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AGENDA
1)TERAPIA DI PRIMA LINEA-FIT (ABS 218, 57, 60, 55, 214, 215)
2)TERAPIA DI PRIMA LINEA-UNFIT (ABS 2896, 2883)

3)LAM RICADUTA/REFRATTARIA e NUOVI FARMACI (ABS 211, 213,
216, 223)
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10-¥ear follow up of C10603/RATIFY: midostaurin vs placebo plus

intensi h th f ly di d FLT3-mutant
intensive c errlo erapy. or newly .lagnose mutan ABS N°218-ORAL
acute myeloid leukemia (AML) patients 18-59 years old

Richard M Stone, MD', Jun Yin?’, Sumithra J Mandrekar, PhD*', Axel Benner*’, Maral Saadati*’, llene Galinsky, MSN, ANP-C’,
Ben L. Sanford, MS*", Rebecca Teske®’, Susan M. Geyer, PhD’, Thomas Prior, PhD*, Sergio Amadori, MD?, Frederick R.
Appelbaum, MD'?, Joseph Brandwein, MD'!, Konstanze Déhner, MD'?, Gerhard Ehninger, M.D."?, Arnold Ganser, MD'4,

Rebecca B. Klisovic, MD'®, Jiirgen Krauter'®", Guido Marcucci, MD'/, Bruno Medeiros, MD'¢, Dietger W. Niederwieser, MD'?,

Miguel A. Sanz, MD, PhD?°, Richard F Schlenk?'", Hubert Serve, MD?2, Jorge Sierra, MD??, Martin S. Tallman, MD?4, Andrew H.
Wei, MBBS, PhD?*, Theo J.M. de Witte, MD, PhD?%, Christian Thiede, MD?/, Hartmut D6hner, MD'2? and Richard A. Larson, MD%¢

"Department of Medical Oncology, Dana- arber Cancer Institute, Boston, MA, “HL Moftitt Cancer Center, Tampe, L, *Mayo Clnic, Alhance Stabstics and Data Manageme senter, Rochester, MN, *Dvision of
RBiostatistics, German Cancer Research Center (DKF7), Hexdeberg, Germany; *Duke Cancer Institute, Durham. NC; *Mayo Clinic, Rochester, MN: “Alliance Statistics and Data Management Center, Mayo
Clinc, Rochester, MN. SJohnson and Johnson, pnnceton, NJ, *Tor Vergata Polychime Hospital Rome, Rome, ITA, 1

Chnical Research Division, Fred Hulchinson Cancer Center, Sealttie, WA, *'Department of
Medicine, University of Albesta, Fdmonton, AB, Canada. “Department of Intarnal Medicine 11, University Hospital of Ulm_ Ulm. Germany, “Department of Internal Madicine 1, |
Carus, Technical Universdy Dre

nwversity Hospital Carl Gustav

jen, Dresden, DEU, “Department of Hemalology, Hemoslass, Oncology and Stem Cell Transplantabion, Hannover Medical School, Hannover
Seidman Cancer Center. Clevaland, OH;, ™

Germany, “Uneversty Hospitals
Department of Hematology and Oncology, Stadfisches Klinikum Braunschweig, Braunschweig, Germany

7Gehr Family Canter for | eukemia Resaarch, City of Hope,
Duarte, CA, "ADLVie, San Franasco, "Universilaetsklinikum Lepzig Aor, Leipaig, Gernmany, *Hospital Universitanio y Politécnico La Fe, Valencia, Spain, “'Intermnal Medicine V, Hematology, Oncology and

Rheumatology, University Hosptal Holdelberg, Hexelberg. Germany, 2Goemhe-University Frankfurt, Uneverssty Hospital, Department of Medicine 1l

Hematology and Oncology, Frankfun am Main
Germany, 2Hospital Santa Creu Sant Pau, Barcelona, ESP, 2Memorial Sloan Ketlering Cancer Center, New York, NY. *Paler MacCallum Cancer Centre, Mebourne, VIC, Australia

“Department of Turm
Immunology, Radboud Institute of Molocutar Lo Sciances, Radboud unversty medical cantre, Nijmegen, NLD. ZUniversity Hospital Car Gustav Carus Tochnical University Diesden, Diasden,

Germany, “*Deapartment of Medicine, Section of Hamaltology/Oncology, The Universily of Chicago, Chicago, IL
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Patients with AML, + Midostaurin

age 18-59 vears n = 360
with FLT3
mutations
N =717
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CALGB10603 (RATIFY): Prospective Phase 3, Double-Blinded,
Randomized Study of Induction and Consolidation +/- Midostaurin

in Newly Diagnosed Patients < Age 60 With FLT3-Mutated AML

HIDAC + : :

Primary endpoint: OS
iriiction Daunorubicin
(Second cycle given based on  Cytarabine

Ryl IpREOW) Midostaurin or placebo

Consolidation Cytarabine
WIEI0 S CEies) Midostaurin or placebo
Midostaurin

Maintenance
or placebo

60 mg/m? IVP days 1-3

200 mg/m?2/day on days 1-7 via IVCI

50 mg orally twice daily on days 8-21

3 gm/m? over 3 hours every 12 hours on days 1, 3, 5

50 mg orally twice daily on days 8-21

50 mg orally twice daily
days 1-28 x 12 cycles

Stone RM, et al. N Engl J Med. 2017;377:454-464.
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0S Forest Plot (Mido vs Placebo)

0S by Arm Stratified by FLT3 . “’*g’sg: ’Z;‘“ T
100 Arm  Events/Total Median (95% CI) Time-Point KM Est (95% CI)
Midostaurn 195360 677 (330-1117) 120 436 (387-49.3%)
———  Placebo 199/357 256 (18.7-505) 120 386 (336-44.3%)
920 Stratfied Logrank P-value 0.0487 + Censor
Overall —e— 717 0.82 (0.67-1.00) 0.0488
\\
80 s
Stratified log-rank
% 704 =
% 70 p=0.0487
a \ FLT3-ITD-Low —_————f——i 341 0.85 (0.64-1.14) 0.2832
5 601
£ 50
=
o 404 FLT3-ITD-High E - ¢ 214 0.81 (0.59-1.12) 0.2043
5
& 3
204
FLT3-TKD 162 0.76 (0.47-1.22) 0.2545
104
T T T T
0 r T T T T T r T T r T T T v 0.4 0.6 0.8 1.0 1.2 14
© 10 20 30 40 S50 60 70 80 90 100 110 120 130 140 150 160 Hazard Ratio
Time Since Randomization (months) *Two-sided Score P-value
Patients-at-Risk
Micostaunn 360 269 207 Al 170 169 164 152 144 138 97 7 0 =
Placebo 357 220 163 148 140 13 12 124 18 113 7% 6 1 1 Favors M|d0 Favors Placebo

FOR CUNICAL TRIALS IN ONCOLOGY
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Event-free survival (10 y f/u)

EFS Forest Plot (Mido vs Placebo)

i Arm  Events/Total Median (95% CI)  HR (95% CI) Hazard Ratio
Midostaurn  266/360 8255114 075(067-094 Total (95% C1) P-value*
— Placebo 2847357 3001960 Reference

90 Stratfied Logrank Pvalue 0 0067 + Censer

80 H R 0 79 (0 67_0 94) Overall —_— n7 0.79 (0.67-0.94) 0.0070

m stratified log-rank p=0.0067
]
H
w 80
E FLT3-ITD-Low —_——xoT]—i N 0.85 (0.67-1.08) 0.1852
Ewn
s
§
S w
-
a

- ————— e FLT3-ITD-High ' - 214 079(0.59-1.06)  0.1128

Bem s WSS
- ety s
———
10
- FLT3-TKD 162 0.68 (0.46-1.00) 0.0460
10 20 P 4 S 6 70 8 0 100 110 120 130 140 160
Time Since Randomization (months)

Patients-at-Risk :

. Conclusions

Placebo Midostaurin Total y » < 5 <
(N=357) (N=360) (L4uUM * The EFS benefit of randomization to midostaurin vs placebo when

Treatment Failure (No CR within 60 days) 159 (44.5%) 138 (38.3%) 297 (41.4%

added to chemotherapy was maintained over time, although the
35(98%)  34(94%)  69(96%)

90(252%)  94(261%) 184 (25.7% benefit for OS was diminished, likely due in part to aging process
73(204%)  94258%)  167(233%)
— R sl : in both treatment arms.
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Venetoclax Combined with "7+3" Induction
Chemotherapy Induces High MRD-Negative
Response Rates in Newly Diagnosed AML

loannis Mantzaris, Matan Uriel, Mendel Goldfinger, Aditi Shastri, Nishi Shah, Kira Gritsman, Noah S. Kornblum, Lauren Shapiro, R.
Alejandro Sica, Anne Marie Munoz, Nicole Chambers, Aradhika Dhawan, Karen Fehn, Balda Tirone, Lamisha Shah, Shaunmonique
Clark, Mimi Kim, Chenxin Zhang, Dennis L. Cooper, Amit K. Verma, Marina Konopleva, Eric ). Feldman

Part 1 - Dose escalation (3+3)
DCO Feb 15, 2024

Induction — 7+3+Ven
<60 yrs >60 yrs
Daunorubicin 60mg/m2* Days 2-4
Cytarabine 100mg/m2 Days 2-8

D1: Ven 100mg
D2: Ven 200mg D1: Ven 100mg
D3-8: Ven 400mg | D2: Ven 200mg D1: Ven 100mg
D3-11: Ven 400mg | D2: Ven 200mg
D3-14: Ven 400mg

Consolidation — IDAC+Ven

AraC 1500mg/m2 q12h AraC 1000mg/m2 q12h
Days 1,3,5 Days 1,3,5

Ven 200mg Days 1-7

*One cohort of pts< 60yrs received Daunorubicin 90ma/m?2 + AraC and Ven x8 days

ol Key Eligibility Criteria: N\
+ Aged 18-75 years
* New diagnosis of non-APL AML or
* high-risk MDS (blasts>10% AND R
IPSS>3.5%)

Fit for intensive chemotherapy

WBC < 25,000/uL (hydroxyurea and/or
AraC cytoreduction allowed)

« Prior HMA +/- Ven therapy was allowed
\ for prior MDS

4 Objectives/Endpoints: \
Primary:

+ Safety/tolerability
Optimal Ven dose/duration RP2D

Secondary:

*  CRc* (CR+CRh+CRp+CRi) rate
MRD(-) CRc rate*
(MFC, LOD 0.02%)

* DoR

+ EFS

\+ Os /

Naonsiizl ezl Wl==3iisie)

claill=) Saci=iiz) Anpi=riczini=)
cll =ssizitolcieji=)
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ABS N°57-Oral

Baseline characteristics for all treated patients

I
(n=34)
I 59 (27-71) I

Sex, male n (%) 19 (56)
Race, n (%)

Age, yrs median (range)

white” 13 (38.2)

non-white’ 21 (61.8)
WBC, x103%ulL median 16.4 (1.2 - 343.6)
(range)
Secondary AML, n (%) 4(11.7)
Cytogenetic risk, n (%)
Favorable 5(14.7)
Intermediate 20 (58.8)
Poor 9 (26.5)

ELN 2022 risk, n (%)
Favorable 13 (38.2)
Intermediate 6 (17.7)
Poor | 15(44.1) |

8dVEN=14; 11dVEN=9; 14dVEN=11
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Induction Adverse Events

» No DLTs were observed at any Ven duration
l + _The 30- and 60-day mortality rate was 0% I

All Ven Cohorts

Non-hematologic (n=34)
TEAEs

( Median time to ANC 2500/uL: 26 \

(21-44) days

* Median time to ANC 21000/uL: 27
Any Grade Grade 23 (22-49) days

n (%) -
Febrile neutropenia 34 (100) 34 (100) ’ (’\g?déazr; S;nyesto P E00LE 20
Sepsis/bacteremia/
Infection’ e 17 (50) +  Median time to PLT 2100K/uL: 28
Mucositis, oral 6 (18) 3(9) K (22-72) days /
Neutropenic enterocolitis 8 (24) 8 (24)
Nausea/vomiting 16 (47) 0" « Median time to hematologic
Diarrhea 15 (44) 0" recovery was similar (25-29d)
AST/ALT increased 27 (79) 4 (12) across Ven dose cohorts and age

groups (<60 vs >60 yrs)
Bilirubin increased 26 (77) 2 (6)
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Treatment responses

All Patients FLT3-ITD
(n=34) (n=7)
Response n (%)
No response 5(15) - - 1(14) 3 (60)

CR 28 (82) 5 (100) 13 (100) 6 (86) 2 (40)

CRh 1(3) =
MFC-MRD-neg CR 25/29 (86) 5 (100) Conclusions
Mol-MRD-neg CR 5 (1000  JVen in combination with "7+3" induction chemotherapy was tolerable in patients deemed fit for

*3/5 of CBF and 1/9 NPM1c AML pts had with low-level MRD (<2%) after induction tha |C, up to the age Of 75 years th 00/0 30_ and 60_day monahty

H€MRD-negative responses were high across most AML genotypes
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Secondary AML

#55 Saturday 9:30AM, Priyanka Mehta et al

Randomized Comparison ofEPX-351 and FLAG-Ida in Patients with High-Risk Acute
Myeloid Leukemia (AML)/Myelodysplastic Syndrome (MDS) and MDS-Related Gene
Mutations: A Subgroup Analysis of the UK NCRI AML19 Trial

#60 Saturday 10:45AM, Shai Shimony et al.

View AML-MR Mutations Drive the Benefit of CPX-351Jover 7+3 in the Pivotal Phase 3
AML Trial




The terminology of AML with myelodysplasia related changes (AML-MRC) is replaced by AML, myelodysplasia-
related (AML-MR) in WHO-HAEMS, representing a single entity defined by the presence of at least one of the

AML-MRC 2 AML-MR

following: history of MDS or MDS/MPN, MR cytogenetic abnormalities and/ or MR gene mutations

alterazioni

correlate a
mielodisplasia

(AML-MRC)

WHO 2016

AML-MRC

complex karyotype

cytogenetic abnormalities:

unbalanced abnormalities
-7/del(7q)

del(5q)/t(5q)
i(17q)/t(17p)
-13/del(13q)

del(11q)

del(12p)/t(12p)
idic(X)(g13)

balanced abnormalities

WHO 2022

ICC 2022

\
i AML-MR

Defining cytogenetic
abnormalities:

* complex karyotype

* del5q or 5q loss

-7, del7q or 7q loss
delllq

dell2p or 12p loss

-13 or dell13q

dell7p or 17p loss oril7q
* idic(X)(q13)

Defining somatic mutations:
ASXL1, BCOR, EZH2, SF3B1,
SRSF2, STAG2, U2AF1, ZRSR2

AML with

MDS-related genetic
abnormalities:

* complex karyotype
del(5q)/t(5q)/add(5q),
-7/del(7q),

+8 @
del(12p)/t(12p)/add(12p),
i(17q), -17/add(17p) or
del(17p)

* del(20q),

* idic(X)(g13)

MDS-related gene
mutations:

ASXL1, BCOR, EZH2, SF3B1,
SRSF2, STAG2, U2AF1, ZRSR2,
RUNX1 .
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AML-MR Drive the Benefit of CPX-351 over
743 in the Pivotal Phase 3 AML Trial

Shai Shimony*, H. Moses Murdock®, Julia Keating, Harrison K. Tsai, Christopher R. Reilly,

Christopher J. Gibson, Stefan Faderl, Tony Wagner, Nalina Dronamraju, Tara L. Lin, Ellen K. Ritchie,

Thomas Prebet, Jorge E. Cortes, Geoffrey L. Uy, Jeffery E. Lancet, Donna S. Neuberg, Richard M.
Stone and R. Coleman Lindsley
*co-leading authors

“60‘ 12/07/2024

oV®
Dana-Farber

' Cancer Institute
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Unanswered question

What is the role of CPX-351 in the current diagnostic AML landscape?

FDA-Label:
Therapy-related AML.: biologically heterogenous

AML-MRC: no longer exists as a distinct diagnostic entity
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CPX-351vs. 743
Superior survival with CPX-351 in AML-MR group

1.00

555 S . CPX:351

743

Overall survival probability
o
wv
o

0 6 12 18 24 30 36 42 48
Months

At Risk
7+3 38 19 12 6 3 3 2 2 2

CPX-351 50 32 19 16 13 12 10 10 10

AML-MR
median OS mo (95% Cl)
— 9.7(6.2-13.7)
p=0.037
-==- 6.8(3.6-9.6)

INGVitel Jel
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CPX-351 survival benefitin AML-MR is related to post-remission HCT

AML-MR HCT rates

1001
80
60+

p=0.70

40

o T
0-

CPX-351  7+3

Overall survival probability
0.00 0.25 0.50 0.75 1.00

OS by treatment and HCT (Simon-Makuch)

= cr>x-3s1]_p=0_022




* & Noviel dell VYgeilig
5 ﬁoaésd;ll-h-llzﬁpn\g'\(lielllajsloEcig?meﬁcgif:I'; Ematologia (J Y_)“ fl ‘)‘)( & “’l r\fr ‘JrJ (”‘] ]'

dl Erneialog)izl

Bologna, 13-15 Febbraio 2025

ABS N°55-ORAL

&\E‘ X O,t

.. American Society of Hematology ““50‘

RICA
\‘\‘ N

Helping hematologists conquer blood diseases worldwide
"

A Randomized Comparison of CPX-351 and FLAG-Ida in Patients With High-Risk
Acute Myeloid Leukemia (AML)/Myelodysplastic Syndrome (MDS) and MDS-
Related Gene Mutations: A Subgroup Analysis of the UK NCRI AML19 Trial

Priyanka Mehta,' Roderick Murphy,?2 Saemi Park,? Nalina Dronamraju,® Tony Wagner,*
Yana Lutska,® Stefan Faderl,* lan Thomas,’ Joanna Canham,5 Alex Legg?
"University Hospitals Bristol and Weston NHS Foundation Trust, Bristol, UK;

* SCentre for Trials Research, Cardiff University, Cardiff, UK

Poster p d at the 66th American Society of H logy (ASH) A

| Meeting and Exposition; December 7-10, 2024; San Diego, CA, and online.
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Baseline Characteristics

CPX-351 (n=30)  FLAG-Ida (n=29) Proportion of Patients With ICC-Defined
Male, n (%) 19 (63) 17 (59) MDS-Related Gene Mutations (AML-MR)
Female, n (%) 11 (37) 12 (41)
* Age, median (min, max), years 57.5 (40, 68) 58.0 (20, 67)

AML subtype, n (%)

De novo 15 (50) 14 (48)

Secondary 4 (13) 7 (24) £

High-rnisk MDS 11 (37) 8 (28) §
WHO performance status, n (%)

0 (normal activity) 16 (53) 20 (69)

1 (restricted activity) 12 (40) 5(28)

2 (in bed <50% waking hours) 2(7) 1(3) UZAFT
Cytogenetic risk group by Grimwade 2010 criteria, n (%) ICC-Defined MDS-Related Gene M

Normal 0 3(10) ® CPX-351 = FLAG-Ida

Intermediate 6 (20) 3(10)

Adverse 23 (77) 22 (76)

Missing/not conducted 1(3) 1(3)

AML. acute myeloid leukemia. FLAG-Ida, fludarabine, cytarabine, granulocyte-colony stimulating factor. and idarubicin; ICC, international consensus classification; MDS, myedodysplastic syndrome
WHO. World Health Oraanization



oy . -3k Noviizl ezl Wigeiine)
Tt POST-SAN DIEGO 2024 - Q P2 A AricaN=
-4y Novita dal Meeting della Societa Americana di Ematologia d‘:)“’l J(JJ,_, J‘\f”ﬂr ¢ _lf]_,l

GINEMEICIOWIE

Bologna, 13-15 Febbraio 2025

Exploratory sub-group analysis of AML19 to further characterize the efficacy and safety outcomes with
CPX-351 vs FLAG-Ida in patients with high-risk AML and MDS-related gene mutations
(ASXL1, BCOR, EZH2, RUNX1, SF3B1, SRSF2, STAG2, U2AF1, or ZRSR2, excluding TP53)
as per International Consensus Classification criteria 2022

Induction Response by Treatment Arm AML19 cohort (N=187)-> 59 patients (32%) had MDS-related gene mutations

Patients (%)

0S RFS in Patients Who Achieved CR
1004
= ORR: 69% ORZ‘:_S% e Median05  85%01 e WedanRFS  45% 01
ORR: 62% 17% — P35 384 18,NE B & 2.1, M
81 on:s0% oA 183 41U — FAGIR 183 27ME
o 17% 075 075
o
0 17% CR: 8 E
20 i i 3 3
£ 050 Z 050
0 F-] 3
CPX-351 FLAG-lda v CPX-351 FLAG-lda g g
(n=30) (n=29) (n=29y (n=29)
After Course 1 After Course 2 025+ 025
o HR: .38 95% C£0.19, 078), P=0.08 o HR: 031 (95% C: 011, 086), P-0.024
1 1 1 1 I 1 I 1 1 1 1 1 1 1 1 I | I 1 1 1 1
0 6 2 18 A N ¥ £ 8 % 6 0 6 12 1 2 N % & 8 % @
Time in Study (Months| Time From CR (Months
Number a risk S Number at risk ’
P N % A4 2 57 5 2 1 1 0 O3t 2 18 18 1B 8 4 1 10

FAGa 29 1 16 9 4 2 2 0 FAGda 18 1 1 1 2 1 1 0
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Safety

Cumulative Incidence of Death in Patients Who Summary of AEs by Treatment Arm
Achieved CR

CPX-351 FLAG-Ida
(n=30) (n=29)
RNy A AE (any grade) 29 (97) 29 (100)
g 0.754 AE (grade 23) 21 (70) 26 (90)
ISAE 3 (10) 22 (76) 1
g 0501 Most common serious AEs*
Infection 2(@) 10 (34)
g 2= Neutropenia 0 7 (24)
Thrombocytopenia o 3(10)
T T - x T T % - ) Hypokalemia 0 2(7)
e T Time From CR (Months) Neutropenic sepsis 0 2(7)
ox3st 21 18 13 s 4 1 1 [AEs leading to death 2 (7)) 4 (14)° 1

Rates of serious AEs were considerably lower with
CPX-351 vs FLAG-Ida due to fewer infections,
neutropenia, and thrombocytopenia

Data are n (%)
*Occurring in 25% of patients in either troatment arm
®AEs leading to death were hypoxia/puimonary cedema and lung infection in course 1 (n=1 for each).

“AEs leading to death were cerebral hemorrhage in course 1 and neutropenic sepsis, encephalitis infection, and acute subdural and subarachnoid hemorrhage with midine shift in course 2 (n=1 for each).
AE, adverse event; Cl, confidence interval; CR, compiete remission; FLAG-Ida, fludarabine, cytarabine, granulocyte-colony stimulating factor, and idarubicin; SAE, serious AE

s‘, American Society of Hematology
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HCT Rates and Survival Outcomes Post-HCT

HCT Rates OS landmarked at HCT
1.00~ £
CPX-351  FLAG-da _‘\—\_| | Median0S  95%CI
— A3 N 2 3
Allogeneic Transplant (n=30) (n=29) P value — “:3 :‘ -~ - 13 n;
0.75+4 L|
Transplant at any time, n (%) 20 (67) 14 (48) 0.15 g
b 050+
Transplant in first response, n (%) 15 (75) 11 (48) 0.07
025+
04 HR: 0.3 (95% Cr 0.09, 0.96), A=0.042
T T T T T ] T T T T 1
0 6 12 18 24 30 36 42 43 54 60
. o Time Since HCT (Months)
Conclusions et m 1w w7 13 s s 2 1 1 o

= This exploratory AML19 analysis suggests that CPX-351 improves median OS, RFS,
and post-HCT OS, and reduces the number of deaths in remission vs FLAG-Ida in
younger adults with high-risk AML/MDS and MDS-related mutations

- These data provided evidence for treating patients in alignment with the recently
revised AML classification systems (AML-MR)
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Revumenib Ziftomenib Bleximenib Enzomenib
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Biotechnology Information (2024). PubChem Compound Summary for CID 132212657, 138497449, 156498110, 146430058

* Menin inhibitors are an exciting new class of targeted therapies for NPM1-
mutated and KMT2Ar AML

— Revumenib first menin inhibitor FDA-approved for treatment of R/R acute
leukemia patients with KMT2Ar

* Frontline treatment approaches and combination studies with menin
inhibitors ongoing
I



* gy

Y «* @ POST-SAN DIEGO 2024

Novita dal Meeting della Societa Americana di Ematologia
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N° CASES: 51 (Adverse Risk)

QERICAY

g

Ziftomenib Combined with Intensive Induction (7+3) in
Newly Diagnosed NPM1-m or KMT2A-r Acute Myeloid Leukemia:
Interim Phase 1a Results from KOMET-007

Amer M. Zeidan," Eunice S. Wang,? Ghayas C. Issa,? Harry Erba,* Jessica Kaplan Altman,’® Suresh Kumar Balasubramanian,®” Stephen
Anthony Strickland,® Gail J. Roboz,® Gary J. Schiller,' Christine M. McMahon,!* Neil D. Palmisiano,*2 Yazan F. Mad. 13 Marcello Rotta,*
Kalyan Nadiminti,*> Helen Wei,'® Marcie Riches, ' Daniel Corum,® Mollie Leoni,® Stephen Dale,'® Amir T. Fathi'?

!Department of Internal Medicine, Section of Hematology, Yale University, New Haven, CT; “Roswell Park Comprehensive Cancer Center, Buffalo, NY; *Department of Leukemia, The
University of Texas MD Anderson Cancer Center, Houston, TX; “Duke Cancer Institute, Durham, NC; *Robert H. Lurie Comprehensive Cancer Center, Northwestern University, Chicago,
IL; "Wayne State University School of Medicine, Detroit, Mi; "Taussig Cancer Institute, Cleveland Clinic, Translational Hematology and Oncology Research, Cleveland, OH; *SCRI at
Tristar Centennial, Nashville, TN; *Weill Cornell Medicine and The New York Presbyterian Hospital in New York City, New York, NY; *°David Geffen School of Medicine at UCLA, Los
Angeles, CA; **Anschutz Medical Campus, Division of Hematology, University of Colorado School of Medicine, Aurora, CO; *Rutgers Cancer Institute of New Jersey, New Brunswick,
NJ; 15The University of Texas Southwestern Medical Center, Dallas, TX; *“Colorado Blood Cancer Institute, Denver, CO; **Carbone Cancer Center, University of Wisconsin-Madison,
Madison, WI; **Kura Oncology, Inc., San Diego, CA; Massachusetts General Hospital, Harvard Medical School, Boston, MA

Presented at the 66" American Society of Hematology (ASH) Annual Meeting and Exposition on December 7-10, 2024 in San Diego, CA

ABS N°214-Oral

#214

27 KMT2A, 24 NPM1

RESPONSE:

« CRRATE 92% (in both groups)
* MRD Neg 76%

SAFETY:

« 7/3 +ZIFTO = 7/3 ALONE
« NOTRM

Brief Follow-up (31 w)
 Median 0S: NR
* Maedian duration CR: NR
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BLEXIMENIB + 3/7

Phase 1b Study of Menin-KMT2A Inhibitor
Bleximenib in Combination with Intensive
Chemotherapy in Newly Diagnosed

Acute Myeloid Leukemia with KMT2Ar

or NPM1 Alterations

Christian Recher, MD, PhD'; Jenny O'Nions, PhD, BMBCh, FRCPath?; Ibrahim Aldoss, MD* Ana Alfonso Piérola, MD, PhD%;

Alicia Allred®; Juan Manuel Alonso-Dominguez, MD, PhD¥; Laura Barreyro, PhD?; Pierre Bories, MD, PhD7; Martin Curtis®;

Nikki Daskalakis, MD®; Matteo G. Della Porta, MD®; Hartmut Dohner, MD'®; Amber D'Souza, MD?; James Dugan, MD*';

Jordi Esteve, MD, PhD'Z; Matthew Exum, MSN®; Amir T. Fathi, MD'?; Pasquale L. Fedele, MBBS, PhD, FRACP, FRCPA'¢;

Lucille Ferrante, MD, MS?; Stan Gaj, MS'®; Sylvain Garclaz, MD, PhD'%; Ana Garrido Diaz, MD'"; Sara Garrido Paniagua, MD'*;
Christina Guttke, PhD? Emmanuel Gyan, MD, PhD'; Brett Hiebert, MS%; Elias Jabbour, MD?'; Madlen Jentzsch, MD?;

Hagop M. Kantarjian, MD?'; Marina Konopleva, MD, PhD®; Jan Kronke, MD?; Min Chul Kwon, PhD'%; Chnsnna Loelgren MD PhD’
Oliver Lomas, BMBCh, MRCP, FRCPath, DPhil*; Valentina Mancini, MD*; loannis MD, MS%, i, MD¥,
Daniel Morillo, MD%; Joseph Murphy, BSc2®; Kathryn Packman, PhD; Cristina Papayannidis, MD, PhD" Ulrike Philippar, PhD“
Uwe P MD?; Sravanti Rangaraju, MD*; Christoph Rollig, MD, MSci*'; Olga Salamero, MD'®; Madhu Sanga, PhD%;

Tim Sauer, MD**; Emma Searle, MD, PhD*; Natalia Tovar, MD, PhD'%; Trevor Tucker, BS®; Nicolas Vallet, MD, PhD';
Lachlin Vaughan, MD*; Gala Vega, MD?; Paresh Vyas, DPhil, FRCP, FRCPath, FMedSci*; Andrew H. Wei, MBBS, PhD*"

Presented by C Recher at the 66th American Soclety of Hematology (ASH) Annual Meeting & Expasition; Decamber 7-10, 2024; San Diego, CA, USA

ABS N°215-Oral

scientific information for individual
reference, and the information should nat
be altered or reproduced

Bologna, 13-15 Febbraio 2025

N° CASES: 28 (13 KMT2A, 15 NPM1)

RESPONSE:

 CRRATE
* ORR

SAFETY:
« 7/3 + BLEXI

« NOTRM

86% (in both groups)
95% (in both groups)

=7/3 ALONE

Brief Follow-up
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AGENDA
1)TERAPIA DI PRIMA LINEA-FIT

2)TERAPIA DI PRIMA LINEA-UNFIT (ABS 2896, 2883)

3)LAM RICADUTA/REFRATTARIA e NUOVI FARMACI
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TOT THERAPY

All oral AML therapy

Non-targeted DEC-C ORR 67% mOS 10.2m ASH 2024
VEN (CR 40%) #2896
(Bazinet)
IDH1/2 DEC-C 50 ORR92%  2-year OS 82% ASH 2024
VEN #2883
IDHi (Marvin-Peek)
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Abstract #2883

Clinical Outcomes Using Frontline “Triplet” Regimens for Newly Diagnosed /IDH-Mutated Acute
Myeloid Leukemia (AML): A Pooled Analysis of Two Phase Ib/2 Clinical Trials

Authors: Jennifer Marvin-Peek, MD, Himachandana Atluri, MD, Nicholas J. Short, MD, et al.

This analysis included 50 patients treated with either azacitidine (AZA) + VEN + ivosidenib (IVO) or oral decitabine/cedazuridine (ASTX727) + VEN +
IVO/enasidenib (ENA). The median patient age was 71 years. Adverse-risk disease accounted for 72%, and 24% had secondary AML (tsAML).

All Frontline' IDH1-mutated IDH2-mutated
(n=50) ( .
2-year OS 82% 83% 78% Early Mortality:
2-year EFS 63% 67% 62% 30-day: 0% (0/50)
2-year DOR 58% 61% 58% 60-day: 2% (2/50)
CR¢® 92% 87% 96% \. S
ORR 96% 93% 100%

MRD negativity*  78% (36/46) 80% (20/25) 95% (19/2o§|
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AGENDA

1)TERAPIA DI PRIMA LINEA-FIT
2)TERAPIA DI PRIMA LINEA-UNFIT

3)LAM RICADUTA/REFRATTARIA e NUOVI FARMACI
(ABS 211, 213, 216, 223)
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Menin Inhibition Abstracts at ASH

#211, Saturday 2:00PM, Ibrahim Aldoss et al.
Updated Results and Longer Follow-up from the AUGMENT-101 Phase 2 Study of Revumenib in All Patients with
Relapsed or Refractory (R/R) KMT2Ar Acute Leukemia

#212, Saturday 2:15PM, Emma Searle et al.

Bleximenib Dose Optimization and Determination of RP2D from a Phase 1 Study in Relapsed/Refractory Acute
Leukemia Patients with KMT2A and NPM1 Alterations

#213, Saturday 2:30PM, Joshua F. Zeidner et al.

Phase 1 Results: First-in-Human Phase 1/2 Study of the Menin-MLL Inhibitor Enzomenib (DSP-5336) in Patients with
Relapsed or Refractory Acute Leukemia

#214, Saturday 2:45PM, Amer M. Zeidan et al.

Ziftomenib Combined with Intensive Induction (7+3) in Newly Diagnosed NPM1-m or KMT2A-r Acute Myeloid Leukemia:
Interim Phase 1a Results from KOMET-007

#215, Saturday 3:00PM, Christian Recher et al
Phase 1b Study of Menin-KMT2A Inhibitor Bleximenib in Combination with Intensive Chemotherapy in Newly Diagnosed
Acute Myeloid Leukemia with KMT2Ar or NPM1 Alterations

#216, Saturday 3:15PM, Ghayas C. Issa et al

View Phase |/l Study of the All-Oral Combination of Revumenib (SNDX-5613) with Decitabine/Cedazuridine
(ASTX727) and Venetoclax (SAVE) in R/R AML
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STUDY | DRUG | PoruuAToN | ORR | CRR | Notes

SAVE Study
ABS 216-Oral, Issa et al.

REVUMENIB+
DEC-C+VEN

33 pts

AML R/R . )
KMT2A or NPM1 82% 60%

Median age 35 (12-81)
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ASH 2024 AML Highlights

) TRIPLETTE
y

_)) MENINA INIBITORI
_ ) TARGET THERAPY

"&N CAn S

b

6,

V)&_NCAN




* P
“%ﬂ POST-SAN DIEGO 2024
Novita dal Meeting della Societa Americana di Ematologia

Neviezl ezl Wigetinie)

GElleRSOCIEaVAMERCana

cll Ennleiiallee)le

Bologna
Palazzo Re Enzo

13-15 Febbraio 2025

Angelo Michele Carella
Pier Luigi Zinzani

Paolo Corradini
Mauro Krampera
Fabrizio Pane
Adriano Venditti

10° SESSIONE - LEUCEMIE ACUTE

Leucemie Acute Mieloidi

Anna Candoni
Universita degli Studi di Modena e Reggio Emilia-UNIMORE
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Phase l/ll Study of the All-Oral Cobination of Revumenib
(SNDX-5613) with Decitabine/Cedazuridine (ASTX727) and
Venetoclax in R/R AML (SAVE)

Ghayas C. Issa', Branko Cuglievan?, Naval Daver’, Courtney D. DiNardo', Aziz Farhat', Nicholas J. Short’, David McCall?, Allison
Pike’, Sheila Tan’, Brianna Kammerer?, Aimee Marshal', Musa Yilmaz', Tapan M. Kadia', Naveen Pemmaraju’, Maro Ohanian’,
Hussein A. Abbas’, Abhishek Maiti’, Alexandre Bazinet', Elias Jabbour', Koji Sasaki'!, Gautam Borthakur?, Guillermo Montalban-Bravo’,
Nitin Jain', Yesid Alvarado’, Farhad Ravandi', Guillermo Garcia-Manero', Michael Andreeff’, and Hagop M. Kantarjian'

1Department of Leukemia, 2Division of Pediatrics, The University of Texas MD Anderson Cancer Center, Houston, TX




