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AML heterogeneity
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Senescence and authophagy
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Inhibit mechanisms of clonal excape

i B A ROMAGNA o Pekunar, Nat Rev Clin Onc 2022




Act on cell cycle
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Biological therapies

Fusion Protein
(Tagraxofusp)

Venetoclax

ADC
(IMNG632)

SERVIZIO SANITARIO REGIONALE Ro'\bﬂ%;jil_%l)\ G. Ciotti, EXp Op Biol. Ther. , 2022
25 Istituto Romagnolo per lo Studio dei Tumori “Dino Amadori” DEI @R

111 stituto di Ricovero e Cura a Carattere Scientifico DIN@ AMADORI




Track subclonal disease
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AML have different metabolism
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Senolytic drugs arrest cell cycle
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Senolytic drugs cause metabolic cell crysis
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Venetoclax in addition to HMA, R/R AML
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Immunological effect of bcl2 inhibitors
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Inihibit FLT3
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Gilteritinib for R/R FLT3+ AML

1005 Median OS (95% Cl) Gilteritinib
— Gilteritinib 120 mg/day 9.3 months (7.7, 10.7) .
— Salvage chemotherapy 5.6 months (4.7, 7.3)
g | + Censored CR/CRh n=52/247)
- HR=0.637 (95% ClI: 0.490, 0.830); P=0.0007 /
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Patients at Risk (n) Time (Months) ' .
Gilteritinib 120 mg/day 247 206 157 106 64 44 31 14 11 4 1 0 0 Median DoR: NE
Salvage chemotherapy 124 84 52 29 13 12 8 7 5 3 1 0 0
Gilteritinib (n=247) Salvage Chemotherapy
37% (95% CI: 31, 17% (95% CI: 10, 25)
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Menin inhibitors are a new promising target
therapy

«  NPMI-m and KMT2A-r drive overexpression of HOXA9/MEIST genes, critical for transformation to AML
«  KMT2A(MLL) sits upstream from major AML targets (i.e., FLT3, IDH1/2, DNMT3A)

«  KMT2A(MLL)-dependent genes conftribute to therapeutic resistance and relapse to current therapies
« Menin inhibition downregulates HOXA9/MEIS1, leading to differentiation of leukemic blasts

NPMI1cC IGF1 Proliferation
/ genes
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smmrsud. KDMS5B genes

IDH1/2* > 2-HG * Mutations in AML are loss of function

KMI2A = lysine [K]-specific methyltrarsterase 2: MEIS] = meis homeobox 1: MLL.mxed iineage leuiemic: NPMl.c = cytoplasmic locaization of nuclkeophosmin.1 4

1. Lu et ol. Cancer Cell 2016:30(1):92-107: 2. Fewreira et al. Oncogene 2016:35(23):3079-82: 3. Jecng ef al. Not. Gene! 2014:46(1):17-23: 4. Wang et cl. Biood 2005:108(1):254-64: 5. Chowchury el ol. EMBO Rep 2011:12(5):463-%: 6. Schmict
et al. Laukemio 2019:33(7):1608-19: 7. Xu et al. Cancer Cell 2016:30[6):863-78: 8. Coliins & Hess. Curr Opin Hemaoto! 20156:23(4):352-61: 9. Brunetti et ol. Concer Ceal 2018: 343):499-812.
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Response to -menib
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Ziftomenib Active Against Known Menin Gatekeeper Mutations

« No major conformational changes observed in Menin™*Mvs, wild-type (WT) protein
« M327 and Y324 side chains adopt new conformations in Menin™4M but do not affect ziftomenib binding

« Binding affinity of zifftomenib is reduced for MeninM3?/! but unaffected for Menin'347M

« Per Armstrong lab’, zifftomenib also retains activity against Menin©331R

« Ziftomenib retains activity against 2 of 3 known MENT mutant loci

Crystal structure of zifomenib binding fo menin Inhibitory activity of ziftomenib
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Pemer et al, Abstract #3457 presented at AACR April 14-19, 2023, Oriando, FL,
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ALE1002

Ph1lb Exploratory Study: INJ75276617 as Backbone Therapy in KMT2A/NPM1 altered AML

Arm A:
NPM1/KMT2A altered R/R AML
Arm B:
Cohort A1 Cohort A2 Newly diagnosed and chemo
INJ6617+Aza “ineligible NPM1/KMT2A altered AML

\_) Cohort A3 J
INJ6617+Ven+Aza

Total N=~150

Arm C:

Newly diagnosed and chemo eligible
Cohort B1 — NPM1I/KMT2A altered AMC——
INJ6617+Ven+Aza
Cohort C1
INJ6617+'7+3'

Cohort-specific Dose Expansions:

<€

Approximately 20 pts each

Aza = azacitidine; Ven = venetoclax;
7+3= cytarabine + anthracycline (daunorubicin or idarubicin)
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Broad activity for the pivekimab sunirine (PVEK, IMGN632), azacitidine, and venetoclax
triplet in high-risk patients with relapsed/refractory and frontline acute myeloid
leukemia (AML)

TRIPLET regimen PVEK 15 mcg/kg IV
(3 variable escalation)

-PVEK 15 OR 45 mcg/kg on day 7

-AZA 50 OR 75 mg/m?* IV/SQ on days 1-7 AZA 50 mg/m? AZA 50 mg/m?> W AZA 75 mg/m?

-VEN 400 mg PO for 8 OR 14 OR 21 days VEN 8 days VEN 14 days VEN 21 days
in a 28-day cycle VEX:] N=6 N=12

PVEK 45 mcg/kg IV

‘_1 | ]| RP2D

AZA 50 mg/m? AZA 50 mg/m? AZA 75 mg/m?

VEN 8 days VEN 14 days VEN 14 days
N=38 N =20 N =37
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R/R AML Patient Characteristics (N=91)

Demographics

Age Median (range), years 67 (25-83)
2 65y 57% (52)
Gender Male:Female 1.8:1

AML Disease Characteristics

History/Type of AML De Novo 74% (67)
Secondary 26% (24)
ELN 2017 risk Intermediate 24% (22)
Adverse 53% (48)
Not Determined/Missing 22% (20)
Key Molecular Features
FLT3 Mutant 14% (13)
TP53 Mutant 18% (16)
RUNX1 Mutant 20% (18)
Prior Therapies
Prior Lines of Treatment 2+ 53% (48)
Previous Treatment First Relapse 35% (32)
Primary Refractory 35% (32)
Prior SCT 25% (23)
Prior VEN 48% (44) All values are % (N), unless noted
otherwise
E :fnﬁm%!gosaxgﬁzlo REGIONALE Rof\l/\SAg(é;IJ\lTLgL oo ASC02023
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Anti-Leukemic Activity in R/R AML ITT Population

100 _
80 |
60 |
40 | Medi .
*Median time to CCR was 1.1
months (range 0.5-6.5)
2 20 - «Median duration of CCR was
E; 7.7 months (range 0.3-15.6
o 0 months)
§ *Of MRD-evaluable
o 20 responders, 8 (32%) achieved
% MRD-negativity”
5§ -40 *24% of responders (10/41)
R proceeded to SCT
2 60 _
(a8}
e
g -80
= Non-responders
®© .
Responders (CR/CRh/CRp/CRi/MLFS
S 100 | | p ( p )
Note: 15 patients are not represented on the plot due to missing bone marrow data: 10 had clinical disease progression; 3 died without an
assessment; 2 were otherwise unevaluable
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RVU120 is a first-in-class CDK8/19 inhibitor currently in clinical development.

CDK8/19 mediator promotes AML growth

Viability of tumor cells
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Lineage Commitment
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Transcriptional reprogramming with tamibaroten

In cells that overexpress RARA, tamibarotene induces transcription of RARa
target genes and restores myeloid differentiation

Retinoic Nyelold
Retinoic Acid r e Maturation
Receptor Alpha \s Acid | >
Normal RARA expression; Retinoic Acid binding to Boka
RARa receptor modulates healthy myeloid | | | | | | | | — 0 ety Difrentated
maturation
Myeloid
Maturation

% S
7
™ O |
RARA overexpression leads to unliganded RARa | | | | | | | | l | . Undifierentsted Cels
and inhibition of the myeloid gene program FHSEIRESE

Tamibarotene Myeloid

o @ o Maturation %
7

RARd RARa RARa |
m I | 0 Differentiated
Myeloid Cells

of target genes to restore myeloid signaling and drive

Tamibarotene binds to RARa and induces expression |
myeloid differentiation
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STING agonist

Cancer cell

Immune cells
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STING agonist

. STING activation
LAP deficient BMM Minimal host type | Production of type |
IFN production IFN and other cytokines

e

AML
progression

Immature dendritic cell Mature dendritic cell
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Deletion of AML Activation of AML
antigen-specific T cells antigen-specific T cells

Poor survival Enhanced survival
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A phase Il study of vibecotamab, a CD3-CD123 bispecific T-cell engaging antibody, for MRD-positive AML and MDS after
hypomethylating agent failure.

XmADb® bispecific antibodies XmADb® 2+1 bispecific antibody

anti-CD123 anti-ICOS anti-STEAP1

anti-CD3 anti-PD-1 anti-STEAP1

anti-CD3

XmAb®
bispecific Fc
domain

vibecotamab XmAb23104 AMG 509
(Amgen)

To date, 13 patients have been enrolled (7 in the AML MRD cohort and 6 in the MDS/CMML cohort
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A first-in-human study of CD123 NK cell englager SAR443579 in relapsed or refractory
acute myeloid leukemia, B-cell acute lymphoblastic leukemia, or high-risk myelodysplasia.

NK CELL ANKET CANCER CELL

Foy
L NKp46 * anti-NKpd6 Anti-TAg TAg
IL-2v
NKG2D NKp46 CD16 IL-2RB IL-2Ry
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* NK cell activation + * NK cell activation +++
« cytotoxicity « cytotoxicity
*cytokines and chemokines
In DLs with a highest dose of 1000 pg/kg QW, 3/8 (37.5%) @ )
patients achieved a CR (2 CR/1 CRi).
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Tackling MRD+ (NPM1)
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Room for improvement
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IMPACT-AML cohoperative network

oss?

EuroBIoodNé?"?: ELN Foundation

European m LeukemiaNet
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Up to 22.000px/y in Europe
Registration of all R/R Patients
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RPCT

Randomized Pragmatic Clinical Trial:

Low intensity therapy vs High intensity standard Chemotherapy

OBJ: Is it beneficial to use low intensity therapy as a rescue?
1st/2nd relapse/refractory, no previous HSCT will be the primary cohort

. Online based
IC (via STREAM) centralized

-+ Patient has R/R AML random
« Patient could be

indifferently candidate low

intensity therapy or high

dose CHT in the opinion of

Low intensive therapy

physician *
No alternative optimal
strategy

High intensive therapy

personal

111333111 SERVIZIO SANITARIO REGIONALE ISTITUT@®
icesssesi EMILIA-ROMAGNA ROMAGN®L
iss3ss:: PER L® STUDIO
seesos” *: Istituto Romagnolo per lo Studio dei Tumori “Dino Amadori” DEI TUM®RI

111222111 Istituto di Ricovero e Cura a Carattere Scientifico DIN® AMADORI



The best path

long term survival
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