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DICHIARAZIONE
NOME COGNOME

Come da nuova regolamentazione della Commissione Nazionale per la Formazione Continua del Ministero della Salute, & richiesta la
trasparenza delle fonti di finanziamento e dei rapporti con soggetti portatori di interessi commerciali in campo sanitario.

e Posizione di dipendente in aziende con interessi commerciali in campo sanitario: NIENTE DA DICHIARARE

e Consulenza ad aziende con interessi commerciali in campo sanitario: Novartis, Astellas, Jazz Pharmaceuticals, Astra-Zeneca,
Janssen, Medac, Pfizer, Amgen, Servier, BMS, Abbvie, Gilead, Kyte-Gilead,

e Fondi per la ricerca da aziende con interessi commerciali in campo sanitario: Jazz Pharamaceuticals

e Partecipazione ad Advisory Board Novartis, Astellas, Jazz Pharmaceuticals, Astra-Zeneca, Pfizer, Servier, Gilead, Kyte-Gilead

eTitolarieta di brevetti in compartecipazione ad aziende con interessi commerciali in campo sanitario: NIENTE DA DICHIARARE

e Partecipazioni azionarie in aziende con interessi commerciali in campo sanitario: NIENTE DA DICHIARARE

e Altro: NIENTE DA DICHIARARE
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AML

« Conventional chemotherapy

— DNR 60 mg vs 90 mg

— Ven plus FLA-Ida front-line

— FLA-Ida vs CPX-351 in specific genetic signatures
* Ven plus HMA as a backbone for triplets

— Plus sabatolimab, magrolimab, siremadlin, etc.........

 Role of MRD

— Efficacy of new iCHT combination
— Discontinuation therapy for less intensive approaches
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Safety run-in Cohort 1

Key inclusion criteria FLAI + VEN 400 mg

*  ELNrisk int or high (6 pts)

¢ 218 age<65years

* ECOG=2

«  Non M3-AML l Interim -
safety

Key exclusion criteria

* No antecedent
MPN or MDS FLAI + VEN 600 mg
within 6 months (6 pts)

Safety run-in Cohort 2

Phase |

Conclusions:

Part 1 Cohort 1

FLAI + VEN 400 mg

I Part 1 Cohort 2
FLAI + VEN 600 mg
(23 pts)

(22 pts)

Interim -

efficacy

Milano, 2-3-4 Febbraio 2023

v V-FLAI allows high CR rates

v' Projected 1-year OS and DFS > 75%

v’ Safety profile is manageable

v’ Study extension warranted

Phase Il

Propensity score matching

CCR
“34+7 like”
sD/
PR
MRD-

74% CCR
MRD-
48.4%

AML1718

Piciocchi A, ASH 2022 abstr n. 59
Marconi G, ASH 2022 abstrn. 710

p =.019 for CCR
p = .009 for MRD-

AML1310
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of L T Time to explore discontinuation?

MRD < 103
therapy discontinuation,

Probabdiity of No Event
o
-

0.2+
serial MRD monitoring,
n. ¥ v o g T - LA . 4 . 2 T v L e LA T . 2 T v v .
0 3 (] ] 12 15 11 21 4 27T W N M BV &2 s 8 mn 54 . restart therapy lf MRDI
Months L
MRD by Flow
AZA-VEN ——

Patlonts at Risk After 12 courses R
VereA, MRD > 103
RO Sqpa 9 91 85 TS 6 82 & & 7 3 N W B T W T 2 1 0 therapy continuation

Median OS for MRD <10-3: 34.2 mos Wei A, trial proposal

Median OS for MRD >103: 18.7 mos
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3 MRD
Flow/qPCR/NGS
Post-immunotherapy: qPCR/NGS
Risk stratification:

Blinatumomab
AlloHSCT
Surrogate marker ?

1 DIAGNOSIS
Ph-positive (5-20%)
Ph-like (25-30%)

Other high-risk subgroups
Low hypodiploidy
KMT2A(MLL)-r
MEF2D-r
iAMP21
TCF3:HLF

|

&

Y,
D\ 4 ) COMPREHENSIVE CARE

4?’% ;
s = Psychosocial support
= Fertility program
= Education/back to work
= Survivorship

2 TREATMENT

, = |nclusionin trials
,,,a% = Pediatric-inspired backbone
* Rituximab if CD20+*
= TKI if ABL-class*
Blinatumomab:

AYA with ALL 7"
ROADMAP ’ oo

New approaches™:
Inotuzumah ozogamicin
JAK2i (JAK-STAT+)
CART if MRDhigh

Boissel N, Hematolo

Am Soc Hematol Educ Program, 2022
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= Addition of blinatumomab at consolidation 2 for high-risk patients or as bridge to transplant
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High-Risk Patients

Blinatumomab

= From Wk 12, as part of chemotherapy
backbone

= 5 cycles: 2 in consolidation and 3 in

Patients Eligible for alloHSCT (VHR)
Blinatumomab

= Administered continuously as G RAALL'ZO 14/B Tria I

bridge to transplant i
= >4-wk exposure to blinatumomab Boissel N; ASH 2022; abstr no. 211
before HSCT

maintenance
= 28 mg/day continuous IV infusion

Blinatumomab Blinatumomab

for 4 wk

— Consolidation 2 |md Del_ayed_ Consolidation 3
Intensification

Stratified by age (< or »55 yr), CD20 status, rituximab use,
HSCT intent, MRD at randomization

H Consolidation Maintenance
Inducti Intensificati ' Blinatumomab +
nduction ntensification _
Patients aged 30-70 Chemotherapy* ECOG-ACRIN E1910
yr with newly BFM-type regimen® RSN HD-MTX + MRD- (n=112) Litzow. ASH 2022. Abstr LBA1
diagnosed BCR::ABL1=> (N = 488) — PEG-ASP n=224)
negative (n=333) Chemotherapy §
B-ALL (n=112)
(N = 488)

MRD™I
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«Accademia» Phase 3 Trial

Ph- B-ALL, age 18-55 Y (N=450)
International investigator-initiated trial (sponsor: GIMEMA)

Randomisation (1:1) to induction/consolidation with or w/o SC Blinatumomab
(replacing SOC elements)

National SOC (by ALL Group)
=  GIMEMA, HOVON, NCRI (UK), PETHEMA

Risk-oriented chemo or Allo-SCT design
Homogeneous risk stratification (EWALL [UKALL] Prognostic Index)
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Risk modeling and

Induction 1-2 Early Consolidation Risk-Oriented Therapy
No CR (off stud a
e (8] s | o
. . —
+ Pre/IND1 = Blinal "’ «+ CONS1 + - Blina2 =
- — 3 E : Allogeneic SCT
sereening .% a.s.a.p. (interim protocol therapy)
Enrol t N . . . . '
FI\:‘L;:ZI; £ 11 . ;": Dcf L;‘:\::E;;mn'; ®* MRD3, and Q3 mos. until end of treatment
Strata* 'g :
S : : a.5.a.p. (interim protocol therapy)
oc

*Age <vs>40y,

WBC < vs > 30 x10%/1, ¢ HR: Allogeneic SCT

N-SOC ' Pre/IND1 = IND2 T CONS1 =—» CONS2

No CR (off sy c3 | ca|cs | ce

D | G | G | S v
> > >

Approx. 10 weeks 10 weeks 12 weeks 24 mos. (Maint.)

EWALL,,, prognostic index (standard- and high-risk)

Primary * Primary EFS

MRD, CR (C2) vs relapse,

IND/CONS | |nduction/consolidation cycle (N-SOC) MRD relapse (107), death
Blina/B SC Blinatumomab cycle Secondary : 2:

+ CMR

+ RFS

* MRD RFS

¢ CIR

e Standard EFS

e SCT

»  Toxicity

* Qol




N-SOC therapy:

denotes SC
blinatumomab
course in
blinatumomab
ARM;
{} denotes
medicated LP
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«Accademia» Phase 3 Trial

Induction 1-2 Early Consolidation Risk-Oriented Therapy

GIMEMA oY HD3 Maint.
Tt Tt

1 f T ﬁ T 1 x Totm=18
Cons Int
HOVON i
mE - ﬁﬂ# v
f i) i) 1} x12 TotIT=23
HD- Lizzidn Cons j{Cons JiCons
NCRIAALL [h]3% - ! | > i
-@ e ﬁ : T
ﬂ ﬁ ﬁ ) ﬂ x8 over 2 years TotIT=17
Ind2 c1 Re- -
PETHEMA Ind1l [ o GGy G4l GE > Maint. Tot IT = 16-17
)
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