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Use of Erythropoiesis stimulating agents (ESAs) in anemic patients with LR-MDS

D = Censored Observation

Ly ER miTT analysis

Placebo  Epoetin-o
n =45 n =85

Patients with erythroid response by IPSS risk category

0.8 Patients with erythroid response” at any time during the first 24 weeks of the study 2 (4.4%) 27 (31.8%)
o P value® <0.001
'.g— Patients with erythroid response by stratification group
g 0.6 - No transfusion and serum erythropoietin level less than 200 mU/mL" 1 (4.8%) 20 (50.0%)
§ Transfusion and serum erythropoietin level less than 200 mU/mL* 1 (5.6%) 7 (22.6%)
Eo No transfusion and serum erythropoietin level at least 200 mU/mL 0 0
2 Transfusion and serum erythropoietin level at least 200 mU/mL 0 0
£ 04 P value! <0.001
®
=
=
a

© 00 Low = 0° 2 (8.7%) 16 (45.7%)

" e | Intermediate-1 = 0.5-1.0¢ 0 10 (20.4%)
e senen Intermediate-2 = 1.5-2.0 0 0
— High=2>2.5 0 0
No IPSS at screening 0 1

0- Traat ment EpoatinAlfa @ -~ -~~~ Placabo d
l l I l 1 1 1 T T l l l l I 1 P value <0.001
0 28 o6 84 112 140 168 196 224 252 280 308 336 364 392 Percentage of patients with erythroid response at any time during the 2 (4.4%) 27 (32.9%)

o
Time to First RBC Transfusion (days) first 24 weeks of study for evaluable patients

Firenze, 24-25 ottobre 2025 Fenaux, P., et al. Leukemia 32, 2648—2658 (2018).
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The selection of LR-MDS patients with sEPO =200 U/L and =2 RBC-U/4 weeks +
the use of optimal dosage increases the rate of the erythroid response

MDS IWG studies

51% 99%
17% 46%
22% 52%
19% 73%
39% 50%
30% 90%
66% 98%
60% 16%
64% 88%
45.1% 70.0%

Overall
- Response 95% CI
Di Raimondo (1996) - : 0 75%
Stasi (1997) - ] | 32%
Italian Group (1998) — (] : 37%
Rigolin (2002) - o : 46%
Terpos (2002) - 4 L : “
Clavio (2004) : i! 60%
Mele (2004) — I {} 82%
Aloe Spiriti (2005) = : 68%
Patton (2005) = : (] 6%
|
|
Combined — E—— 57.6%
10 0 2 50 75 100

Overall Response Rate (%)

Pere Gascon, et al. Leukemia Research, 2019,

ESA type

Weight Epoetin alfa

3.0%

7.6%
o1 Epoetin beta
2.5%

40.7%

2.1% Darbepoetin alfa
6.1%

HA% Methoxy polyethylene glycol-

9.9% epoetin beta (CERA)

Erythropoietin-zeta

Dosing schedule

30000-400001U SC
weekly

30000-600001U SC
weekly

150-300 pg SC every
2-3weeks

360 pg SC every
3-4weeks

40000-800001U SC
weekly

Efficacy (response
rate), %

~40-60

~40-60

~50-70

~40-60

~50-55

Limitations

Lower response in
patients with high

endogenous EPO
(>500U/L)

Requires frequent
administration

More expensive than
epoetin; response
duration varies

Less commonly used
in MDS; limited
comparative data

Less commonly used
in MDS; limited
comparative data

Comparison and combination studies

The EPOANE3021 trial showed
significant efficacy over placebo (31.8%
vs. 4.4%)

A randomized study showed that adding
G-CSF improved response rates (33.3%
vs. 62.5%, p=0.03)

The ARCADE trial showed superior
transfusion reduction over placebo
(36.1% vs. 59.2%)

Not widely studied in MDS, but long-
acting profile offers potential benefits

Not widely studied in MDS, but is a valid
and safe alternative

V. Santini and A. Consagra, BJHem 207:15-26 (2025).

Firenze, 24-25 ottobre 2025
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Primary selection for ESA therapy

Nordic (1997) European (2013) MDS-CAN ESA (2017) ITACA (2017)
(Hellstrom-Lindberg [39]) (Santini [56]) (Houston [61]) (Buckstein [60])
Predictive factor (n = 63) (n = 465) (n = 208) (n =463 + 462)
(score adjustment)
sEPO, TU/L <100 (+2) >200(+ 1) <100 (+2) <100 (+ 1)
100-500 (+ 1)
> 500 (— 3)
RBC transfusion need, units/month <2(+2) - - 0(+1)
>2(-2)
IPSS = - Low (+1) Low (+ 1)
[PSS-R Low (+ 1) - -~
Int (+ 2)
High (+ 3)
Serum ferritin, ng/mL - >350(+ 1) —~ =
Predictive scores (% of patients
achieving a response)
Best to worst > 1(74) 0 (83) 3(81) 3 (85)
+1(23) 1 (80) 2 (55) 2(67)
<1 2 (64) 1 (30) | (43)
(P =NR) 3 (40) 0(17) 0(23)
4 (20) (P <0.0001) (P <0.0001)
(P=NR)

ESA erythropoiesis-stimulating agent, /nt intermediate, /PSS Interational Prognostic Scoring System, /PSS-R revised International Prognostic Scoring
System, /TACA Italy-Canada, /U international unit, MDS myelodysplastic syndromes, MDS-CAN ESA myelodysplastic syndromes-Canada
erythropoiesis-stimulating agent, NR not reported, sEPO serum erythropoietin

Park S, et al Ann Hematol. 2020 Jan;99(1):7-19

Firenze, 24-25 ottobre 2025
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Who are those -40% ESA non-responders?

sEPO levels and transfusion burden
remain the most robust predictors,
but...

...Novel biomarkers are needed!!

Sex*

Neutrophil / leukocyte counts

Cytopenia level®

Platelet count®

Hemoglobin levels'

Dysplastic lineage / RARS vs RCMD-RS®

BM blast / RAEB"

Prior use of ESAs'

Prior RBC transfusion!

IPSS/IPSS-R status/risk*

BFU-E levels'

p-ERK1/2 levels™

Serum ferritin"

Serum TNF-«®

Somatic mutations®

WHO classifications®

WPSS classifications’

Firenze, 24-25 ottobre 2025

Number of studies

m Significant impact on response  m No significant impact on response

Park S, et al Ann Hematol. 2020 Jan;99(1):7-19
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The earlier the better!!

ESA start <6 months from diagnosis
ESA start =6 months from diagnosis

1,0 1.0
0,9 0.9
0,8 0.8
o 0,7 0.7
§ 0,6 £ 06
® 05 2 05
X 04 Q(Y 0.4
03 2 s 3> 0.3
0,2 0.2
0,1 0.1
0,0 I I T T I T I 1 0.0 t I t I ' I ' I '
0 10 20 30 40 S50 60 70 &80 90 0 50 100 150 200 250

Response duration (months)

0=0.07 Time to transfusion dependency (months)

p=0.007
Park S, et al. Leuk Res. 2010;34(11):1430-1436 , Park S, Abstract #349 Presented at the ASH Annual Meeting; December 7-10, 2024; San Diego, California

Firenze, 24-25 ottobre 2025
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Immature erythroid cells are increased in ESA-sensitive LR-MDS patients

Blood Cancer Journal

www.nature.com/bc;j

Demographic

Learning cohort (n=97)

Flow cytometric analysis of

CORRESPONDENCE OPEN R) Check for updates Median age (years) 75 (41-92)
. , : ; Male %(n 62,8 (61
Flow cytometric analysis of erythroid precursors and mutational erythroid maturation Fomnale ofo(z,) 37 2 §36;
signatures of lower risk myelodysplastic syndromes identify Hematological Mean (range)
? : ’ 103 Hb g/dL 9,67 (7,1-12,5)
responders to erythroid stimulating agents 032+ ERYTHROID SEPO mU/mL 53500 (7.2-737, n=90)
© The Author(s) 2024 PROGENITORS Ferritin ng/mL 628 (7-7544)
« (D34 > 2 TD %s(n) 8,70
i o > 10 RBC U/8 weeks median (range) 2 (0-4)
. ;
l - MDS-LB 40,9 (34)
«——1 cp10s —» a8 10" MDS-SF3B1 39,8 (33)
* : co71 ——» N POLYE+ORTHOE MDS-LB RS 6 (5)
: <«——Glycophorin A—» E MDS del(5)q 7,3 (6)
: O MDS-IB1 6 (5)
\ Erythroblasts 100 IPSS-M Category AQDE:X:
] Very low 18,3 (15)
BFU-Ep  BFU-Em Proebl Ba:so I BasoIl Poly Acido Ret GR Lo 46,9 (39)
x: e Moderate low 10,8 (9)
@_@—@ ® o ™ 0 Moderate high 12 (10)
I High and Very high 12 (10)
) 0 2 10 102 103 ESA response (HI-E - IWG 2018")
Non-responders 46,6 (48)
CD105 PE Short responders (=24 months) 25,2 (26)
Long responders (>24 months) 28,1 (29)
Median DOR (months) 23 (10-78)

Raddi et al. Blood Cancer Journal (2024)

Firenze, 24-25 ottobre 2025

Raddi et al. Blood Cancer Journal (2024)
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Patterns of dyserythropoiesis according to MDS subtype

80 MDS-SF3B1 patients
60 A ’ i
'i- 60 , | ekk 60 25
n - = o o0 ®
840 o ¥ 0. ; 29
F 3404 o E40 ¢ . 5
1':20 0 0 E o ° £18 °
3, 9 s gis 5 °
S T o ©0g0 a © 029 ° Q10
) 20 2 o 9207 % ¢ 3
-1 :EE_. o (0] 5 %
-20 0- %es® 0 0- "o~
T T - 1r 1 T
Q

Raddi et al. Blood Cancer Journal (2024) Firenze, 24-25 ottobre 2025
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CD34+* and CD117* erythroid precursors are increased in SF3B1WT LR-MDS patients
with long (>24 months) ESA response

A . 1 0.08 B C
| . 10,051 . o , 1 0.06 | ' oo
50 | < % 80 . . ” 10.058 25 : >  0.052
° ) 20 ° °
+ 0 /0\ o® ° + 60 /\
3 = 5
o 30 o 2 $ 15
O ol X 40 =
. 20 Qol0® :: E‘ 10
> 3 S > o9 0
: T 20 5
10 U Solpo
0 0 0
(’Q X X X aé\ QQQ X X X ,é\
N\ \OOQ’ é\o{& Qo*\ ¢ < \OOQ é\oé S ¢

Raddi et al. Blood Cancer Journal (2024) Firenze, 24-25 ottobre 2025
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IPSS-M scores and |
ESA response SF3B1WT LR-MDS patients

3 - * % C
| . ery-CD117+ / ery
2.5 - Yk o _
J1 94(0.25,091)
1.5 - e
10.6 (0.71, 0.73)

1 -
0.5 - . | 8.26 (0.82, 0.60)

= £ B}

: 0 - *;; B AUC: 0.53
3 o _ AUC: 0.76
A _0.5- D3 - AUC: 0.73

-1 -
1.5- S
—— Nno response vs short response
-9 . —— no response vs long response
o | —— short response vs long response
-2.5 - ° — | |
0.0 0.5 1.0
| | | Specificity
NS NS S
’
QQ 0(" 00' « Ery-CD117%/ery >10.6%
© & ¢ + |IPSS-M score <0.25
Independently from sEPO and TD

Raddi et al. Blood Cancer Journal (2024) Firenze, 24-25 ottobre 2025




What About Single MDS-Related Somatic Mutations?

CONVEGNO FISiM

IPSS-M score integrates 17 (main) + 15 (residual) prognostically relevant gene mutations

Density

0.25
]

Hazard ratio (from average patient)

0.5
i

4

1

16

0.3

0.2+

0.1+

0.0+

VL
14%

L 1

A score=-1
half risk

Average
patient

' ML MH
339% 1 11%1 11%,

14%

A score=1
double risk

VH
17%

IPSS—M risk score

(W) =

Gene main effects (17 variables, 16 genes)§
rps gultih
MLLPTD
FLT3|TD+TKD
SF3BI’S
NPM1
RUNXI
NRAS
ETV6
IDH2

CBL

EZH2

LFS probability

1.00-

0.75-

o
wn
o

0.25

0.00+

P<0.0001

OS probability

1.00-

0.754

o
wn
o

0.254

0.00+

P<0.0001

UZAF1
SRSF2
DNMT3A
ASXLI
KRAS
SF3B1”

Gene residuals (1 variable, 15 genes; possible values of 0, 1, or 2)|

min(Nres,2)

Firenze, 24-25 ottobre 2025

3.27 (2.38-4.48)
2.22 (149-3.32)
2.22 (L.11-4.45)
166 (1.03-2.66)
1.54 (0.78-3.02)
1.53 (1.23-1.89)

1.52 (1.05-2.20)
148 (0.98-2.23)

146 (1.05-2.0)
1.34 (0.99-1.82)
131 (098-1.75)
1.28 (101-161)
1.27 (103-1.56)
1.25 (102-1.53)
1.24 (102-15))
1.22 (0.84-1.77)
0.92 (0.74 1.16)

1.26 (112-1.42)

1.18

0.798
0.798
0.504
0.430
0.423
0.417
0.391
0379
0.295
0.270
0.247
0.239
0.221
0.213
0.202

~0.0794

0.231

E. Bernard et al. NEJM, 2022




Regular Article

MYELOID NEOPLASIA

[PSS-M risk and specific sex-associated somatic

mutations predict response to ESA therapy in
LR-MDS: building a new score

y Epo-a 30-80. 000 IU/week Hierarchical genetic clusters f'f'

19

o
-
-
o
-l

Diagnosis
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ESA response rate = 59,4%

LR-MDS male patients

IPSS M r|sk score Transfusion status SEPO levels

\

ESA-PSS M score:
-0.05 X [sEPO U/L] -4.5 X [IPSS-M score]
-5 X [TD, yes =1, no =0]

4/\

=>-1.3 <-1.3

l l

A

STAG2 mutation

/

Likely ESA responders Unlikely ESA responders <

Learning cohort (n = 535)
Age (years)

Mean = SD (min-max)
74,2 + 11,8 (18-96)

M:F ratio

1,15

IPSS-R and IPSS-M Mean £ SD (min-max)
IPSS-R score 2,28 £ 0,9 (0-4,5)
IPSS-M score -0,74 = 0,82

MDS-LB 40 (215)
MDS-SF3B1 37,4 (200)
MDS-LB RS 5,2 (28)
MDS biTP53 1,1 (6)

MDS 5q- 7,8 (42)

MDS-IB1 7,8 (42)

MDS/MPN-SF3B1-T 0,4 (2)

ESA predictors
Hb (g/dL)

Mean £ SD (min-max)

9,6 1,34 (5,9-15,4)

ESA Response Mean = SD (min-max)

HI-E2 RR (%,n)

RBC/8 weeks' (n=96) 2,9 + 1,8 (0-8)
TD rate' (%,n) 45,6 (177)
sEPO U/L 99,5 + 112,8 (4-849)
sEPO < 200 U/L (%) 86,2

59,4 (318)

DOR months

24 + 26,5 (2-148)

Firenze, 24-25 ottobre 2025

Raddi et al,. Blood (2025)
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Entire Cohort ESA responders

ESA non-responders

IPSS-R IPSS-M IPSS-R IPSS-M
70 - Very IowI Very low l
* |
0 . y |
- VL +L
N\ VL+L \
50 - Low i ,
_ Low - = | \\_\
3 40 - ‘ - 35 y*
c 30
20 Int 3.5|
10 -
— Int.=4[]
0 | I
IPSS-M score <0 IPSS-M score =0
Parameter Responders Non-responders
o o Hb, dx (g/dL, mean +SD) 9,7 +1,3 9,4 +1,3 0,042
IPSS-R to IPSS-M n (/o) RR (/o) P TD (%) 37,5 58,3 0,0001
IPSS-M score <0 (445 (83,1)] 61,7 IPSS-R score (mean +SD) 2,12 +0,92 2,53 +0,93 <0,0001
IPSS-Mscore=0 |90 (16.9)| 453 | 0048 SEPO (U/L, mean +SD) 77,3+148,1 | 1332 +202,4 <0,0001
’ ’ n° mutation/patient 1,9 2.1 ns
IPSS-M score -0,88 +0,8 -0,54 +1,1 <0,0001

Raddi et al. Blood (2025) Firenze, 24-25 ottobre 2025
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TA B
Learning Cohort Validation Cohort
n=2>535 n =223
1.00 1.00
0.75 0.75
2 Fy
£ £
-— 0.50 - 0.50
= =
5 5
R e R el RO soe
0.00 0.00
0.00 0.25 0.50 0.75 1.00 0.00 0.25 0.50 0.75 1.00
1-Specificity 1-Specificity
Index Value (%) 95% CI Index Value (%) 95% CI
Specificity 75.8 67.2-83.2 Specificity 777 68.4 - 85.3
Sensistivity 57 .4 499 -64.6 Sensistivity 725 63.6 - 80.3
NPV 53.8 46.0-61.5 NPV 70.8 61.5-79.0
PPV 78.4 704-85.0 PPV 79.1 70.3-86.3
0. Cut off -1,3
t-off
1.3
= " =
7] 7
Q- -20 - e
< <
) N
W 30 - W 30

2yes =1; no =0

nze, 24-25 ottobre 2025

ESA-PSS-M

(molecular predictive scoring system for ESA)

A multivariable weighted score including
baseline IPSS-M from IPSS-R LR-MDS
patients to predict ESA response

sePO (U/L)
TD (y/n)
IPSS-M score

-0.05*[sEPO U/L] -4.5*[IPSS-M score] -5*[TD?]

Raddi et al. Blood (2025)
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Not all MDS-SF3B1 respond the same to ESAS

Learning Cohort Validation Cohort
70 * 70
*
*
60 - 60 - 0.06
50 90 -
o 40- 2 40 -
o o
o s
30 30 |
20 20 |
10 | 10
0 0
\ ’ X \ » X
\,e‘@\ 9,("56 09'60‘ Q‘!ﬁ\% (\660‘ Q‘be\o go \‘e(o\ ?9,9 i > Q‘.‘.@\% (\660‘ ((%6\0 “;\)
O o \ 6’6 %9\ ° 6’6 '(?6 O o2 W S S ‘39‘\ ° S S '(?6
® W < W R\ ® W < W R
\&06 \&06

SF3B1B* = SF3B1+ BCOR, BCORL1, RUNX1, NRAS, STAG2 or SRSF2
*as per IPSS-M

Firenze, 24-25 ottobre 2025 Raddi et al. Blood (2025)
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Sex-based differences in mutational landscape and ESA response

50 -

Male
45 | ]
Female
Increased number of o ],
somatic mutations 2 > )
. 30 -
in males vs. females = :
o 0.06
5 20 0 i
* 5. - all o
5 105 I ** *
Parameters R (95% CI) p 5. H
EPO  |0.994 (0.991 - 0.998)0.0007 ° H 111 HH o b 0o ol ol o o
S . . - U. : A 9, A 0 Q& 9
@ /& v Q~ \ + ¢ W R ¥ o o 0 <~ A
STAG2 |0.129 (0.033 - 0.507)| 0.003
A Male B Female
TD 0.484 (0.247 - 0.947)| 0.034 goq CWI &MU g0y W EMUT
70 1 80 - 0.035 —
| & 0058  0.057 ol 0.051 N -
sEPO  |0.996 (0.993 - 1.000)| 0.06 * .
o 50 o .-
oc 40 A oc
’ ! IPSS-M score|0.556 (0.339 - 0.909)| 0.019 S a2 40 n
207 20 -
0 0
v% «‘}:\ \0& QOOQ‘ y «ng 00\/ Qp‘\,‘:\ \O%Q' 6{50’\ «6{} < Q“;b oq' §’\

Raddi et al. Blood (2025) Firenze, 24-25 ottobre 2025
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D On ,t ST A G (2 ) M e N OW' S— Cohesin wildtype

. loops
0.6 ; . <
L STAGZ™ Males with LR-MDS (n =29) ~ HESA responders hanier ,Qfm - 5"
2 05 BESA non-responders &Y ” L “ &7
QA
2 \ i
= 0.4 V )4 \
¢ STAG2-deficient
o p ~
£ 0.3 ~ stable/ F 8 ool | »
? - {0
Q gameq " loss ' %‘ ‘
T 0.2 cohesin [S==]
2 CD34+1 myeloid/erythroid
0.1 T CEXbporn] | expansion differentiationd
ENHANCER! ',DROMOTER ronodl /
S NOA A DD : | 7
Q\)‘\ 9 q,? (oQ‘ 61' 13‘ 00
Females Males Male ESA responders Male ESA non-responders
(n=7) (n=27) (n=7) (n = 20)

17%

50%

14% V%
37% oh
(+]
45%
57% 25%

Oframe-shift @missense @non-sense ®ins/del Oframe-shift @missense @non-sense MWins/del

33%

Raddi et al. Blood (2025) Firenze, 24-25 ottobre 2025 Fisher A. et al. Cell reports (2024)
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Proposed Algorithm to refine selection for ESA therapy integrating
IPSS-M score and sex-specific somatic mutations

- Low or Intermediate risk MDS (IPSS-R =4)

- Hb < 10-10.5 g/dL or symptomatic anemia

- ESA sensitive: sEPO < 200 U/L and 0-4 RBC-U/8weeks

<0 < m > >O

(VL, L, ML) ‘\\\\ffzfi///" (MHTH,VH)
v

HSCT
| eligible
YES NO
Young age

* Good PS
Low HCT-TI
YES (,)Av\vlailable NO
donor
YES NO
v
YES NO [ Luspatercetp 1L ? J [ consider HSCT ' ] [ ESAs?
J
4 ¢ h 4 D
Luspatercetp 1L ? Luspatercetp 1L ?
\_ Y, \_ )
v v g
4 )
Tentori CA et al. JCO 2024; 42(24):2873-2886; . .
ESAs ?' ESAs : ’ HMA (multiple cyt
L y [ ] ?Gurnari C et al., February 19, 2025:blood 9 (mulfiple cytopenias) )

Firenze, 24-25 ottobre 2025

Raddi et al. Blood (2025)
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Clinical predictors Molecular and phenotypic predictors

IPSS-M score <0

Z ESA-PSS-M score =-1,3
?tl O STAG2'T males
— SEPO levels =200 U/L 5
=0 D Ery-CD117* > 10.6%
E i Transfusion independence
D O uw
7 n
/. IPSS-R ) £
score = 3.5 =
» Hb <10g/dL o - - p
— |
* Early -g < % 4 4 IPSS-M score =0 h Y, e
initiation = = SEPO levels 200 - 500 U/L ESA-PSS-M score <-1,3
- Adequate 'E, %. fil-j i RBC-T 1-3 in 8 weeks ESTA(‘;%?:U; rr;a(\)k-;i/ ,’
- + =<10.6%
dosage - 0 o) N "y Y
\_ %€ 3P
\ Y,

IPSS-M score =0
sEPO levels > 500 U/L ESA-PSS-M score <-1,3
RBC-T >3 in 8 weeks STAG2MUT males

Ery-CD117+ =10.6%

RESISTANCE

Firenze, 24-25 ottobre 2025
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Mechanism of action of Luspatercept:
Erythroid Maturating Agent (EMA)

Hemoglobin

@D O—»O —»O-»Q ->Q >eo

BFU-E CFU-E ProE BasoE  PolyE OrthoE Retic RBC

EPO dependent

GDF-11 inhibits dnfferentuatnon W Luspatercept - “a
of etythropouesus ligand trap”

In a phase |l study (PACE) Luspatercept demonstrated higher
activity in MDS-RS (67.7% vs 36.4%)

Lancet Oncol. 2017 Oct;18(10):1338-1347

Fenaux P et al. Blood, 2019 Firenze, 24-25 ottobre 2025 Kubash A.S. et al Blood. Advances (2021)
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©® Long-Term Efficacy and Safety of
Luspatercept for Anemia Treatment in Patients
With Lower-Risk Myelodysplastic Syndromes:

. The Phase |l PACE-MDS Study

Uwe Platzbecker, MD?; Katharina S. Gotze, MD?; Philipp Kiewe, MD?; Ulrich Germing, MD*; Karin Mayer, MD®; Markus Radsak, MD¢;
Thomas Wolff, MD’; Joerg Chromik, MD?2; Katja Sockel, MD®; Uta Oelschlagel, PhD®; Detlef Haase, PhD'°; Thomas llimer, MD!?;
Haifa Kathrin Al-Ali, MD'%13; Gerda Silling, MD'4; Joseph G. Reynolds, PhD'%; Xiaosha Zhang, PhD'®; Kenneth M. Attie, MD'5;
Jeevan K. Shetty, MD'%; and Aristoteles Giagounidis, MD'?

sojepdn eriy eorur[d

Patient Group

RBC-TI = 8 Weeks?

HI-E

All patients, No./total No. (%) [95% Cl]

32/73 (43.8) [32.2 to 56.0]

58/108 (53.7) [43.8 to 63.3]

RS status, No./total No. (%) [95% Cl]

RS

22142 (52.4) [36.4 to 68.0]

42/62 (67.7) [54.7 to 79.1]

Non-RS

10/29 (34.5) [17.9 to 54.3]

16/44 (36.4) [22.4 to 52.2]

Mutation status, No./total No.

%) [95% Cl

SF3B1 mutation

16/31 (51.6) [33.1 to 69.8]

35/47 (74.5) [59.7 to 86.1]

SF3B1 wild-type

15/32 (46.9) [29.1 to 65.3]

19/49 (38.8) [25.2 to 53.8]

Non-SF3B1 splicing factor mutation

10/13 (76.9) [46.2 to 95.0]

B8 (55.3) [18:3 {0'59:0]

Any splicing factor mutation

26/44 (59.1) [43.2 to 73.7]

41/65 (63.1) [50.2 to 74.7]

Any splicing factor wild-type

5926 S0 to H1L2]

13/31 (41.9) [24.5 to 60.9]

Transfusion burden, No./total No. (%) [95% CI]

NTD (O RBC units/8 weeks)

NA

24/34 (70.0) [52.5 to 84.9]

LTB (< 4 RBC units/8 weeks)

20/28 (71.4) [51.3 to 86.8]

10/29 (34.5) [17.9 to 54.3]

HTB (= 4 RBC units/8 weeks)

12/45 (26.7) [14.6 to 41.9]

24/45 (53.3) [37.9 to 68.3]

Median Change From Baseline to EOT (Range)

Overall (N = 51) RS (n = 32) Non-RS (n = 19)
Parameter Responder (n = 31) Nonresponder (n = 20) P Responder (n = 23) Nonresponder (n = 9) P Responder (n = 8) Nonresponder (n = 11) P
BM erythroid 9({=23 to 35} 0 (—37 to 29) 267 5 (=23 10:35) 5 (-8 to 26) 933 185 (=610 53] =2 (=37 10129) .083
progenitor cells,>”¢ %
Late to early 2.91 (-7.00 to 50.00) —0.39 (—29.36 to 6.44) 4.02 (—6.99 to 50.00) —-0.45(-3.361t03.56) .072 1.99 (—2.09 to 8.12) —-0.32 (=29.36 t0 6.44)  .029
progenitor cell ratio™®
Myeloid to erythroid ratio® —0.16 (—10.06 to 0.91) —0.23 (—6 to 26.19) 412 -012(-121t0091) -026(-187100.28) 586 -1.25(—10.06 to 0.18) 0.11 (—6.00 to 26.19) 107
EPO, IU/L 27.7 (-=169.4101,121.0) 2785 (—13291t062,140.6) .002 |12 (-169.4101,121.0) 1469 (—-132910545.3) .249 43.7 (-130.6to 131.9) 1,700.0 (—59.8 t0 62,140.6) .010
sTfR1, nM 184 (—21.2 to 111.9) 12 8\(—7 5M0 52) ASB85 (=212 ta L1159) 15.35 (2.9-52) 946 19.6 (—14.9 to 45.3) 5.8 (—7.5 10 40.6) 1525
Absolute 14.42 (—57 to 89) —13 (13.92 to 38.4) 454 9 (-29.281062.00) 10.34 (—13.92 to 38.40) .855 35.42 (—57.00 to 89.00) 13 (—9.24 to 38.37) 138

reticulocytes, No.

Platzbecker U, et al. J Clin Oncol. 2022

Firenze, 24-25 ottobre 2025

Fenaux P. et al, N Engl J Med. 2020 Jan 9;382(2):140-151
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Response to luspatercept can be predicted and improves n M
overall survival in the real-life treatment of LR-MDS FONDAZIONE
SINDROMI
Overall HI-E rate of 50.2% (n = 166/331) MIELODISPLASTICHE

RR was significantly higher in NTD and LTB patients compared to HTB patients
81% (n =17/21) of NTD patients achieved HI-E

overall response [ |Response in LTB [[F]Response in HTB

O
o

SN
o

<0.001
|

(@)
o

NS
o

% of patients

—_
o

mil

Hgb increase more than 1.5 g/dl RBC-TI without Hgb 1.5 g/d increase >50% reduction in RBC-TB
in NTD or RBC-TI with Hb increase
>1.5 g/dl'in TD patients

Consagra A et al, Hemasphere. 2025 Feb;9:e70086 Firenze, 24-25 ottobre 2025
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Distribution of response by IPSS-M and IPSS-R FONDAZIONE
SINDROMI
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For 154/331 patients with calculated baseline IPSS-M score, response to Luspatercept correlated with
molecular risk, while IPSS-R score did not (p=0.247).
Cases with >2 somatic mutations showed lower response rate

Consagra A et al, Hemasphere. 2025 Feb;9:e70086 Firenze, 24-25 ottobre 2025
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FONDAZIONE
Response to Luspatercept across genetic subtypes RO,
Similar HI-E rates in SF3B1M" (53.8%) vs Among SF3B1MUT cases, SF3B1F and SF3B1¢
SF3B1WT (40.1%, p=0.267) irrespective of obtained superior HI-E rates vs. SF3B17°9 (p=0.046)
SF3B1 VAF (median 38%)
{00 @response @no-response _ mresponse  mno-response @response ENO-response Eresponse mNO-response
0. " "
S £ o
T 50 - ‘g 50 | § 50 |
% Sy 2 5
20 1 20 - 20 -
10 - 10 10 -
. o /‘(\\:?,bg\ b 5?(5%\ /‘(\\);%g\ b sz‘b°|° L(gb°|° Zfb‘b°|° Afbe,°|° \(300?’ 0,{(\@(5 \(300?’ 0«@‘9’
SF3B1 VAF

Consagra A et al, Hemasphere. 2025 Feb;9:e70086 Firenze, 24-25 ottobre 2025
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Patients with age-adjusted hypercellular BM had higher responses to luspatercept compared
with the hypo- and normocellular groups

(p=.005, OR1.5, Cl 0.27-8.48)
100% - |

90% - | Wl hyper
I hypo

0normo

80% -

70% -

60% -

50% -

40% -

% of patients

30% -

20% -

10% -

0%
non-Responder Responder

Figure 1 : Response to Luspatercept according to cellularity of Bone Marrow
biopsy.

Consagra A et al, Hemasphere. 2025 Feb;9:670086 Firenze, 24-25 ottobre 2025
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Late to early erythroid ratio correlates with clinically meaningful
response to Luspatercept

Baseline: pre-Luspatercept

n = 37 (33/37 received ESAS)
Tl >8 weeks 40%
Tl >24 weeks 35%

= ProE = LEP*
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% of total erythroid cells
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Baseline: pre-ESAs (n =16/33)
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Firenze, 24-25 ottobre 2025

*LEP = late erythroid precursors

Boyer T., et al, MDS Foundation - Guided Poster. Leukemia Research,2025,
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Why Improve Prediction to Therapies for Anemic Patients with LR-MDS?

Optimized patient selection for therapy in LR-MDS translates into higher and longer responses,
freedom from RBC transfusion and improved quality of life.

Effective treatment depends on early initiation with_.adequate dosing in patients characterized by low
serum EPQ levels and transfusion burden

Molecular and phenotypic profiling—including IPSS-M risk score, specific genetic signatures (e.qg.
SF3B1 molecular subgroups and STAGZ in male patients), BM cellularity and erythroid precursors
guantification—enhances response prediction and underscores the need for closer monitoring in higher-
risk subsets (IPSS-M > 0).

Pro-inflammatory cytokines? Epigenetics?

Firenze, 24-25 ottobre 2025
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