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Unmet challenges in high risk hematologi

malignancies: from benchside to clinical practice

Myelodysplastic syndromes
RA
Myelodysplastic syndromes Myelodysplastic syndromes RN RcUD  Mvelodysplastic syndromes
V) m RA RT MDS-SLD
Dysmyelopoietic syndromes \/ RARS RARS RARS | ————*| MDSRS
CMML ot (X /] Dellsa) Del(5q) Del(5q)
RAEB RAEB i: RAEB-1 RAEB-1 |— | MDS-EB1
RAEB-t x RAEB-2 RAEB-2 |—— | MDS-EB2
1982 \/ RCMD RCMD  |———*| MDS-MLD
French-American-British ;
(FAB) Group Myelodysplastic \/ RCMD-RS \/ RCC* RCC*
Syndromes
Classification \/ shie e MDS-U
2001 2008 2016
World Health Organization ~ World Health Organization World Health Organization
(WHO) Classification of (WHO) Classification of (WHO) Classification of
Tumours of Haematopoietic  Tumours of Haematopoietic Tumours of Haematopoietic
and Lymphoid Tissues and Lymphoid Tissues and Lymphoid Tissues
Key

\/ = new addition to respective classification

x = removed from subsequent classification
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MDS classification has evolved over time

Leukemia wvew.nature.com/leu

M) Chock for updates
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The 5th edition of the World Health Organization Classification

of Haematolymphoid Tumours: Myeloid and Histiocytic/
Dendritic Neoplasms
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Zeidan A et al, Blood Reviews, 2019; Khoury J et al, Leukemia; Arber D et al, Blood 2022
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Morphologic determinants of subtype Genetic determinants of subtype
MDS diagnosis:
Cytopenia
>10% dysplasia
MDS-TP53*
- TP53 mutation
MDS-EB » | MDS/AML-TP53**
Blasts increased /
MDS/AML*** | <
Del(5q)
_— f 2 4 > MDS-del5q
MDS.-F é ibrosis
\_ SF3B1 mutation _ e
MDS-NOS-SLD 1 Divswlasia g i
2P MDSLB | «—
MDS-NOS-MLD J
] . Hypocellularity *Multi-hit/bi-allelic TP53 mutation
MDS-hypoplastic | < *+10-19% blasts and at least 1 TP53 mutation (VAF >10%)
***10-19% blasts
Ring sideroblasts
MDS-LB-RS |«

Robert P. Hasserjian,Ulrich Germing,Luca Malcovati, Diagnosis and classification of myelodysplastic syndromes, Blood, 2023, Figure 2.
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emia in lower risk IPSS-r MDS : a significant clini
burden
% of different risk according to

IPSS-revised
e 80% of MDS are in the lower risk category in
FISiM registry. In this group:

 80% have HB <12 g/dI
e 48% HB<10 g/dl

= Very low ® Low = Intermediate » High = Very High
i
SINDROMI
Data on 5503 MDS patients in FISiM registry with available IPSS revised score R
Turin, March 26-27, 2026
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Anemia occurs in up to 90% of patients with MDS resulting in
significantly increased risk of mortality

Severity of anemia and 0S3.2 Probability of non-leukemic deathzpP
67 5,5 1.0 5 HR: 5.56 (P = 0.018) 1.0 1 HR: 5.35 (P = 0.026)
091 Hb <9 g/dL 091 Hb < 8 g/dL
5 < .
o 5 087 d > 081 Q
2y E 07 z 077
E 2 9 -g 0.6 1 -3 0.6 1
z 3 - ’ S 0.5 4 S 0.5 -
2 2 2 2
€ 5 041 Hb 9-10.9 g/dL B 041 Hb 8-11.9 g/dL
T 2 2 031 2 03
= | 3 0.2 - Hb > 11 g/dL 3 0.2 -
011 0-11 Hb > 12 g/dL
O = 0 0 T T T T T T T T T 1 0.0 T T T T T T T T T V
>10 8-10 <8 0 24 48 72 96 120 144 168 192 216 240 0 24 48 72 96 120 144 168 192 216 240
- Hb, g/dL Time, months Time, months

2Based on combined international databases of 7012 patients with primary untreated MDS used to create the IPSS-R.3

bBased on a prospective, observational cohort analysis of 840 patients with MDS at Pavia, Italy and 504 patients with MDS at Diisseldorf, Germany.?2

Hb, hemoglobin; IPSS-R, International Prognostic Scoring System; MDS, myelodysplastic syndromes; OS, overall survival.

1. Zeidan AM, et al. Blood Rev. 2019;34:1-15; 2. Malcovati L, et al. Haematologica. 2011;96:1433-1440; 3. Greenberg PL, et al. Blood. 2012;120:2454-2465.



Improving anemia translates into improved survival in lower-risk MDS

-4 EPO response
~4— EPO no response
w—tee | MRAW
Cc OS by RBC-TI1 216 weeks response during weeks 1-24
e ,
” ‘-“o‘“ L—éﬂ
0% T T T T T T T T T 1 . A,
012 3456 78 9 10 P <.001 88 ) N
= ~ . & | 0020 TTe== “3aey g,
Years since diagnosis or rEPO treatment A 4
S 064 ﬁ.n
Figure 1. Kaplan-Meier curve for 05 2 A AN
H
100 BRRECTD  hRECTI é 041 HR (luspatercept responders vs non-responders)’
& =0.26 (95% CI, 0.009-0.72); p=0.0038
—A~ Luspatercapt responders events: 4/29; median NE (85% CI, 51.1 momhs-NE)
" L N 021 - o - LUspatercapt non-responders evenls: 43124; median 46.1 months {95% CI, 41.9-NE)
s R T ~@- Placebo responders events; 0/3; median: NE (95% CI. NE)
2w 0 |+ @ Placebo non-responders events: 24/73; median NE (95% CI, 43.1 manths-NE)
3 - ——t- L — ey ——————————
3 O 5 10 15 20 25 30 35 40 45 S0 5 60
s No. at risk 0S (months)
Luspatercept responders
HR, 0.42 {353 C1, 0.32-0.5%) 29 29 2B 28 27 26 26 25 2 14 6 1
B aHR, 0.47 (95% C1, 0.32-0.68) Luspa )(I’)OY\-(ESQD
12 24 36 48 &0 72 84 9% 108 124 115 104 97 83 78 69 B9 53 18 6 0
Time (months) Placabo responders
Ho. at risk 3 3 3 2 1 1 1 1 1 1 0 0
RBC-TD 541 EEE] n7 106 “ 13 ] o L] o P‘BWDD nomwm
RBCTI 437 121 203 1o 85 31 16 5 3 ) 73 69 65 57 51 45 44 42 M 16 3 0
€I, confidence interval.

meta-analyses on 6 clinical trials on TD LR-MDS:—3 luspatercept trials (COMMANDS, MEDALIST, and PACE ; 3

lenalidomide trials (5013-MDS-0036 [NCT00065156], 5013-MDS-0047[NCT00179621], and 5013-MDS-0058

[NCT01029262])

Platzbecker et al , Leukemia 2023;Park S et al Blood 2008; Malcovati L et al. EHA 2024 Poster P782



Anemia in MDS is due to ineffective erythropoiesis

SF3B1 mutation

Reduced
transcription and the
abnormal splicing of
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The main pathways involved in anemia in MDS are those
regulated by

* Transforming growth factor (TGF)-B, which negatively
regulates erythrocyte differentiation and maturation

* Erythropoietin (EPO), which acts on the early-stage
erythropoiesis.

Cazzola et al, Blood, 2022, Mian et al, SCT 2023,Burke, et al, Hemasphere, 2025, Boultwood et al. 2002. Blood
Gupta R et al, Hematol Oncol Clin North Am 2018; Oikonomidou PR et al, Blood Rew 2018; Bewersdorf JP et al, Leukemia 2019; Hata A et al, Cold Spring Harb Perpect Biol 2018



®ITACA (p<.0001)

9 #MDS-CAN (p<.0001)
IPSS-R-based (p<.0001)
80 = Nordic (p<.0001)
70
60
50
%o 4
40
30
2
20
10
0 4
0 1
ITACA MDS-CAN IPSS-R-based Nordic
N=681 N=702 N=524 N=846
(p<.0001) (p<.0001) (p<.0001) (p<.0001)
% %o Yo %
Score | n ORR n ORR n ORR n ORR
0| 53 2 119 38 5 20 17 23
1| 149 43 112 50 7 26 162 34
2 267 65 215 64 36 45 667 68
3[ 212 81 256 78 91 58
4 134 72
5 55 76

FIGURE 1 Response according to predictive scores.

Recombinant Erythropoetin

* Recombinant Erythropoietin (EPO) & glycosylated forms
(darbepoetin) (+/- GCSF)—> current first line treatment of non TD
LR MDS

* Response rates range from 30% to 60% depending on study. Higher
if

* RBC-TI/low transfusion burden (ORR 79% vs 54% and 30,6 vs

12.7 mo)
* Low EPO level (<200 mIU) ~ “"Tit
* |PSS low risk ost]
» Response duration 12-24 Tol 4
months EE L,
* Impact of erythroid response % =3
on survival and QoL & ] :
* noimpact on AML progression [ —

Months
OS according to erythroid response: P 0-013.
Park et al., 2008;Jadersten, 2005; Greenberg et al Blood 2009; Crisa BJH 2012; Buckstein R. Et al, AJH 2017



TGF-8 superfamily signaling is altered in MDS

* MDS patients display an
overactivation of SMAD2/3
signaling due to the altered
expression of mir-21 and

SMAD7
QQ
@ e B-thalassemia

: ' mia-zx—i%g—l(’) @ﬁ:::f o u-:gl;b:n chain

¢ Gt

0] nin-n . MDS o,
[sma7 — [ ° " co-SMAD

[#4]R-sMAD
“! dimers_‘__ﬁ___ — —
& [ Erythropaesil R
- =>» Luspatercept

Parisi S, et al. Int J Mol Sci. 2021



Luspatercept — phase lll MEDALIST trial in TD MDS-RS

Patients with MDS? (N = 229)

MDS-RS (WHO): = 15% RS or = 5% with
SF3B1 mutation

< 5% blasts in BM

No del(5q) MDS

IPSS-R Very low-, Low-, or Intermediate-risk
Prior ESA response

Luspatercept (n = 153)
Starting dose 1.0 mg/kg

Titration to 1.75 mg/kg allowed
s.c. every 3 weeks

24 weeks
— Refractory, intolerant
— ESA naive: EPO > 200 U/L

Average RBC transfusion burden
> 2 units/8 weeks

No prior treatment with
disease-modifying agents (e.g. IMiD, HMAs)

Primary endpoint:
RBC-TI > 8 weeks (Weeks 1-24)

Week 25 Assessment

(g/liter)

Mean Level

104

74
0=

A Changes in Mean Observed Hemoglobin Levels over Time

~®— Luspatercept

—e— Placebo

T T
o

& F P> o> <> DR S > o> >
& Ol o 5 ot & o & S
Analysis Visit
No. of Patients
Luspatercept 153 57 87 116 105 112 103 76 92 106 90 80
Placebo 76 32 36 41 47 44 52 29 44 47 44 32
50 M Luspatercept (N=153) W Placebo (N=76)
454 P<0.001
a 40 P<0.001
3 35 P<0.001
©
£ 304
s
25+
&
g 20+
S 15
g 28
& 104
S 8
04
=8 Wk =12 Wk =12 Wk =16 Wk =16 Wk
(wk 1-24) (wk 1-24) (wk 1-48) (wk 1-24) (wk 1-48)
No. of Patients with
Response (% [95% Cl])
Luspatercept 58 (38 [30-46]) 43 (28 [21-36]) 51 (33 [26-41)) 29 (19 [13-26]) 43 (28 [21-36])
Placebo 10 (13 [6-23]) 6 (8 [3-16]) 9 (12 [6-21]) 3 (4 [1-11]) 5 (7 [2-15])

Fenaux P etal, N

EJM 2020




COMMANDS: phase lll trial rEPO vs luspatercept in TD MDS

Key eligibility criteria
Aged 218 years
IPSS-R very low-, low-, or
intermediate-risk MDS (with
or without RS) by WHO
20186, with <5% blasts in BM?2
Required RBC transfusions
(2-6 pRBC units/8 weeks
for a minimum of 8 weeks
immediately prior to
randomization)
Endogenous sEPO <500 U/L
ESA naive

Patients stratified by:

Baseline sEPO level
Baseline RBC transfusion
burden

RS status

Luspatercept (n = 178)
1.0 mg/kg SC Q3W
titration up to 1.75 mag/kg

Epoetin alfa (n = 178)°
450 IU/kg SC QW
titration up to 1050 IU/kg

Primary endpoint (weeks 1-24)

Response assessment
at day 169 and every
24 weeks thereafter

EOT

Due to lack of clinical benefit®
or disease progression per

IWG criteria

RBC-TI for > 12 weeks WITH CONCURRENT mean Hb increase > 1.5 g/dL

Key secondary endpoints (weeks 1-24)

 HI-E response > 8 weeks per IWG 2006 criteria?
* RBC-TI: 24 weeks, > 12 weeks
» Preplanned exploratory analysis of RBC-Tl: > 24 weeks (weeks 1-48)

Platzbecker U, et al. Lancet 2023 Jul;402:373-385; Della Porta MG, et al. Lancet Haematol 2024;11:e646—e648.

100

[ Luspatercept group
_ 3 Epoetin alfa group
3 80+
p<0.0001 70%
A 67% 66% — 65%
60% |
= 60
2 50%
- 85
i 43% 2 45% i
E 41% 38
£ 40 L % <
g a0 35% 33% Rl
i 29%
2%
20
1%
1101182 63/181 791118 48/111 3164 | 15/70 14137 | 437 80/1 /101 29/65 | 26/72 23/49 | 25/50
ITT population J <4 > 24 : %200 X >200to <500 - Mutated ' Non-mutated Y Positive Negative :
Baseline transfusion burden Baseline serum S$F381 mutation Ring sideroblast status
(units per § weeks) erythropoietin (U/L) status
HR 0-61(95% C1 0:40-0-95), log-rank p=0-026
£
2
g
2
s
S
2
e
I
304
204
g PR Luspatercept group: median duration 126-6 weeks (95% Cl 93-0-NE)
—— Epoetin alfa group: median duration 89-7 weeks (95% Cl 62-9-157-3)
0 T T T T | F TR § . P | O LRgRE R T T | P 1
] 10 20 30 40 S0 60 70 80 90 100 110 120 130 140 150 160 170 180 190 200 210 220 230
Sl 54 ok Duration of red blood cell transfusion independence (weeks)
(number censored)

Luspatercept group 124 124

0 (0

Epoetinalfagroup 88 88

0 (©

115 100 86

2)
79
3)

76 65 59

(6) (10) (14) (22) (25 (1) (35) (39) (43) (49) (53) (54) (61) (62) (66,
2 22 20 15 14 12 7 6 6

65 54 47 4 3

(&) (10) (12) (18)

50

46 40 35

28

20

18

10

9

5

) (66) (67) (68) (69) (70) ()
4 2 1 1 0

(23) (30) 31) (34) (35) (36) (38) (38) (40) (40) (40) (41) (41) (43) (44) (44) (45)
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magnancies: o beraheide to cimeatpacice  COMMANDS: long term results

. Luspatercept  continued  showing a Il Luspatercept. [l Epostin aifa
significant superiority on EPO at later time 100 P <0.0001
. OR (95% Cl), 2.8 (1.7-4.5)
points 90 |

80 — 76.4

. The rate of response remained superior

. . P =0.0003
even in subgroup analysis

OR (95% Cl), 2.2 (1.4-3.5)

P < 0.0001
OR (95% Cl), 2.8 (1.6-4.8)

445

Patients (%)
(4]
o
]

Luspatercept Epoetin alfa 30.2
N (%) N (%) 0Odds ratio 30
[95% Cl} [95% Cl]
Baseline transfusion burden 1 20
41/118 (34.7) 20/111 (18.0) 1
<Hiunits/S weeks [26.2-44.1] [1.4-26.4] A 10 -
14/64 (21.9) 5/70 (7.1) ] 139/182 101/181 81/182 50/181 55/182 25/181
. [125-34.0] [2.4-159] 1 0-
Baseline SEPO ' RBC-TI RBC-TI RBC-TI
cow  WOED e — At ) S
s oG 3/37 (8.1) 3/37 (8.1) ] (week 1 ) | (week 1| ) | l (week 1 )
[1.7-21.9] [1.7-21.9] 4 T T
SF3B1 stat !
Mim:: 411114 (36.0) 151101 (14.9) 58.3% (81/139) of 2 12-week 39.6% (55/139) of > 12-week
[27.2-45.5] [8.6-23.3] ; . luspatercept responders maintained  luspatercept responders maintained
Non-mutated 14/65 (21.5) 10/72 (13.9) ' response for 2 1 years response for 2 1.5 years
[12.3-335] [6.9-24.1] v
Respns 43/133 (32.3) 17130 (13.1)
s [24.5-41.0] [7.8-20.1] ; -
RE: 12/49 (24.5) 8/50 (16.0) ——
l13 S5 9] U 229 1] ; T T T T T T T T T T
012345678 9101M
Favors epoetin alfa Favors luspatercept
Turin, March 26-27, 2026 Garcia Manero G et al Adv Ther (2025)
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Baseline Hb
100 -

87,5

(63/72)

74,0
(54/73) 69,1
(76/110)

80 A

60 1

40 -

20 A

g/dL

(90/103)

COMMANDS:

- Luspatercept - Epoetin alfa

Baseline sEPO

87,4

(29/42)

54,1
47,4 (0537
(18/38)

<100

> 100 to =< 200
U/L

> 200

long term

Baseline TB
86,4
(70/81)

60,9
(39/64)

U/8 wks

results

patients with less advanced disease characteristics (Hb >8 g/dL; sEPO <100 U/L;
TB =2 U/8 wks) achieved higher response rates and improved durability than those with more
advanced disease

Turin, March 26-27, 2026

Starhotels Majestic

Santini, ASH 2025
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MEDALIST?

Luspatercept (n = 153) vs placebo (n = 76)12

Any-grade events:? Grade 3/4 events:!
30.7% vs 14.5% 4.6% vs 2.6%

Fatigue occurred more frequently during cycles 1-4 of luspatercept
treatment

Any-grade events:?2
13.1% vs 9.2%

Grade 3/4 events:?!
3.3% vs 3.9%

Any-grade events:24.6% vs 3.9%

Anti-thrombotic agents were used by 34.0% vs 38.2% of patients,
respectively, and 27.5% of patients were on anti-thrombotic agents prior to
enrollment?

Discontinuations due to TEAEs:»20 15.7% vs 7.9%

TEAEs leading to > 2 discontinuations with luspatercept were fatigue
(n = 2), sepsis (n = 2) and transformation to AML3

HTN, hypertension.

1. Fenaux P, et al. N Engl J Med 2020;382:140-151; 2. Santini V, et al. Blood 2023;142:915; 4. Della Porta MG, et al. Lancet Haematol 2024;11:e646—-e658.

Turin, March 26-27, 2026

Starhotels Majestic

Safety overview

)ENEw,

COMMANDS*¢

Luspatercept (n = 182) vs epoetin alfa (n = 179)

Any-grade events: | Grade 3/4 events: 1%
19% vs 8% vs 1%

Fatigue decreased after the first few weeks of treatment

Any-grade events: Grade 3/4 events:
16% vs 9% 10% vs 4%

Most hypertension adverse events resolved while on study treatment with
medical management and did not lead to drug withdrawal

Any-grade events: Grade 3/4 events:
7% vs 3% 4% vs 1%
The incidence of TEEs were similar between the 2 groups when adjusted for

exposure

Discontinuations due to TEAEs: 6% vs 3%
Two events were suspected to be related to luspatercept treatment,
including non-serious grade 3 dyspnea on exertion and serious grade 4
transformation to AML (n = 1 each)

1€



MAXILUS: study design

MAXILUS (NCT06045689) is a phase 3b, open-label, non-randomized, 2-

cohort trial

Key patient eligibility criteria

> 18 years of age
MDS diagnosis (WHO 2018 criteria)

IPSS-R very low-, low-, or
intermediate-risk MDS

ESA-naive? and ESA-R/R/I allowed
RS+ and RS-

Hb < 10 g/dL

ECOG PS score of 0-2

2 1 U of RBCs within 8 weeks
prior to treatment

TB central enrollment control

> 20% of patients with baseline
low TB (< 4 U/8 weeks) and high TB
(= 4 U/8 weeks) per cohort

Discontinue
ESA-naive if no clinical
(Cohort 1, n = ~50) » benefit or Follow-up for
' progression Transfusion
Luspatercept as per IWG collection
1.75 mg/kg SC Q3W AML progression
evaluation — Endof | Other (pre)
treatment malignancies
Week 24 Conti Subsequent MDS
ESA-R/R/I ~ontinue treatment
if clinical oS
(Cohort 2, n = ~-50) » benefit per
Luspatercept IWG for
1.75 mg/kg SC Q3W 2 years
o © o @

Primary phase
(Weeks 1-24)

Primary endpoint: RBC-TI for > 8 weeks with a concurrent mean Hb increase of > 1.0 g/dL from Weeks 1 to 24
Secondary endpoints: RBC-TI for > 8 weeks from Weeks 1 to 24, RBC-TI for > 12 weeks from Weeks 1 to 24, disease progression to AML, and safety
At this preplanned interim analysis (data cutoff date April 14, 2025), ~40% of the ESA-naive cohort and ~80% of the ESA-R/R/I cohort were expected to be

eligible for the primary efficacy analysis

Extension phase
(up to 2 years)

At the primary analysis, ~90% of patients in both cohorts are expected to be eligible for the primary efficacy analysis
AML, acute myeloid leukemia; ECOG PS, Eastern Cooperative Oncology Group performance status; Hb, hemoglobin; IPSS-R, International Prognostic Scoring System-Revised; IWG, International Working Group; MDS, myelodysplastic syndromes;
0S, overall survival; Q3W, every 3 weeks; RBC, red blood cell; R/R/I, relapsed/refractory/intolerant; RS, ring sideroblast; SC, subcutaneous; TB, transfusion burden; U, unit; WHO, World Health Organization.
aMaximum of 2 doses.

Post-treatment follow-up
(up to 24 weeks after

the last dose)

End of
study
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MAXILUS: RBC-TI (Weeks 1-24)

ESA-naive cohort ESA-R/R/I cohort

. 100 -
100 Primary E i E 85.0 Primary i E E
en7d3go3|nt E E 76,5 i (17/20) endpoint i E E
80 ; : : ' 80 A ‘ ' :
' H i 65,3 ! ! ! 61.9
| 1 ; (32/49) 1 58,1 i y
! ! ! ! I v (13/21)
=60 - : ! ' —60 1 49.0 (18/31)
® ! : : B3 Do(24/49) ; 44.0
n ' H ' v ' ' ' (11/25)
= i H i b= i i i
840 - : ; : 240 1 1 : :
5 : : : = : : :
& : : : & | ; ;
20 A i 1 i 20 - i i i
0 4 R H ! 0 - | | \
RBC-TI RBC-Tl = 12 weeks RS- status RS+ status sEPO =200 IU/L sEPO = 200 IU/L RBC-TI RBC-Tl = 12 weeks RS- status RS+ status sEPO = 200 IU/L sEPO = 200 IU/L
= 8 weeks = 8 weeks
+ concurrent Hb RBC-TI = 12 weeks + concurrent Hb RBC-Tl = 12 weeks
increase = 1.0 g/dL increase > 1.0 g/dL

Data,eytoff date: April 14, 2025, |
“Dat umm : exe

ediap Iﬁd low-up was 5.8 (3.3-8.2) months for the ESA-naive cohort.
Starhotels Majestic

Owhich included patients who received their first treatment > 24 weeks prior to data cutoff (ESA-naive, n = 30). 1
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No response: no decrease in transfusion burden/ no significant increase inHb levels afte
maximum dose 1.75 mg/kg , no clinical benefit

Unaccepatable toxicity

Response loss

80 - 1004
0 U PRBC/4 wk
" 80- 1 U PRBC/4 wk
g 60 A 32 2 U PRBC/4 wk
")
2 =60+ 3 U PRBC/4 wk
g ] > — 4 U PRBC/4 wk
"]
>
@ £ 401
s >
w wn
g‘ 20 - 20-
0 0 T T T T T T T T 1
T T T 0 20 40 60 80 100 120 140 160 180
<2 24 >4 Months . L
. . Reproduced with permission
Median number of transfusions per month from Haematologica.’
P W’ \
AlIPGSIM Crisa E. et al Cancers 2025 Malcovati L, et al. Haematologica. 2006;91:1588—1590

Turin, March 26-27, 2026

Starhotels Majestic
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MDS with del(5q)

WHO 2022 ICC 2022
Del 5q MDS with isolated MDS-5¢: MDS with low blasts and MDS del(5q): MDS with isolated Del 5q or
del(5q) isolated del 5q or with 1 other  with 1 other cytogenetic abnormality except -
cytogenetic abnormality except -7/del(7) 7/del(7)

Sp1532
.s 152
‘R ) Z; B9 %. .s pl4.1 i
$“ Y é 5& ﬁ sp132

5p12

4
A% &3 - a LS K[ 48

haplodeficiency for several genes located on 5q (particularly CSNK1
A1, RPS14, EGR1, miR-145, and miR-146a)

—>hematological phenotype

->selective sensitivity to lenalidomide

Turin, March 26-27, 2026

Starhotels Majestic

genes



Lenalidomide in del(5gq) MDS

CEE% Lenalidomide can lead to red blood cell-transfusion independence
Lenalidomide CKila w (RBC-TI) in 60 - 70% of del(5q) RBC-transfusion dependent MDS
! patients, and to complete cytogenetic response (CCyR) in 30-40%

CRBN
; of the cases.
DDB . .
% m \ * Median time to reponse 4-6 weeks
CRL4-CRBN Proteosomal
E3 Ubiquitin Ligase degradation
00 Mo. of pasients at risk Crerall survival (years)
RABC-T| =8 weeks 04 o an 60 43 29
- %0 Mo ABC-T| 28 weeks 3B A 19 10 5 4
£ w
é c 1.0 4
W —
.E 60 % 0.8
]
g % s 0.6 4
| = .
-a 0 'E? 04 Cyiogenetio response
= Complete response
30 3 oz d — Partial respanse
o = Naon-responder
£ 20 Log-rank: 00222
0.0 T T T T T
. ] 1 2 3 4 5
00 . . . ‘ : . . . ‘ . No. of patiants at risk Onarall survival (years)
o 5 B B 2 B 30 B 4 44 50 5 Compiete responze 40 33 35 33 21 13
G ) Partial response 23 23 19 15 a 9
Figure 1. Kaplan-Meier plot showing overall survival of all patients Mon-respondar 23 H 18 13 7 4

treated and IWG-responders vs IWG-nonresponders.

MDS 003 List et al, Leukemia 2014
LE-MON 5 Schuler E. et al. Leukemia 2016



Sintra Rev trial : MDS del(5q) non-TD

' 0
Patient Population Lenalidomide 5 ma/day on days 1 to 26 of Low doses of Len reached Erythroid and Cytogenetic responses
+MDS diagnosis (WHO 2008) 3 every 28-day cycle H
+IPSS-Low or Intermediate-1 5= n=40 £ 100
Z5 [ £ . Follow up 80 p<0.001
*No RBC fransfusion g Placebo 5 mg/day on days 1 to 28 of every E v" Erythroid Response’!
requirements 28-day cycle €0
+Anemia (Hb<12 g/dL) n=20 v Len (ITT Evaluable) 28/36 (77.8' 40
«del(5q) MDS solely andlor + ¥ Median Hb at EOT 12.4 g/dL (+2.7 g/dL) 20
other abnormality Placebo 0 ( [}
A8 / Treatment Phase Follow up
108 weeks 108 weeks

v Cytogenetic Response’

p<0.001

Key secondary endpoints: Len (ITT Evaluable) 32/34 (94.1

Erythroid response v 87.5% Complete (28/32)
. R DurationofRBC-TI ¥ 12.5% Partial (4/32)
Primary endpoint:
Cytogenetic/marrow response

Time to disease progression Placebo 0

Safetya
OS,EFS and timeb to AML

Clonal evolution(NGS)

'IWG MDS 2006 criteria

10 Time to Transfusion Dependency

08

LEN median NR

os|—Ls Len decreased in 69.8% the risk

p=0.003

. . of TD: HR 0.302, p 0.005

Cum Survival

L] 20 40 &0 80 100 120 14

months

Diéz-Campleo, Lancet 2024



Cumulative incidence

Cumulative incidence

TP53 and risk of progression to AML in MDS del(5q)

TP53 mutated at low VAF (<~20%) LEN + close monitoring
TP53 mutated at high VAF or multi-hit - benefit often

modest and transient

- consider early alternative strategies / transplant (if eligible)

- monitor clonal evolution
- calculate IPSS M

Risk of AML evolution according to a) TP53 allelic
state and b) TP53 VAF cutoff point of 20%

HR (CI195%) P.value

TPS3WT Ref.
TP53Mono  1.5(0.9-24) 09
- TPS3 Multi  2.9(1.7-5.0) <.01

I
|
I
1

075 -

0.50 -

025 -

0.00 -

0 12 24 36 48 60 72 84 96 108 120 132 144
Time (months)

Group n HR(CI95%)  P.value
TPS3IWT 406 Ref.
= TP53 Mono & VAF <20% 34 14(0.7-28) 37
== TP53 Mono & VAF 220 % a4 18(1.0-3.) 05
- TP53 Multi 2 29(1.7-5.0) <01

40,

4%
1
I
I
1
T
0

72 84 96 108 120 132 144
Time (months)

Classification of patients with MDS-del (5q)
according to TP53 gene alterations

MDS-del (5q)
n = 682

I—I—|

TP53-wt TP53-mutated
81.1% 18.9%

T —

TP53-monoallelic
76.0%
(14.4% of the entire
cohort)

TP53-multihit
24.0%
(4.5% of the entire
cohort)

A

Co-occurring somatic

Figure generated using Servier Medical Art

* MDS with truly isolated del(5q)
* MDS-del(5q) with DTA comutation
* MDS-del(5q) with SF3B1 comutation

Lower-risk
(IPSS-M score <0)

* MDS-del(5qg) with monoallelic TP53 comutation fr e
* MDS-del(5q) with RUNX1 comutation
* MDS-del(5q) with CSNK1A1 comutation e

Roncador et al. DOI: 10.1182/blood.2025028619blood; Montoro MJ, et al ,Blood. 2024

Y



Retrospective study of lenalidomide discontinuation in patients
with MDSdel(5q). A HARMQNY Alliance study

Reason for lenalidomide discontinuation

clonal evolution
(TP53 mutation)
2%

patient decmon
complete 8%
response
according to
phisician
32%

toxicity
%

46 patients were re-treated with lenalidomide for

response loss and 56% achieved at least a

hematological response (3 also a CCyR)

Median FUP from lenalidomide stop:
40 months (range 2-213)

Crisa et al., Leukemia 2024

o 3 °
= > ®

Proportion of responders

e

0,04

Proportion of responders

"L RBC-TD 22 units in 8 weeks pre-len start
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Y
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M
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T T T T T
20 40 60 80 100
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Luspatercept for the treatment of transfusion-dependent anemia in patients

with MDS with del 5q, refractory/resistant/intolerant to prior treatments (QOL-
ONE PHOENIX)

1 1 | 1
T T I I

-28 days Day1 24 weeks Evidence of 5 years
linical benefit . . . .
g ~ « Eight patients (36%) achieved RBC-TI, with
S ing: MDS S e N N .
Ascensed for —_— 5“;:\_';2“;” | disease o E 2 concurrent improvements in Hb levels, while
METIPT = w a b~ . . . .
e Start Luspa | Jatus : 3 maintaining a favorable safety profile
[ Follow-up > w
| Noevidence of clinical benefit « notable improvement in QoL is reported
Luspa every 3 weeks

Starting dose 1.0 mg/Kg
Maximum dose 1.75 mg/Kg

Oliva, ASH 2025



Imetelstat in Lower Risk MDS:IMerge Phase 3 Trial Design

Imetelstat binds to telomerase and

Malignant clones inhibits its activity Apoptosis of malignant clones Recovery of hematopoiesis
e
v e J
“ ,’,, 2. r > ‘)
'vﬁy
2 ‘s- ¥ N = ‘ ‘
s ) - % - :
3 %‘ ' * . o® Platelets,
Imetelstat ‘ RBC, WBC
Phase 3 Imetelstat _ _
Double blind, randomized . 7.5 mg/kg IV/4 weeks Primary endpoint.
118 Clinical sites in 17 countries (N =118) + 8-week RBC-TP
Stratification: Key secondary endpoints:
« Transfusion burden (4-6 vs >6 units) +  24-week RBC-TI®
Patient Population (ITT N=178) * IPSS risk category (low vs Intermediate 1) +  Duration of TI
IPSS low- or intermediate 1- risk MDS Supportive care, includingRBC and platelet * Hematologic improvement-erythroid
Relapsed/refractory® to ESA or EPO >500 transfusions, myeloid growth factors - Safety
mU/mL (ESA ineligible) (e.g., G-CSF), and iron chelation therapy
. y administered as needed on study per Key exploratory endpoints:
Transfusion dependent: 24 units RBCs/8 investigator discretion
+  VAF changes
weeks over 16-week pre-study
Non-deletion 5q + Cytogenetic response
L e + PRO: fatigue measured by

No prior treatment with lenalidomide or HMAs

FACIT-Fatigue

Safety population (treated) N=177

60% RS+ Imetelstat N=118

N=59

ESA, erythropoiesis-stimulating agent; HMA, hypomethylating agent; LR-MDS, lower risk myelodysplastic syndromes; RBC, red blood cell; T, transfusion independence; WBC, white blood cell.

1. Asai A, et al. Cancer Res. 2003;63(14):3931-3939; 2. Herbert B-S, et al. Oncogene. 2005;24(33):5262-5268; 3. Mosoyan G, et al. Leukemia. 2017;31(11):2458-2467; 4. Wang X, et al. Blood Adv. 2018;2(18):2378-2388; 5. Steensma DP, et al. J
Clin Oncol. 2021;39(1):48-56;



21-year RBC-TI (%)

100

80

60

40

20

Higher 8-Week RBC-TI Rate and Longer-Term Duration of RBC-TI with

50

mimetelstat = Placebo

Imetelstat vs Placebo

pe.001 8-Week Tl Responders Imetelstat (N=47)  Placebo (N=9) HR (95%CI)? P-Value®
40 Median duration of RBC-TI, weeks (95% CI)  51.6 (26.9-83.9) 13.3 (8.0-24.9) 0.23 (0.09-0.57) <0.001
100% .

i_ 30 § 0% \_L'_‘—\
z E 3
o @
E £ 80% L —e— Imetelstat

2 i fa PYSSRE, +— Placebo

5 a0% - —.
10 E 20% I—-
E +
1’.0 o 0 8 16 24 32 40 48 56 64 T2 80 104 112 120 128 136 144
0
B-week Tl Tl Duration, weeks
p=0.039 Patients, N
p<0.001 (72‘3% Imetelstat 47 47 37 33 27 26 20 16 13 1 1 5 3 3 1 1 0
%0 9 9 4 2 1 1 1 1 1 1 1 1 0
(9M0)
p<0 001
7/10 p<0 001
p=0.133
om0 (420 % Imetelstat modulates clonal burden,
(2/4)
10/22 H H
which may suggest disease-
modifying potential
13
(4/33 9 (2/18)
4/54 (@/23) o
oms (076)
250% reduction Cytogenetic SF3B1 TET2 DNMT3A ASXL1 N o )
inBMRS  CRIPR perIRC 507, VAF requction Platzbecker U et al. Lancet 2024; Santini V, et al. Leukemia. 2025
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ALLOGENEIC HSCT IN LOW-INT R-IPSS RISK MD

Current recommendation for allogeneic HSCT in lower-risk MDS: P TR
- patients with severe cytopenia (including >2 RBC units per i ;
month or life-threatening cytopenias as ANC <0.3 X 109/L or pls g ! ’ + t
<30 X 109/L) I
2
- Patients with progressive disease : U
- Patients in whom conventional treatment has failed. R s
. . oy . . . c D
- Patients with additional unfavorable factors (MB fibrosis or i o]
unfavorable IPSS-M).
z z
B ‘E.DSD g 0.50-
B very High @ High B Moderate High g 8
IPSS-M 0254 025
B Moderate Low Il Low [ Very Low
Very High (263) 0.004 0004
K' ;hgh(:;?) 0 1 2 6 1 2 3 § § & 7 8 & 1o
Intermediate Years Years
g Low (1(037; No. at risk No. at risk
Very Low (479) I | T ——
. TEEREIREIILG| GEEREIRELIL
: Bernard E et al. NEJEV 2022
Turin, March 26-27, 2026

Starhotels Majestic De Witte, Bood 2017. Kroger, Haematologica 2025,



What next?

Elritercept (KER-050) Momelotinib, a JAK1/JAK2/ACVR1
* Designed to inhibit select TGF-beta inhibitor ——

ligands, including Activin A, which has BMP6 @B,

been associated with ineffective IPL " Hepatocyte

hematopoiesis, disease pathogenesis i

and progression’?

o Serum lIron,
l Hepcidin §—»  Hemoglobin, I
X/ Erythropoiesis

\\‘ / ‘ ‘.‘2
\7;,‘322-*_\ .:‘}
. [ [ /
Combination strategies.

A Aging HSC i B CH—>MDS HSC

* |Luspatercept +EPO
* Luspatercept +momelotinib

A5 1Ros Production .
25D — t(w :

'\ Pyroptosis o IL18 i
» et Necroptosis
\’ S o GSOMD Pore .

Adapted from Villaume MT and Savona MR Haematologica 2025
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A\

Anemia is the prevalent cytopenia in MDS

A\

Anemia and transfusion dependence impact on OS and quality of life

» Anemia in MDS is still unmet clinical need as current available treatments (rEPO,
luspatercept, lenalidomide, iron chelation) are limited

» Treatment of anemia should start early to avoid transfusions /reduce transfusion burden
(ongoing trial with luspatercept in NTD MDS)

» Transplant should be considered in eligible patients, integrating molecular data into
treatment decision

» Possible future perspectives: therapeutic intervention aimed at restoring hematopoietic
homeostasis in the aging population and potentially even preventing MDS ( inhibitors of
inflammatory mediators, new targetable immune checkpoints..).

Turin, March 26-27, 2026

Starhotels Majestic
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Candiolo Cancer Institute: Hematology

Team
_ v -

e S Y . Umberto Vitolo Delia Rota Fabrizio Marco Fizzotti
[ISTITUTO DI CANDIOLO - IRCCSIEE=S i Scalabrini Carnevale
; = £ ‘ Schianca

o

Mirko Frascione Danilo Faraci Francesca Daniela Caravelli
Bonello

THANK YOU

ISTITUTODICANDIOLO - IRCCS

Turin, March 26-27, 2026
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