox
Asp x 2/3

Allo-SCT

Cons 3:
HD-MTX 5g x2 q3w

Total 8 x Asp

Maintenance:
VCR-Dex pulses
2yrs from EOI

Responding patients continue TKI without interruption to the end of therapy.
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Objectif principal :
Proportion de patient avec MRD
nég apres 2 cycles

exclus de R1

CONB 1 ok
X e M gy
/ — e 15006 | FORAR |t Twith Dum | | 10 puias, 13 meetty M 8 7, 2yvs Yo EO
L AR Rt 11 Toml 4 x Asp
. MeTNEVTI
— | exclus de R2 et R3
22 s fiice) MEODSTRI RO DS TR 0 08 T
o Cyeted ot
an e o
Induction D ’ Blunstumomad ! o8.0x Mantenance:
| Cycle 1 Cycte 2 . N _:U"-W(x- 2\/:133::&— 12-wmoidy IT
L J )
MRD
— Q?fﬁ m.m?‘m'f..z. D 05 TR
D5HR RSN - e
) dey3? E-Censtieition
. MO 2 “Q:\ X
DS-HR Mantenance

MRD = 1 % post 2 cyctes
of Blrdsumomat

* Durée totale : 13 semaines

* Recrutement sur 36 mois
- 50 patients
- Fin des inclusions en Janvier 2024
- 64 centres en Europe

[
D8 Cone 2~ t
0801
Capzzi 4 Wt O VCR-Dax pufsss, 12-
. AR CIN Asp x 2 8 washly IT, 2yes from EOF

MAD ¥ 1 % post Ay BFM
Consolictation

Poor response EOC = Protocol Therapy Fallure
Off study
Other expenmental therapy?
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MRD detectable with MRD < 25 % i.e., Intermediate risk or High Risk patients will

have 2 consolidation blocks replaced with blinatumomab

Standard of Care for DS-ALL in the ALLTogetherl Protocol

Induction

Consolidation 1

Cansalidation 2

Delayed Intensification

Maintenance

Experimental Therapy for DS-ALL Patients in the ALLTogetherl Protocol

Induction

Minatumomab 1

Blinatumomab &

Delayed Intensification

Maintenance

Amendement 2: En raison d’un sur-risque de déces a l'induction chez les
patients atteints du syndrome de Down, la dexaméthasone a été remplacée par la

prednisolone. (version 4.1)
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§ Partage du bureau - W ArrdL

Amendement 4 : Blinatumomab pour patients HR

AMM européenne

BLINCYTO est indiqué en monothérapie dans le traitement des patients adultes présentant une
leucémie aigué lymphoblastique (LAL) & précurseurs B exprimant le CD19 en rechute ou réfractaire.
Les patients présentant une LAL a précurseurs B avec chromosome Philadelphie positif doivent étre
en échec d’au moins deux traitements avec inhibiteurs de tyrosine kinase (ITK) et n’avoir aucune autre
option de traitement.

BLINCYTO est indiqué en monothérapie dans le traitement des patients adultes présentant une LAL a
précurseurs B exprimant le CD19 avec chromosome Philadelphie négatif en premiére ou seconde
rémission compléte avec une maladie résiduelle minimale (MRD) positive égale ou supérieure a

0,1 %.

BLINCYTO est indiqué en monothérapie dans le traitement des patients pédiatriques & partir de 1'dge
de | an, présentant une LAL & précurseurs B exprimant le CD19 avec chromosome Philadelphie
négatif, réfractaire ou en rechute aprés au moins deux traitements antérieurs ou en rechute aprés une
allogrefte de cellules souches hematopoictiques anterieure.

BLINCYTO est indiqué en monothérapic dans le traitement des patients pédiatriques a partir de 1'age
de | an, présentant une LAL & précurseurs B exprimant le CD19 avee chromosome Philadelphic
négatif en premiére rechute a haut risque dans le cadre du traitement de consolidation (voir

rubrique 4.2).

Accord ANSM pour Blina post conso 1 en France

Proposition dans A2G de définir une maladie réfractaire
comme tout patient du bras HR-greffe :
2 propositions selon accord des autorités dans chaque pays

1. Children (>1 year) with HR BCP-ALL with MRD+ at EOC
may be treated after Consolidation 1

2. Children (>1 year) with HR BCP-ALL with MRD+ after
block A, A+B or A+B+C

1-3HR /

blocks NN
== :
. HR M ST
blocks

— _— HSCT

ALLTogetherl Master Protocol v.5.0 14April2023 CLEAN?2



Stratification des LAL

f Standard risk group A
o = BCP-ALL MRD 0% (" ETV6-RUNX1&TP1MRD<0.1% |
E \ {Excl: HR genetics, CNS3, TLP+) . HeH & TP1 MRD <0.03%
BCP NC| Standard risk § 3 UKALL-CNA-GR & TP1 MRD<0.05%
(3 drug) y 4 ) | = T-ALL & TP2 MRD 0%
= L Excl: HR genetics, CNS3, TLP+>5WBC, 216
% Intermediate risk group o § \_(Fxet: HR genetics ~ i,
E BCP-ALL MRD >0% and <5% s ® s b sk memetics ~
, _ . S | BCP-ALL with HR genetics ~N = £ BN TSk g
Diagnosis HR genetics - T-ALL MRD <5% e z * & All IR patients 216 years
2 o Remaining BCP-ALL patients
3 . J N .\ T-AL&TP2ZMRD>0%
=
BCP NCI High risk, infants, 5 High risk group ]
T-cell patients (4 drug) 2 ‘ MRD >=5% or TCF3-HLF TP2 MRD >0.05%
) i |

ABL-class fusions

MRD 0%: undetectable MRD by IG/TCR PCR or

UKALL-CNA Good Risk profile: Ao M
*  no deletion of IKZF1, CDKN2A/B, PAR1, BTG1, EBF1, PAXS, ETV6, RBI; n mﬁffmzzre“t’f"
* isolated deletions of ETV6, PAXS, BTG1; Mats Heyman

high resolution FCM (FCM cannot call T-cell=0);
High risk genetics: KMT24/MLL fusions, near
haploidy, low hypodiploidy, IAMP21.

= ETV6 deletions with a single additional deletion of BTG1, PAX5, CDKN2A/B.

ABL-class: ABL1, ABL2, PDGFRB, C5F1R fusions

ANz ALL
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Tabkla 10: Dofiniticn of acticnable chromosomal and genomic abmnormalities in

the ALLTopgether pasdiatric ALL st
Fulll nams Abbroviation | Definition Hotos
ETvaE-RLIRXT ETVE 1221 p1 L2 ZNET Wi
LA BT
High =t S51-B7 chromosomes
heypeerrcip by
KAMT2A gena K T280 Any ganetic 1) KWT2A4 was
fusions remangestenl thak prreveoushy narmed
results in te fuson of .
e 5 portion of KT 24
with the 3' porfon of o 25 Far the purpose
parines gers. The mast | of reabmesnt
pravalen partner genes | alocation, the
are: AEFLAES, denbficaton of b
ML TASAED, pariner gers is mal
A TENL, resqquiresd. S
AL TTEAFTD and HAST2H r paberds
A TASAFEAEDAN will be dorm=ified in
Collectivedy they I ST TR
avcount for =S0%
KMTZ2A. r cases n
paediairic ALL
Hear-noploidy HH Clomeas with ferwer than Doublded-up swh
30 chromosamess domnes which hase
AR5
chimmorsomes weil
e included n the
=1 beyroap.
Lo by podigioidy ol Clomes with 30-55% Doubded-wup swub
chromoesomess clomes whose
ko ryotypes haree
GO-TE
chiromeesomess (L.
v b bocy ) vl
B imcluded i the
s byroagr.
Inrachromosomal | BRBIP21 Thress or more axira ABAPZ1 can b
amplfication of oopies of & FIESH prokes defined using a
chromosome 21 ta the RLUINKT gene on I Ty
a smgle abmormal
chromoesomes 21
11T IS g2 213y | 17;19) HAT 19 g1 S TCEL
TEEI-MLFE HLE
Gene fusons SBEL-class Ay ganetic Pabients with BCR:
menlving ABL T, fusiors reamrangement that ABL T fusicn are
Al 2 POEERS results Nt fuson of & | ecduded from thes
ard CESFIR wariabiks 5 pariner gerns | subgroup and from
with thes 3° paorfon of e prolosoal
ABLT ARBLZ POGFRE
and CEFTR. Humsasrous KHentfication of the
pariner gerss homee partner gers is mol
e desoribesd. The resquiresd for
most freguent ars EBFY | dossification.
and ETWVE.
CHA prafile” BTET, COKNZAS
EBFET, ETWVE IKZFT,
PAXS, RE1, and PAR
Isolatesd delstion of
BTET or ETVE or PAXS
deletion
Onby twa debebons
ETVWE and BTG, ETWVE
and COMNILE, ETVES
and a PAXS delsion
Poar risk LIKALL A PR Ay ofher deletion
CHA, profile” profile including all
deletons of RZF,
EBET, PART, BiE1

" Rl = e b b s Hhae CRLE meedlkn nree B or hilleene] I Rbrererman: ok ol P A

Génétique des blastes

Anomalies de nombre et de structure (transcrits) +

High risk genetics: KMT2A/MLL fusions, near
haploidy, low hypodiploidy, iIAMP21.

Deletion of
IKZF1, CDKN2A/B, PAR1, BTG1, EBF1,
PAX5, ETV6 or RB1?

l Yes

Isolated deletion of

ETV6, BTG1, or PAX5

No

v

ETVE deletion with single additional

deletion of CDKN2A/B or BTG1, or PAX5

lNo

CNA Poor Risk

MLPA was used to develop the CNA profile and is
published in Moorman et al (2014) Blood;124(9):1434-44.

No CNA Good
Risk
Yes CNA Good
Risk
Yes
CNA Good
Risk




N %'g'gther Inclusion of patients with IG::MYC rearrangements

(G Creaangement Inclusion criteria 2.3. Patients with surface immunoglobulin
IG negative (sIG-) BCP-ALL and an 1G::MYC rearrangement,
unless they have a concurrent BCL2/6 rearrangement. T-ALL

Co-existence with oYCr s only defining T patients with MYC translocations.
sealiShad RCPAIL feature: n=61 BCL2/BCLG: n=15

abnormality: n=14

Implications for screening strategy

V(D) VoM Constant* V(o) A * Only BCP-ALL cases without an established subgroup need to
oy o 0 (2 be screened — 15-20% cases
s =t TCR3JI03 Nekher —alal * FISH is preferred method (1 extra probe)
ecific o m { cz * Guidelines revised, approved and circulated
tations J.'(‘RAS" e
Other ALL Other ALL o Burkite-lik B 100-
& methylation % s
ster a 11 2 -
o OFG MYC EB{] B
oo
Included treated Included treated Excluded ‘540
as per other as IR-high / HR £
abnormality (no rand) w 20
0
. X ‘3:;‘(.: g @4‘(; ) g‘.ﬁl’ 333‘{’
Haematologica. 2023 Mar 1;108(3):717-731 & ¢ @ &

ASSISTANCE HOPITAUX
PUBLIQUE DE PARIS




High risk genetics: KMT2A/MLL fusions, near

haploidy, low hypodiploidy, IAMP21,

Etla MRD
dont le pc dépend de la génétique

‘h

he)
ér\?r

L
\E.-

Induction

undetecta 1

z5%

|MRD TP1|===p HR @ Consolidation 1

S

29

Consolidation 1

Continued
Consolidation 1

MRD TP2)

v

MRD d50

Interruptions
Suspicion of poor respons
All 216 & no CAR-T option

20.5%

IR-Low

<16 years old

No CMS3/TLP+ with 25 WBC
(Mo ABL-class fusion)
TP1-MRD

<0.1% (ETV-RUNX1)

<0.03% (HeH)

<0.05% if no ETVE/RUNX1 or
HeH and CNA-GR

(
J{

A 4

IR-high CAR-T eligibility
Remaining patients CASSIOPEIA
Including - NCI HR at Dx and
MRD-analysis failures TP2 MRD 20.01% and
Genetic analysis failures - no M3 BM d29

- no MRD 25% TP2

- no hypodiploid <44




Le pc de la MRD dépend de la génétique

Table 11. — Final optimum thresholds for each genetic subgroup examined.

Induction

Genetic Optimum Optimum MRD Number (%) | Risk of relapse at 5
Subgroup™ MRD time threshold cases years % (95% CI)
point
ETVE- post- <0.1% 648 (84) 3.6(2.3-5.7)
RUNX1 induction
=0.1% 122 (16) 13.3 (7.7-22.5)
High post- <0.03% 570 (61) 5.5 (3.7-8.0)
hyperdiploidy | induction
20.03% 369 (39) 11.3 (8.3-15.9)
B-other post- <0.01% 302 (38) 7.3(4.6-11.5)
induction
=0.01% 488 (62) 18.0 (14.4-22.4)
CNA GR post- <0.05% 332 (77) 2.0(0.9-4.5)
Profile ™~ induction
=0.05% 97 (23) 11.8 (6.7-20.3)
CNA PR post- <0.05% 131 (47) 4.2 (1.8-9.9)
Profile ** induction
20.05% 151 (54) 16.8 (11.4-24.3)
IKZF1 post- <0.01% 50 (37) 7.2(2.3-20.7)
deletion™ induction
20.01% 85 (63) 23.0 (15.1-34.2)
T-ALL post- Undetectable 47 (47) 4.3(1.1-16.0)
consolidation | (0%)
Detectable (=0%) | 53 (53) 12.7 (5.9-26.5)

SR l,
MRD not detectable TP1 = undetecta 5% . .
No CNS3/TLP+ = |MRD TP1|==» | HR | Consolidation 1
Mo HR-genetics oo
(No ABL-class fusions) S 29 Jy
Testicular CR at TP1 e
& MRD d50
A _C_,"?'D - Interruptions
- Suspicion of poor respons
/ All 216 & no CAR-T option
. . Continued
Consolidation 1 Consolidation 1 20.5%
(MRD TP2)
MRD TP2 HR-blocks
IR-Low
<16 years old
Mo CMS3/TLP+ with 25 WBC
(Mo ABL-class fusion)
TP1-MRD
<0.1% (ETV-RLINX1)
<0.03% (HeH)
<0.05% if no ETVE/RUNX1 or
HeH and CNA-GR
\ 4
IR-high CAR-T eligibility
Remaining patients CASSIOPEIA
Including - MCI HR at Dx and
MRD-analysis failures TP2 MRD 20.01% and
Genetic analysis failures ~ne M3 BM d29
-no MRD 25% TP2
- no hypodiploid <44




Stratification des LAL: vraie vie

Délai rendu MRD D29 et stratification

Délai de 7 jours pour les patients qui sont potentiellement SR

Ne concerne pas les patients : HR genetics, SNC3, TLP+, >16 ans, LAL-T qui seront IR ou HR

SR Consolidation |
Week 5 & 7 ] 9 10

oo L[]

]
i
B

A0 AR AT a | A5 |06 AT |88 | 4% 50 | S| 52 )53 | 0|55 |56 ST |58 | 5960 |6 | 62 |63 |68 | 65 |66 | 6T | 68| & | M

Deéxa

VCR 1.5 mg/m? Si MRD Ig-TCR non disponible et MRD CMF est

6-MP 60 mg/m’ indétectable = patient potentiellement SR
ARA-C 75 mg/m’
W i s orling b age

BM X

* Option 1: attendre qq jours

o e * Option 2 : commencer SR et rattraper
-Low Consolidation 1 . . .
" - : = 0 & Endoxan et PL des que possible si MRD Ig-

’
F5 {36437 BR{ AT |ADPAT A7 | AT pAaLA5 (AERAT| AR LRI SIS I5FI 53] SAL 55| 5657 | SR [SOQE0]61 (62 67 |64 |65 66| 6T GRY 6O T0) 1| 72| 73| 74|75 TE 77 TCR detectable

Week 5
D‘Y .""lli.l'.-‘ﬂll.ilﬂ M
Dexa

VCR 1.5 mg/m*
6-MP 60 mg/m’®
ARA-C 75 mg/m’
CPM, 1000 mg/m’
Mtx it according to age

BM X

MW ALL
“1"~ Together



Stratification des LAL: vraie vie

Critéres Consolidation n°2 et 3

5R Consolidation 2

Week 11 12 13 14 15 16 17
I Y O L |
"

13.9.3.1 Starting criteria

The patient should be in good clinical condition and free of serious infection.

Before the start of of the phase:

- WBC should be >1.5x10%L or Si début phase consolidation n°2

- ANC 20.5x10%L and .

- platelets >50x10%L and rising. avec PNN a 300/mm3, peu de
chances d’avoir les critéres pour le

Each dose of HD-MTX can be given, when: 18" MTXHD....

- ANC is >0.5x10%L and o

- platelets are >50x10%L and rising and Mieux vaut attendre que les PNN

- renal Tﬂﬂg?" EhDUthEISUm:al a"dd 10 x the ULN soient vraiment >500/mm3 pour

- aminotransferases should not exceed >10 x the . .

- Patients should be free of significant infection, diarrhoea, mucositis and effusions debuter la conso 2 et 3

(second compartments). -

ANz ALL
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Asparaginase dans le protocole ALLTogether-1

# PEG-Asparaginase : 1500 Ul/m 2 (tous les bras, pour patients <16 ans), 1000 Ul/m? pour les
patients >=16 ans

» »
Induction

L EEE

P
PR

Intensification
retard.

Intensﬂ' catlon
retard.

Intensification
retard.

Nombre total de
doses

Maintenance

/]

2

Conso 2 > Maintenance > 5
Conso 3 > Maintenance > 8
Conso 2 Maintenance > 10



PEGASPA

Critéres pour injection de PEG-Asparaginase

Criteres A2G pour l'administration de la PEG-Asparaginase

Before each administration of PEG-Asp total bilicubin should be < 2 x upper limit of pormal (ULN) for

patients <25 at diagnosis and < 2 x ULN for patients 225 years at diagnosis. Individual assessment for
patients with congenital haemolysis.

In addition, there should also be a glinical assessment without signs of pancreatitis, severe hepatic
loxicity or thrombosis. However, PEG-Asp therapy may be continued after a previous thrombotic
event if adequate anticoagulation has been instituted and the patient is assessed as stable and fit for

Pas d’adaptation de ces critéres en France
* Plutét prendre en compte la Bilirubine conjugée que libre (hémolyse, M de Gilbert)
* Ne pas hésiter a faire un dosage de lipase, écho abdo au moindre doute sur la possibilité d’'une pancréatite

* L'hypofibrinogénémie n’entraine pas ou peu de signes hémorragiques

MW ALL
“1"~ Together



Recommandations actuelles : prémédication

Recommandation protocole ALLTogether-1 : m TIMING

 PEG-Asparaginase Hydrocortisone hemisuccinate (IV) 30 minutes before PEG infusion

* Administration sur 1h, IV
* Prémédication systématique Anti-H1 (IV) 30 minutes before PEG infusion

Recommandation pour la France : m TIMING

* PEG-Asparaginase Montelukast (PO) at H-3 or H-2 before PEG infusion

* Administration sur 2h, IV

* Prémédication systématique Hydrocortisone hemisuccinate (IV) 30 minutes before PEG infusion
Dexchlopheniramine (IV) 30 minutes before PEG infusion

(POLARAMINE®)

Paracetamol (IV) 30 minutes before PEG infusion

Prémédication systématique identique au CAALL-FO1 avant chaque PEG-Asparaginase

38|
3% Together o Jite



PEGASPA

Allergie a la PEG-Asparaginase

))

. i 31 i = 9 . C L, . ..
Allergies a I’Asparaginase = autour de 25% Risque hyperammoniémie avec erwiniase

* Faible impact de la prémédication Erwiniase en 4h

En IM (en 2 sites)

Mz ALL Benzoate de na
“1"~ Together
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TDM Asparaginase : résultats et adaptation en temps réel

Induction Consogdatlon IR Total
SR D11 . D78 .
D18 résiduel D85 résiduel
D32 D99
L. D11 D85 résiduel
* Prélevements IRLOW | 6 residuel  |Do2
MINIMUM D32 D106
* Préléevements _ DAL
OPTIONNELS D11 D85 résiduel résiduel 9
IR high |D18 résiduel D92 D148
D32 D106 D155
D120 résiduel D162
D127 résiduel
D169
Al: D13 11
D11 B1: D14 D316
HR D18 résiduel Ci1: D14 D323
D32 A2: D13 D330
B2: D14
C2:D14

-> Envoyé a RDB via le circuit du soin courant
Une copie de la fiche de prélévement sera conservée dans le classeur investigateur du service.




En pratique : TDM Aspa dans le protocole A2G en France

» 3 abséries par semaine suivant la disponibilité de I’automate

* Modalités d’envoi identiques a celles du CAALL FO1
o Attention aux délais d’acheminement

* Lesdélais de rendu
o Siactivité inférieure a 100 U/L ou si suspicion d’allergie, les résultats envoyés dans la journée par FAX
ou email si sécurisé
o Siactivité élevée, les résultats envoyés par email sous 48 heures.

En cas de question biologique : Pr Nicolas de Roux (nicolas.deroux@aphp.fr)

3% Together o Jite



mailto:nicolas.deroux@aphp.fr

Stratification des LAL

Patients obeses

Pas d’adaptation de doses pour les patients obéses

Sauf pour VCR max 2mg/injection, DEX max 10mg/j

Mais patients a risque de complications

Prudence pour les patients >2m2, obseses

Cf observation patient de Nice

Nz ALL
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Premiers résultats

Sur 1089 pts

Répartition des inductions

Total
n=1089*

Induction A Induction B (BCP, Induction B Induction D
NCI SR NCI HR) T-cell (Down)
n=532 n=368 n=152 n=36
Induction death 5(0.9) 6 (1.6) 0 4(11.1)
Induction RD - 2 (0.5) 2%%
CR (%) 527 (99.1) 360 (98.4) 150 (98.7) 32 (88.9)

* Autant d’inductions A que de B
* 0,5% de déces en induction
* RCen fin d’induction 98.2%

15 (1.4)
5 (0.5)
1069 (98.2)*



L

A \

)} »
) A ,
y ~
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RESULTATS

Stratification

* Induction A n'empéche pas d’avoir une MRD négative
et d’étre SR (26%)

* ABL class sont tous IRHigh. Stratégie ITK efficace
* Indications de greffe en RC1 =7.4%
* Par rapport aux prévisions

o Plus de LAL T dans les bras IR High et HR

o Plusde LALB HR

Distribution SR IR-low IR-high HR HSCT-ind
BCP
Estimated 25% 35% 37% 3% ?
Current 226/887=25% | 308/887=35% | 288/887=32% | 65/887=7% 53/887=6%
<16 218/797=27% | 308/797=39% | 235/797=29% | 36/797=5% | 24/797=3%
TYA216| 8/90-9% - 53/90=59% | 29/90=32% | 29/90=
T-cell
Estimated 0% 31% 60% 9% ?
Current 18/150=12% | 105/150=70% | 27/150=18% | 27/150=18%
<16 - 18/120=15% | 80/120=67% | 22/120=18% | 22/120=18%
A216| - S
HSCT-indication for children: 46/917=5%
HSCT-indication for TYAs: 34/120=28%
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Selon stratification du

Anomalies génétiques

. . Total SR IR-low IR-high* HR*
Genetic Abnormalities
| 1108 (100%) | 260 (100%) 364 (100%) 411 (100%) 73 (100%)

ETV6::RUNX1 241 (22%) 88 (34%) 133 (45%) 17 (4%) 3 (4%)
High hyperdiploidy (51-67 chromosomes) 345 (31%) 89 (34%) 163 (37%) 89 (22%) 4 (5%)
Low hypodiploidy (30-39 chromosomes) 12 (1%) - - 10 (2%) 2 (3%)
Near haploidy (25-29 chromosomes) 7 (1%) - - 7 (2%) -
iAMP21 24 (2%) - - 24 (6%) -
KMTZ2A rearrangement 30 (3%) - - 18 (4%) 12 (16%)
ABL-class fusion (ABL1, ABL2, CSF1R, PDGFRB) 14 (1%) - - 14 (3%) S
TCF3::HLF 1 (0.1%) - - . 1(1%)
TCF3::PBX1 37 (3%) 15 (6%) 9 (2%) 12 (3%) 1 (1%)
B-other 262 (24%) 68 (26%) 37 (10%) 131 (32%) 26 (36%)
T-other 135 (12%) - 22 (6%) 89 (22%) 24 (33%)

Notes: * IR-high = IR-high & IR-high + TKI: * HR < HR-chemo & HR-HSCT-indication
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Selon stratification du

Distribution des Copy number alterations

Copy Number Alterations

ETV6 deletion

Deletion of CDKN2A/2B

Deletion of PAX5

IKZF1 deletion

BTG1 deletion

RB1 deletion

P2RY8::CRLF2 Fusion

EBF1 deletion

UKALL CNA profile
Good risk

Poor risk

Total SR IR-low IR-high HR

(n=922) (n=250) (n=333) (n=300) (n=39)
249 (27%) 70 (28%) 108 (33%) 64 (21%) 7 (18%)
241 (26%) 78 (31%) 54 (16%) 97 (32%) 12 (31%)
187 (20%) 52 (21%) 56 (17%) 72 (24%) 7 (18%)
106 (12%) 13 (5%) 11 (3%) 73 (24%) 9 (23%)

77 (8%) 23 (9%) 24 (7%) 27 (9%) 3 (8%)

75 (8%) 18 (7%) 11 (3%) 41 (14%) 5 (13%)

34 (4%) 9 (4%) 4 (1%) 21 (7%)

22 (2%) 3 (1%) 3 (1%) 13 (4%) 3 (8%)
549 (60%) 155 (63%) 255 (78%) 123 (42%) 16 (41%)
361 (40%) 92 (37%) 74 (22%) 172 (58%) 23 (59%)




Az ALL

/I

Together

900629
900263
900349
900796
900903
900922
900942
900953
900956
901222
901376

11

23
23
13
42
17

RESULTATS

Déces en RC1 apres l'induction

Maint
F Consl
F Consl
M Cons2
F Consl
F Maint
M  Post HSCT
M Maint
F Consl
M DI

F

Consl

IR-high TKI
IR-high
IR-high
IR-low
Before RG
HR-chemo
IR-high
IR-highTKI
IR-high
IR-high
IR-high

Not protocol related

Pancreatitis, fungal infection, sepsis
HLH

Septic shock

Pancreatitis, asystole during intubation
CMV pneumonitis

Outlier, ind-tox, Blina, HSCT-infection
Not protocol related

CNS fungal infection, bleed
Sino-venous thrombosis

CNS fungal infection
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RESULTATS

Cohorte Globale

BCP versus T-cell

EFS 10,

09 T —

s

o7

o6
03

g 2-year EFS; 0.93 (+/- 0.009) -
o4 (0.88 at FU), 72 events in total

03

a2
LA}
e 7 2 3
Time from Diagnosis (years)
1089 814 314 9
EFS o
\

BCP
2-year EFS: 0.94 (+/- 0.009) -
o3 (0.88 at FU), 50 events in total
ot T-cell
; 2-year EFS: 0.83 (+/- 0.035) -
det same at FU, 22 events in total

Survie

06‘
0s

g 2-year 0S: 0.96 (+/- 0.007) -
04/ (0.95 at FU), 40 deaths in total

1 2 3
Time f Di sis (. )
1089 828 324 S

0S 1%
) \_____
0s

07

L BCP

05 2-year 05: 0.97 (+/- 0.007) -

the same at FU, 27 deaths in total
T-cell

03 2-year 0S: 0.90 (+/- 0.028) -

0.875 +/- 0.038 at FU, 13 deaths in total

LR}

02 02
[ A] LA}
L =
u° 1 2 3 “o 1 2 3
Time from Diagnosis (years) Time from Diagnosis (years)
937 713 274 7 937 717 283 7
152 101 40 2 152 11 43 2
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Selon Stratification des LAL

Survie dans les différents bras de traitement

EFS

0s

0s

07

06

05

04

03

0.1

SR

2-year DFS: 0.99 (+/- 0.007) — 4 events total
IR-low

2-year DFS: 0.98 (+/- 0.01) — 4 events total
IR-high

2-year DFS: 0.91 (+/- 0.02) — 29 events total
HR (chemo+HSCT)

2-year DFS: 0.83 (+/-0.04), 13 events total

1 2 3

Time from Diagnosis (years)

0S 10
0.9
0.8

0.7

0.6
g 0.5
04

03
02
01

0.0

e

SR

2-year DFS: 1.0 — 1 death total

IR-low

2-year DFS: 0.99 (+/- 0.01) — 1 death total
IR-high

2-year DFS: 0.97 (+/- 0.01) — 11 deaths total
HR (chemo+HSCT)

2-year DFS: 0.86 (+/-0.05), 8 deaths total




Remarques

ANz ALL
“1"~ Together



Questionnaire qualité de vie (protocole p130)

SCHEDULE 9_ALLTogetherl - Survey collections
Completion of EQ5D
g - 2 o 2
c - =
6 ° £ =
& s - t E o = =
Po|Es | F [ EEE |8 | B %
5 | $ER | Sz | 3:23% | Eg | sf | sE
= 2 o F e af 2 Ewpl El— = ek
Sa 3Ea| %o €=k q a Y- -
= N W 2w @ g - 3w 2w E w0
28 | s2d | £8S | ESEg | =28 | 8 | :¢8
2 2 S 5 S22 % 5 g
- ° % 2 S8 s y: o~
° @ R o -
* £ § & w
3 % - s
Phase/Timepoint n @ Q
EQ5D Form X X X x? X X X
Foot notes to Schedule 9
1. R1 and R2
2. R3 patients
EQSD TIME POINTS
TP1: As soon as a patient hasbeen registered, during the first week ofinduction therapy (all groups)
TP2: At the end of consolidation 2 therapy (before start Dl and/or R1/R2)
TP3: At day 1 of the maintenance or InO therapy
TP4%: After InO therapy or corresponding timepoint for patients in R3 standard/TEAM arm
TPS5: End of treatment (EOT)
TP6: 6 months after EOT
TP7:12 months after EOT

ANz ALL ASSISTANCE Q HOPITAUX
Together PUBLIQUE DE PARIS




Questionnaire qualité de vie: Modalités

Transférer mail au
patient/parent

Email envoyé au TEC
(via mail générique

Rentrer une adresse mail
générique dans Castor lors de >
ou transfert)

I'inclusion
EX: ALLTogether_rdb@aphp.fr

Don.nées Via le lien dans le mail, patient
automatiquement < compléte le questionnaire
rentrées dans Castor
| 52
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Q Consentements A2G

Leucémie Aigiie
Lymphoblastique*

)

LAL avec

[ Risque standard (SR) |
4.<[ Risque Intermédiaire (IR)

[ Haut Risque (HR)
k

]

Chimiothéraple S ] Randomisation 1

Randomisation 2

*_,[
S

[ Chimiothérapie + greffe ]

Chimiothérapie IR bas ]

Chimiothérapie IR haut ]

Randomisation 3 (R3-Ino)

Randomisation 2

Chimiothérapie IR bas ]

] Randomisation 3 (R3-TEAM)

[ Risque Intermédiaire (IR)

Chimiothérapie IR haut

[ Haut Risque (HR)

Chimiothérapie +greffe ]

«__J

[ Chimiothérapie + Imatinib

« fusion ABL »

—

Imatinib

* ( Consolidation IR/HR +
L

]< IR + Imatinib

ﬁl

[ Chimiothérapie + greffe ]

Risquestandard |

Traitement SR
(SR) J

LAL-B avec
trisomie 21
constitutionnelle

Risque Intermédiaire

Haut Risque (HR)

* Pourtous les patients, note d’info dite « générale »

* Pourtous les patients éligibles, note d’info « spécifique »

Blinatumomab

(IR)/

I

) *
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Q Consentements général A2G
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Par tranches d’age

Signature des titulaires de I'autorité parentale
Mom, Prénom
Date Signature
Mom, Prénom

Date Signature

Signature du médecin
Mom, Prénom

Date

Signature

Ne pas laisser vide !! <

Signature du mineur
—
[si l'accord du mineur
n'est pas recherché, en préciser les raisons)

—

Mom, Prénom

Date Signature

Remplir la partie spécifique a la biobanque
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NEWS
STATUS
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POLICY DOGS
PIS/ICF
TMF/ISF

LAB

IMPs

COUNTRY
DOCS

SOP
AGREEMENT
MEETINGS
COMMITTEES

DATA
MANAGEMENT

EDUCATION
CONTACTS

Protocol - MAINSTUDY

Web Portal

ALLTogether1 = A Treatment study protocol of the ALLTogether Consortium for
children and young adults (0-45 years of age) with newly diagnosed acute

lymphoblastic leukaemia (ALL) Change password?

ALLTogethert PROTOCOL

PILOT and MAINSTUDY GUIDELINES OPTIONAL GUIDELINES Sub Protocols

ALLTogetherl protocol — MAIN STUDY
NOTE! PLEASE MAKE SURE THAT THE PROTOCOL VERSION YOU USE HAS CA/EC APPROVAL IN YOUR COUNTRY

AllTogetherl Master protocol v4.1 24Feb2023 CLEAN Signed.pdf

Sub studies

virginie.gandemer@chu-rennes fr member  Log out

PILOT Protocol

AllTogetherl Master Protocol v.5.0 14Apr2023 CLEAN2 SA4.pdf only to be used after SA4 has been approved in your country

Memo Transition AlLlTogether to Cassiopeia v1.0.pdf

Superseded Protocol Versions

AllTogetherl Master Protocol Final Version 1.4 09Sep2020 CLEAN.pdf

AllTogetherl Master Protocol FINAL v.3.0 24Nov2020 CLEAN2-signed.pdf

AllTogetherl Clinical Trial Protocol Final Version 1.3 CLEAN.pdf

AlLlLTogetherd Master Protocol Final v.3.2 13MayCLEAN-signed.pdf

AllTogetherl Master Protocol Final v.2.2 095ep2020 CLEAN.pdf

AlLlTogetherl Master Protocol Final v.3.1 19March2021 CLEAN1 - Corrected year.pdf
AllTogetherd MP Final v.3.2.1 24May2021CILEAN-signed.pdf

AllTogetherl Master Protocol Final v.2.3 19March2021 CLEAN-signed NP and MH.pdf
AlLlLTogetherd Master Protocol Final v.3.3 01SEP2021 CLEAN Signed by sponsor.pdf

NTF AlLLTogetherl corr USM#4 UK 12thAUGUST2021-signed RESIGNED 01SEP2021.pdf
NTF AllTogetherd 1JUNE21 Corrections MP v.3.2.1 24MAY2021-signed RESIGNED Q1SEP2021.pdf
AllTogetherl Master protocol v4.0 010CT CLEAN SIGNED bookmarks.pdf
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ALLTogethert FROTOCOL

Protocol - MAINSTUDY PILOT and MAINSTUDY GUIDELINES OPTIONAL GUIDELIMNES Sub Protocols Sub studies PILOT Protocol

OPTIONAL GUIDELINES

AlLlTogether A2G Glucarpidase guidelines FINAL Version 1.2 21FEB2022.pdf
AllTogether Steroid Toxicity Guidelines FINAL Version 1.0 05AUG19.pdf

Supportive care recommendation Asparaginase vi 30-10-2021[1].pdf
AllTogether SOS VOD Guidelines FINAL Version 1.0 05AUG19.pdf
AlLlTogether Anthracycline Toxicity Guidelines FINAL Version 1.0 05AUG19.pdf
TLS AlLlTogether Guidelines FINAL v.1.1 01Jun2020.pdf

AllTogether Pancreatitis FINAL Version 1.0 05AUG19.pdf

AllTogether Thrombosis Guidelines FINAL Version 1.0 05AUG19.pdf

A2G Maintenance therapy Guidelines v.2.0 May 2020.pdf

AllTogether Osteonecrosis bone mineral density and fractures Guidelines FINAL Version 1.0 05AUG19.pdf

AllTogether Vincristine Toxicity Guidelines FINAL Version 1.0 05AUG19.pdf

AllTogether Neuroxicity Guidelines FINAL Version 1.0 05AUG19.pdf

HR BCP-ALL alternative treatment interventions v.1.0 14Apr2023 SA4.pdf only to be used after SA4 has been approved in your country
AllTogether HDMTX Guidelines Version 2,1 FINAL 26Sep2023.pdf
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Merci pour votre attention
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