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Targets for Treatment in Myelofibrosis, Beyond JAK/STAT
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Targets for Treatment in Myelofibrosis, Beyond JAK/STAT
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An Unfair Comparison

CML <----- TKi

-

>90% paz have clinical and hematologic response
>90% paz have major molecular response

<10% paz relapse (clinical/hemato/molec)
Usually modest toxicity

<5% evolve to BP

OS not very far from normal population

MF €-—-—-JAKi

<50% have clinical and hematologic response

<20% paz has «some» degree of molecuar response
>50% relapse at 3-5 years (clinical/hematol)
Hematologic, immunologic, 2° cancers etc complications
Approx 20% evolve to BP

Median OS approx 7y (wide intervals)



Why new therapies??

To raise % of pts showing clinical and hematologic response

To reduce % of pts who relapse

To raise % of pts with meaningful molecular response

To improve clinical/hemato response without increasing AE rate
To reduce % of BP evolution

To prolong lifespan

etc



Investigational non-JAK inhibitors in phase Il development

In treatment naive patients In R/R MF

+ ruxolitinib Navtemadlin — HDM2 inhibitor (BOREAS;
. L NCT03662126)

Pelabresib — BET inhibitor (MANIFEST-2;
NCT04603495) Imetelstat Telomerase inhibitor (IMpactMF;

| . L NCT04576156)
Navitoclax — BCL-xL inhibitor (TRANSFORM-1;

% NCT04472598) Navitoclax + ruxolitinib — BCL-xL inhibitor “W’.
i (TRANSFORM-2; NCT04468984) g@

Luspatercept — TGF-f3 inhibitor (INDEPENDENCE;
LTFU; NCT04717414)

Selinexor — Exportin-1 (SENTRY; NCT04562389)

Navtemadlin HDM?2 inhibitor (POIESIS;
NCT06479135)

Monotherapy
Bomedemstat — LSD1 inhibitor (NCT06351631)

Not exhaustive



JAK inhibitors combined with BET inhibitors: Rationale

* BET proteins are chromatin-adaptor proteins that
bind to acetylated lysines on histones and non-
histone proteins via their bromodomains, M

functioning as co-activators of gene expression at \Ki N/

transcriptional start sites and gene enhancers

N, ¥ JAKZ/CALR/MPL’
’_§' ¥ TGFB family’
N + Cytokine production”

* In preclinical studies, BET inhibition was shown to:

Acetylated

1. Downregulate pro-inflammatory cytokines e

through its effects on the NF-kB pathway and
inhibit megakaryocyte differentiation

2. Combined with ruxolitinib, to achieve a
synergistic reduction of splenomegaly, BM
fibrosis and mutant allele burden in a mouse
MF model.

BET, bromodomain and extraterminal; IL, interleukin; JAK, Janus kinase; MPN, myeloproliferative neoplasm; NF-kB, nuclear factor-kB. Wang N, et al. Signal Transduct Target Ther 202 1; Kleppe M, et al. Cancer Cell 2018; Shorstova T,
etal. Br J Cancer 2021; Harrison C, et al. Future Oncol 2022.



Global, randomized, double-blind, active-control, Phase 3 study

Study population

JAKi-naive patients
with MF (N=430)
(primary or post-ET/PV)

DIPSS Int-1 risk or higher
Spleen volume (2450 cm?3)
Platelet count 2100 x 10°/L

TSS 210 (or =3 for two
symptoms, MFSAF v4.0)

Peripheral blast count <5%
ECOG PS =2

Int-1 (%): 59.8/58.
Int-2 (%): 35.0/34.
High (%): 5.1/8.9

Double-blind
— randomization —

(1:1)

8
3

—>

Treatment arms

PELA

125 mg*POQD +

Day 1-14

PBO
PO QD
Day 1-14

RUX
Per label with a 5 mg
BID lower starting doset
Day 1-21

21-day cycles

+

RUX
Per label with a 5 mg
BID lower starting doset
Day 1-21

\.

d Primary endpoint

SVR35 response at Week 24

Key secondary endpoints
« Absolute change in TSS from baseline at

Week 24
TSS50 response at Week 24

Secondary & exploratory endpoints
« Hemoglobin response/RBC transfusions

Improvements in BMF by =1 grade from
baseline

Changes in VAF of driver mutations from

baseline
PFSt and OS
AEs of all grades and serious AEs

\

_/

MANIFEST-2 met its primary endpoint, showing a statistically significant improvement in SVR35 response at Week 24 with PELA+RUX
compared with PBO+RUX in 1L JAKi-naive MF'

* The starting dose for pelabresib was 125 mg QD and protocol-defined dose modifications based on AEs and treatment response allowed a dose range between 50 mgand 175 mg QD. t
RUX was started at 10 mg BID (baseline platelet count 100-200 x 109/L) or 15 mg BID (baseline platelet count >200 x109/L) with a mandatory dose increase by 5 mg BID after 1 cycle and a
maximum dose of 25 mg BID (in case of lack of spleen response) as per the label. RUX dose was comparable between treatment ams and between MANIFEST-2 and COMFORT-II studies*.

#Defined as the time from randomization to documented progression, or death from any cause.

L
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Significant reductions in spleen volume persisted from Week 24 to Week 96 with PELA+RUX
compared with PBO+RUX

Week 96

Evaluable patients:
25 B pE| A+RUX (n=106)
@ PBO+RUX (n=113)

Probability (%)

-35%

T T T T T T T T T T T T T T T T T
0 12 24 36 48 60 72 84 96 108 120 130 144 156 168 180 192
Duration of Splenic Response by Central Read (weeks)
PBO+RUX (N=216) ------ PELA+RUX (N=214)
Number of Patients at Risk

PBO+RUX 135 123 111 101 89 74 67 55 40 32 22 15 9 6 3 1 0
PELA+RUX 176 168 154 141 127 120 111 98 73 55 39 26 17 7 2 1 0

Percent Change from Baseline (%)

PELA+RUX PBO+RUX

(N=214) (N=216) ITT population
SVR35 response at Week 96 i evaluable patients 91.5% (97/106) 57.5% (65/113) PT'I‘.:“OR‘ISIX P‘;‘I(:;I:;I)X
Difference 34.0% Median duration of splenic e 138.3
response, weeks
SVR35 response at Week 96 f ITT population 45.3% (97/214) 30.1% (65/216)
Hazard ratio (95% CI) 0.692 (0.454-1.056)
Difference’ (95% Cl) 14.9% (6.1-23.8)

Reductions in spleen volume were maintained at Week 96 with PELA+RUX vs PBO+RUX

Median duration of splenic response was not reached with PELA+RUX vs PBO+RUX (138w) at Week 96 data cutoff

Data cutoff date: March 02, 2025.

Spleen volume assessed by central read.

Waterfal plots represent evaluable patients who have baseline and Week 24 or Week 96 data. t Calculated by stratified Cochran-Mantel-Haenszel test. 9

ClI, confidence interval; ITT, intent-to-treat; PBO, placebo; PELA, pelabresib; RUX, ruxolitinib; SVR35, 235% reduction in spleen volume from baseline. Ra m pal R et aI ASH 2025
’



Twice as many patients achieved both SVR35 and TSS50 responses with PELA+RUX vs

PBO+RUX at Week 96
PELA+RUX (N=214) PBO+RUX (N=216)
SVR35 response: TSS50 response: SVR35 response: TSS50 response:
97 patients (45.3%) 79 patients (36.9%) 65 patients (30.1%) 61 patients (28.2%)

Both SVR35
and TSS50:

Both SVR35

and TSS50:
n=68

31.8%

n=34
15.7%

The dual SVR35 and TSS50 response observed with PELA+RUX was maintained from Week 24 to Week 96

Data cutoff date: March 02, 2025.
Analysis is not pre-specified in the study protocol and has been performed post-hoc.
PBO, placebo; PELA, pelabresib; RUX, ruxalitinib; SVR35, 235% reduction in spleen volume from baseline; TSS50, 250% reduction from baseline in total symptom score.

Rampal R et al, ASH 2025



Hemoglobin response, and RBC transfusions, with PELA+RUX versus
PBO+RUX

I PELA+RUX (N=212) PBO+RUX (N=214)

3 "] ITT population
E)
£, PELA+RUX
< ) —
2 -, Mean baseline I (N=214)
2 Hemoglobin response,tt % (n/N) (95% 16.4 (35/214) 9.3 (20/216)
2 - Cl) (11.4-21.31) (5.39-13.12)
k-]
c Hemoglobin response,f+ in patients with
s . . o o 20.9 (14/67) 16.9 (12/71)
E 8 I I I I I I I I I I I I I I I I I I 2T)emla (basellne <10 gldL)! A’ (nln) (95A, (1 11 6_3063) (818_2562)

& 4 4 4 42 4 2 4 4 4 4 4

ed‘@ ) ®, Q, Q, ®, (S ®, Q, o, ®, (I (I ®Q, Q, ®, ®, ®, Q,

e o Fg Fo Fg Qf@ 53(-{5\ @f,& @fe, Qfey %%7 %% 5’479 94%’ @4@7 Qfob QF% QF%

Number of at-risk patients

212 204 209 199 193 189 186 185 184 181 171 168 162 156 148 144 139 136

PBO+RUX J 214 206 211 209 207 205 204 199 19 195 185 179 175 170 161 152 145 139

Fewer patients in the PELA+RUX arm versus the PBO+RUX arm required RBC transfusions$ over 72 weeks:
* Weeks 0 to 24: 24.1% (35/145) versus 36.4% (59/162)

* Weeks 25 to 48: 19.3% (28/145) versus 30.9% (50/162)

* Weeks 49 to 72: 19.3% (28/145) versus 25.3% (41/162)

Data cutoff date: August 30, 2024 . *Safety population received 21 dose of study drug. THemoglobin response is defined as a 21.5 g/dL mean increase in hemoglobin from baseline in the absence of transfusions during the prior 12 weeks in the ITT population.
tBaseline hemoglobin defined as the last assessment prior to or on Cycle 1 Day 1, regardless of blood transfusions. SRBC transfusions refer to number of patients who received any RBC transfusion during the first 24 weeks after Cycle 1 Day 1,
during the 25-48 weeks after Cycle 1 Day 1 orduring the 49-72 weeks after Cycle 1 Day.

Cl, confidence interval; ITT, intent-to-treat; PBO, placebo; PELA, pelabresib; RBC, red blood cell; RUX, ruxolitinib. 11

RarmpattiR atpbtASHRA2625



Reductions seen in MF driver genes at the Week 96 data cutoff with PELA+RUX and PBO+RUX

JAK2 V617F CALR
n=124 n=82 n=21 n=45 n=30 n=12
100 i 80
=7 o 601 : -
g & B = : :
% 50 = g L 40 ‘
25 N [ - 20 1 T T
0 - : 01
Cycle 1Day 1 Cycle 17 Day 1 Cycle 33 Day 1 Cycle 1Day 1 Cycle 17 Day 1 Cycle 33 Day 1
PBO+RUX ® PELA+RUX
n=11 n=5 n=1
100
_ 75
B‘_g‘ R .
2 Ei
N -
25 | - ——
0 T T T
Cycle 1Day 1 Cycle 17 Day 1 Cycle 33 Day 1

Reduction in the VAF of JAK2 V617F, CALR and MPL was observed with PELA+RUX and PBO+RUX

Data cutoff date: March 02, 2025.
CALR, calreticulin; JAK2, Janus kinase 2; MPL, myeloproliferative leukemia; PBO, placebo; PELA, pelabresib; RUX, ruxolitinib; VAF, variant allele frequency. 12

Rampal R et al, ASH 2025



Treatment-emergent adverse events were similar between treatment arms at the Week 96 data

cutoff

PELA+RUX (n=212) PBO+RUX (n=214)
0, 0,
TEAES reported in 210% of patients in either arm % All grades g OA) All grades

0,
533 7 —S AL e /0= CIAAE 23 47

58.9

Hematologic Tnhrombocytopeniat 59 19.3 8.9 47.2
_events
i Diarrhea 27.8 05 ™14 21
Non-hematologie  coviD-19 #7470 § =23 25*®
- 7. -2 .
events 16 14 me 09 209
Nausea 17.5 05 1 0 17.3
. 18.4 0 0 15.4
Arthralgia 13.7 0 05 19.2
. 13.7 05 m 09 16.8
Back Pain 13.7 0 = 09 15
_ ) 11.8 05 1= 14 15.9
Upper Respiratory Tract Infection 12.7 0 0 15
. 14.6 0 05 12.6
Pyrexia 12.7 05 1 0 14
) _ 15.6 05 1 0 10.7
Alanine Aminotransferase Increased 12.7 24 mmm= 28 13.1
. 11.3 1.4 m= 1.4 121
Dysgeusiat 19.3 05 ' 0 3.7
, , 9 01 05 13.6
Urinary Tract Infection 10.8 0.5 = 23 11.7
11.8 0.5 1= 09 9.8
Herpes Zoster 13.2 2.8 mmn (09 8.4
) 14.2 0 0 7
Weight Increased 1.9 mmm 23 12.6
. 104 57 wmmmessss 51 9.8
Edema Peripheral 0 0 10.3
) ) 8 1.4 = 0.5 10.3
Abdominal Pain 57 05 m= 19 10.7
o 57 05 * 0 10.7
Epistaxis 10.8 0] 0] 51
Patients (%)
The majority of TEAEs in both treatment arms were low-grade (Grade <2)
Data cutoff date: March 02, 2025.
AEs are coded using the MedDRA dictionary Version 26.0. A TEAE forthe double-blinded treatment period is defined as an AE that has a start date on or after the first dose of the pelabresib/placebo and before 30 days after the last dose of
pelabresib/placebo or before the start of atternative (off-study) treatment for MF, whichever occurs first. * ‘Anemia’ includes preferred terms of anemia and hemoglobin decrease. T ‘Thrombocytopenia’ includes preferred tems of
thrombocytopenia and platelet count decrease. * Dysgeusia was successfully managed in most patients by dose modifications of pelabresib.
AE, adverse event; COVID-19, coronavirus disease 2019; MedDRA, Medical Dictionary for Regulatory Activities; MF, myelofibrosis; TEAE, treatment-emergent adverse event.

13

Rampal R et al, ASH 2025



Comparable rates of accelerated phase and blast phase progression were observed
between treatment arms at the Week 96 data cutoff

¢ Leukemic transformation cases as of March 2, 2025, Week 96 data cutoff*

016 PBO+RUX
o | PELA+RUX
S 012+
s PELA+RUX" PBO+RUX
= 008
-% S S b - b0 Accelerated phase, % (n/N) 2.3 (5/1216) 1.9 (4/214)
2 004 - RS il
s AT Blast phase, % (n/N) 5.1 (11/216) 3.7 (8/214)
0.00 * |‘ T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 30 36 42 48
. . Time (Months)
Number of Patients at Risk
PELA+RUX 216 203 198 18 173 163 157 152 148 66 28 5 0

e Cases of leukemic transformation have remained stable with PELA+RUX since the Week 48 data cutoff; PBO+RUX cases increased from 0.9%
(2/214) at Week 481 to 3.7% (8/214) at Week 96

*  Theearly imbalance in leukemic transformation cases decreased over time, and cases of leukemic transformation continue to be in line with
the previously observed frequency seen in MF23

. In MANIFEST?, no leukemic transformations were observed in Arm 3, a setting similar to MANIFEST-2, within the first 12 months after start of
study treatment

*  Allleukemic transformation cases were adjudicated by an external medical expert committee

Data cutoff date: March 02, 2025.

Assessment based on local laboratory results, adverse events, and documented disease progression. Leukemic transformation confirmed by a bone marrow blast count of 220% or a peripheral blood blast content of 220% associated with an
absolute blast count of 21x109/L that lasts for 22 weeks. * Minimum of 96 weeks of leukemia-free survival follow-up. The last adjudication in March 2025, with the cutoff as of March 2, 2025, showed aratio of 11:8. T The denominator of 216 for
PELA+RUX includes 4 patients who crossed over from PBO+RUX.

MF, myelofibrosis; PBO, placebo; PELA, pelabresib; RUX, ruxalitinib.

1. Vannucchi AM, et al. Presented at EHA 2025 [Oral S223]; 2. Verstovsek S, et al. N Engl J Med. 2012;366(9).799-807; 3. Mesa RA, etal. J Clin Oncol. 2017;35(34 ):.3844-3850; 4. Mascarenhas J, et al. J Clin Oncol. 2023;41(32).4993-5004.



Exportin-1 (XPO1) inhibition may target both JAK/STAT and non-
JAK/STAT pathways in MF

Exportin 1 (XPO1) transports proteins and protein-RNA complexes out of the nucleus

~

/Selinexor inhibits XPO1-mediated
nuclear cargo protein export that may

lead to:
* Increased malignant cell death’
* Reduced inflammation?

» Apoptosis of JAK2-mutated MF CD34+
cells but not healthy donor cells®

+ Synergism with ruxolitinib and other
therapeutic agents in cell lines with or

without JAK2V617F and TP53 mutations* /

Poster 1792
Lu M, et al. Use of Combination Therapies Including the XPO1
Inhibitor Selinexor Is a Potential Effective Therapeutic Strategy
to Treat Myelofibrosis Patients Saturday, December 9, 2023:
6:00 PM-8:00 PM
Halls G-H (San Diego Convention Centre)
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IkBa, inhibitor of nuclear factor kappa-B kinase subunitalpha; IKK, IkB kinase complex; JAK/STAT, janus kinase/signa transducer and activator of transcripfion;

MF, myelofibrosis; mTOR, mammalian target of rapamycin; NF-kB, nuclear factor kB; XPO 1, exportin 1. 1. Yan D, et al. Clin Cancer Res 2019,25(7):2323-35; 2. Kashyap T, etal. Oncatarget 2016;7(48):78883-895; 3. LuM, et a. Poster presented at: 65th ASH Annua Meetingand Exposition;
December 9-12,2023; San Diego, CA. Abstract 1792; 4. Maloof M, et al. Poster presented at: 15th Intemational Congress for Myel oproliferative Neoplasms (MPN); November 2-3, 2023; Brooklyn, NY;5. Walker CJ, et al. Blood 2013;122(17):3034—44;6. Cheng Y, et al. Mol Cancer Ther 15
2014;13(3):675-86; 7. Argueta C, et al. Oncotarget. 2018;9(39);25529—44; 8. Gandhi UH, et al. Clin Lymphoma Myeloma Leuk 2018;18(5):335—-45;9. Tumer JG, et al. Oncotarget 2016;7(48):7889%6-909; 10. Gravina GL, etal. BMC Cancer 2015;15:941; 11. Garg M, etal. Oncotarget

2017;8(5):7521-32;12. Tan M, et al. AmJ Physiol Rena Physiol 2014;307(11):F1179-86.



Phase 3 Trial Design of Selinexor plus Ruxolitininb for JAKi Naive
Patients with MF (XPORT-MF-304- SENTRY trial)

Ruxolitinib* BID +

selinexor 60 mg QW Co-primary endpoints:
ENROLLMENT LeIEED), * SVR35 at Week 24
(N = 350) Double-blind Sup‘pnrti\fe care requirement: DL{aI ¢ absTSS50 at Week 24**
antiemetics for nausea prophylaxis
JAKi-naive patients 21 required for first two selinexor cycles Key secondary endpoint:

with MF randomization

w/stratification

* Anemia response at Week 24

Ruxolitinib* BID + placebo

Additional Secondary Endpoints: Exploratory Endpoints:
Randomization stratified by: « Safety « Duration of response
. . . . . . . « Overall ival - P ion-fi ival
* DIPSS risk category intermediate-1 vs. intermediate-2 or high-risk eSS Al
R s * Overall response rate * Changes in VAF
* Spleen volume < 1800 cm? vs. > 1800 cm? by MRI/CT scan * SVR35 and TSS50 at any time * Patient-reported outcomes: PGIC and EQ-5D-5L

* Baseline platelet counts 100-200x10%/ L vs. > 200x10°%/L = SVR35 and TSS50 by pre-specified subgroups « Selected biomarker changes

* PK = Transfusion independence

* Bone marrow fibrosis * Ruxolitinib PK

Terminated



Press Releases

Karyopharm's Phase 3 SENTRY Trial in Myelofibrosis Met First Co-Primary
Endpoint, Demonstrating Statistically Significant Improvement in Spleen Volume
Reduction

SVR35 24w: 50% combo vs 28% ruxo alone (p<0.0001).
e SVR35 12w: 49% vs 20%
e SVR3536w: 47% vs 23%

e Post-hoc landmark analysis suggested 12&24w SVR35 predict survival
* Abs-TSS 24w: 9.89 points combo vs 10.86 ruxo alone
* 0S: combo HR 0.43 (95%Cl, 0.19-1.00) vs ruxo alone
* VAF 24w: a >20% VAF reduction (JAK2, CALR, MPL) 32% combo vs 24% ruxo alone

* AE, all-grade: thrombocytopenia (59% vs 43%); anemia (57% vs 58%), nausea (57% vs 17%),
constipation (32% vs 36%), neutropenia (27% vs 9%)
* AE G>3: 70% vs 50%. TEAEs leading to treatment discontinuation: 15% vs 9%.



Telomerases in Cancer Cells and Telomerase Inhibition to Treat Hematological Malignancies

& o
‘* Malignant clones Apoptotic lll
ta® malignant

I I I clones

Imetelstat o ens ]
Upregulated metesta Inhibition of
telomerase telomerase

° Telomeres: ® Te|0merase:
» TTAGGG repeats, cap chromosome ends = Synthesizes telomeric DNA
= Shorten without telomerase = Not/poorly active in normal somatic cells; transiently
upregulated in normal hematopoietic progenitor cells
= Accelerated loss under stress

= Highly upregulated in malignant stem/progenitor cells,
enabling continued and uncontrolled proliferation

Imetelstat is approved by the FDA and the European Commission for:

* adult patients with LR-MDS with RBC-TD who are ineligible for ESAs or have relapsed or refractory/unsatisfactory response
to ESAs

* It alsoreceived FDA and EU Orphan Drug designation, and FDA-Fast Track, for patients with Intermediate-2 and high risk
myelofibrosis.



Imetelstat for Myelofibrosis: Phase Il study

0, .
>20% VAF reduction A
1.0
C + Censored
1.0 4 — — — Imetelstat 4.7 mg/kg
+  Censored 0.9 Imetelstat 9.4 mg/kg
0.9 Yes
———No
08 0.8
2071 L
=0 y 0.7
=1 -2
© -
Sos L =
[ = |
O, 06 desssscstsnatssssissinsisid st dsab s s assotsmevoind s . 0.6
3 o g
.= 044 [P 4
= | E 0.5
& 0.3 J[F20% VAF] Median OS AR Ll © 1
reduction | (95% Cl), months| (95% Cl) E 0.4 —H— +|
316 4
o2f Yo | oifiou [ 9% 2 |
No 2 1.23) 4.7 mg/k 9.4 mglkg |
0.1 i alka alkg |
(17.1 to NE) 0.3 o0s (n = 48) in=59) | |
' . ' . . Median 9.8 %8 | |
{95% Cl), months (17.1 to NE (22.8 to NE) |
0 6 12 18 24 30 36 0.2 — ‘*
3 12-month survival 78.6 84.0 -
Time on Study (months) (95% CI), % (63.9 10 87.9)[ (71.6 10 91,41 |
No. at risk: 0.1 1 24-month survival 41.8 :
Yes 16 16 14 14 10 2 0 {95% Cl), % (27.1 to 55.8)] (43.2 to 69.5)
No 33 30 24 19 14 3 0 :
T T r T T T
0 6 12 18 24 30 36
Time on Study (months)
No. at risk:
Imetelstat 4.7 mg/kg 48 39 35 28 16 3 0
Imetelstat 9.4 mg/kg 59 53 46 42 29 7 1]

All liver toxicities were reported as special events and evaluated by and independent Expert Committee
Six patients experienced grade 23 AF, bilirubin, or AST and none deemed related to therapy

Mascarenhas J, J Clin Oncol. 2021, Sep 10;39(26):2881-2892.




Imetelstat for Myelofibrosis

BM fibrosis improvement >20% VAF reduction Optimal PD
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094 Yes 0.9 1 Yes 0.9 4 ves
T ———No ’ | ———No
0.8 0.8 0.8 4 .
N [
071 Z 07 L =071 [
= = H_l R I
£ S 0.6
= 0.6 o © 0.6
‘: g - ” 5 0.6
£ sl & 01BN S R _L*_ .............. & 05 e P
= g © 1 H
S | .2 0.4 4 _HL,_, s 0.4 | :
S o4 b 1 e | i
& i & 0.3 J[F20% VAF] Median 0S AR - I7] Optimal|]  Median 08 HR L — e —
03 ; : reduction | (95% Cl), months| (95% CI) 031 pp  [@5% Ci), months| (95% Ci ; I
EMFlbroste pstigived Hn i : 02 ][ ves d 0.49 283
0.2 | merovement (95% Cl), months (95% CI) : : (Z'lgz‘%N__.L__E (0.20 to 0.2 ves (22.2 to NE) 0.50 i I
E ; : 01 No 3 1.23) 53 (0.24 10
Yes (23.6 10 NE) H : {17.1 to NE) i 1.02) |
0.1 2:5 m.230(§41 29) i H el No 42to NE) |
No (18410 NE) : : . . . . | . I
. é 1.2 1‘8 2I4- 3‘0 H 3’5 0 6 - 12 " 18d ( 24 : ) 30 36 o M 42 e o 20 a5
" ime on Stu months 1
Time on Study (months| N y Time on Study (months)
Hiox a ridle. 0. 8t risk: ) No. at risk:
Voo - - -~ . . . . Yes 16 16 14 14 10 2 0 Yes - a7 a2 a8 ” 5 o
No 38 37 34 27 18 3 0 No 33 30 24 19 14 3 0 No 1 1" 10 8 5 1 0
Imetelstat 4.7 mg/kg (n = 48) Imetelstat 9.4 mg/kg (n = 59)
Adverse Event All Grades, No. (%) Grade > 3, No. (%) All Grades, No. (%) Grade > 3, No. (%)
Hematologic (= 15% in either arm)
Thrombocytopenia 11 (23) 11 (23) 29 (49) 24 (41)
Anemia 15 (31) 15 (31) 26 (44) 23 (39)
Neutropenia 5 (10) 5(10) 21 (36) 19 (32)

» All liver toxicities were reported as special events and evaluated by and independent Expert Committee
* Six patients experienced grade >3 AF, bilirubin, or AST and none deemed related to therapy

Mascarenhas J, J Clin Oncol. 2021, Sep 10;39(26):2881-2892.




Imetelstat in R/R Myelofibrosis, Phase Ill IMpactMF ongoing trial

A Study Comparing Imetelstat Versus Best Available Therapy for the Treatment of Intermediate-2 or High-risk Myelofibrosis
(MF) Who Have Not Responded to Janus Kinase (JAK)-Inhibitor Treatment - NCT04576156

Intermediate-2 or High-risk MF refractory
to treatment with JAKi [n = ~320)

J

Randomize (2:1)

"4 N

imetelstat best available
94 mg/kg therapy (BAT)

every 3 weeks excluding JAKi

"4

Interim Analysis
for 0OS
event-driven

2

Final Analysis
for OS

"4

event-driven

The primary “ambitious” efficacy
endpoint for the trial is overall survival
(0S).

Secondary endpoints include symptom
response, spleen response, progression
free survival, duration of response, safety,
pharmacokinetics, and patient reported
outcomes.

The final analysis for OS is planned to be
conducted after more than 50% of the
total enrolled patients have died.

Enrollment completed



MDM?2 inhibitor in MF: KRT-232/Navtemadlin

* MDM2 is a key regulator of p53, inhibiting

g:& its activity via ubiquitination, nuclear
Ubiquitylation - e tobom export, and direct inhibition of
M_% =® transcriptional activity.

L"fg”r‘;‘f,i,@il— ol JumoursupPrest o Increased MDM2 protein expression has
: $ been observed in MF CD34+ cells,
@ suggesting that MF might be sensitive to

Rl L HoS ation pS3 targets MDM?2 inhibition (Lu M, Blood. 2017).
Hfo%og Nucleus /! * KRT-232 is a potent and selective, oral,
i @ small molecule drug that targets MDM?2

and prevents MDM2-mediated p53
inhibition (p53 wild type cells), allowing p53
to mediate tumor cell-cycle arrest and
apoptosis.

Cheéne, P. Inhibiting the p53-MDM?2 interaction: an important target for cancer therapy. Nat Rev Cancer 3, 102—-109 (2003)



A Randomized Open-Label Phase 3 Study of Navtemadlin in TP53WT Subjects With
Myelofibrosis Who Are Relapsed or Refractory to JAK Inhibitor Treatment

EXPLORATORY ENDPOINTS

_
i ) . . . Navtemadlin 240 mg QD
= O R EAS Patients With JAKi : g  CD34* cell count in peripheral blood

ing M to reactivate p53 in myelofibrosis . . Da ) 1'7 28'da C C/e
Blocking MDM2 C! e p53 elofibrosis R/R Mye|0f|br03|s y / y y

123 Patients * Variant allele frequency (VAF)
. * Cytokines
Strgtification Factors: 183 Patients « Bone marrow fibrosis
) 22 Q;?{ga'\r"y':,\‘,,’ E Best Available Therapy*

60 Patients

- Baseline TSS (<10 vs >
10)

1 Cycle=28 Days
The primary end point was Week-24 spleen volume reduction 235% (SVR35); the key secondary end point was

Physician's Choice Week-24 MFSAF v4.0 total symptom score reduction 250% (TSS50).

(BAT): PRE-DOSE EVERY
CiD1 WEEK 12 WEEK 24 12 WEEKS

* Hydroxyurea

* Chemotherapy z

: Peg Interferon + CD34* cell counts + CD34* cell counts + CD34* cell counts * VAF

* IMiDs « VAF « VAF « VAF « Cytokines
» Cytokines  Cytokines  Cytokines
» Bone marrow fibrosis » Bone marrow fibrosis

Note: BOREAS enrollment was closed at 183 patients.

*Crossover permitted in the BAT arm after disease progression or at Week 24.

Abbreviations: BAT, best available therapy; C1D1, cycle 1 day 1; IMiDs, immunomodulatory imide drugs (lenalidomide, pomalidomide); JAK, Janus kinase;

JAKi, Janus kinase inhibitor; MF, myelofibrosis; QD, once daily; R/R, relapsed/refractory; TSS, total symptom score; VAF, variant allele frequency; WT, wild-type.



A Phase 3 Randomized, Double-Blind, Add-On Study Evaluating Safety and Efficacy
of Navtemadlin and Ruxolitinib vs Placebo and Ruxolitinib in JAK Inhibitor-Naive
Patients With Myelofibrosis Who Have a Suboptimal Response to Ruxolitinib

Enrollment Run-in Period Assessment Add-on Period (Blinded)
MF Patients Rux Monotherapy Suboptimal
Who are JAK =18 weeks of treatment P =) Randomized — Navtemadlin + Ruxolitinib

Inhibitor-naive on a stable Rux dose’ HEETTTEE

Spleen or TSS
Responders or N

. . End-of-Stud A
p)LQ_I_GSI S Refractory y — £ Placebo + Ruxolitinib
/»1-1( Non-responders <

Add-on Period Endpoints

Key Inclusion Criteria Key Inclusion Criteria Co-primary Endpoints

» Primary or secondary MF by WHO criteria « TP53WT by central testing » Targeted SVRand TSSreduction
« Int-1, Int-2, or High-risk disease by IPSS » Treatment with a stable dose of Rux 24 weeks after randomization

- Spleen volume =450 cm3 » Suboptimal response to Rux run-in

« Platelet count =100 x 109/L

Note: Navtemadlin dosed at 240 mg QD (Days 1-7/28-day cycle).
IStable ruxolitinib is >5 mg BID that does not require treatment hold or dose adjustment during the eight weeks prior to add-on navtemadlin or placebo.
Abbreviations: BID, twice daily; Int, intermediate; IPSS, International Prognostic Scoring System; JAK, Janus kinase; MF, mye lofibrosis; Rux, ruxolitinib; TSS, total symptom score; WHO, W orld Health Organization; WT, wild-type.



Safety and efficacy of luspatercept for the treatment of anemia in MF

Safety and efficacy of luspatercept for the treatment of anemia in patients with myelofibrosis (MF)

ACE-536-MF-001 (NCT03194542) is a phase 2, multicenter, open-label study

i'i : Not receiving ; Receiving stable
i RUX i | dose of RUX" \
( = ] < - &21 R fter the
hort 1 i h DY esponse was assessed after the primary
f: _°22) i c? ' treatment period at D169 (weck 24) E5
= | n=14)
— e — Patients were treated with » Follow-up
| Cohort2 i Cohortabs b gs POf10 SepRorcen: Patients with clinical benefit continued isongoing
=20 J (n=38) AR e treatment into the extension phase

“A stable daily dose of ruxolitinib for 216 weeks at enrolfiment; for patients enrolled in expansion cohort 3B, patients had received ruxolitinib treatment per local standard of care for 40 weeks (without interruptions 22 consecutive
weeks) and a stable ruxolitinib dose for 16 weeks at enrollment. *4-12 units/84 days. ‘Including patients enrolled in the expansion cohort. D169, day 169; RBC, red blood cell; RUX, ruxolitinib.

Primary endpoint Key secondary endpoints
;: M Primary treatment period s 60 M Primary treatment period
= I Entire treatment period 32 = 50 Entire treatment period 53
< 2 e 26 < f - 49
€ 2 o e
= e |21 [— & 59
g 18 (18 : 19 g 27
é 10 | é 20
0 T . y - . - T 0 T T T T
Cohort 1 Cohort 3A Cohort 2 Cohort 3B Cohort 1 Cohort 3A Cohort 2 Cohort 38
No RUX, NTD RUX, NTD No RUX, TD RUX, TD No RUX, NTD RUX, NTD No RUX, TD RUX, TD
(n=22) (h=14) ~  (=21) (h=38) . (h=22) (n=14) L (=21 (n=38)
Y T T
84 consecutive days with >1.5 > 2 S
¢ X 84 consecutive days Mean Hgb increase 21.5 g/dL =50% reduction in RBC
g/dL Hgt') scroane iron} passene RBC transfusion-free from baseline fusion burden from baseli
without transfusion
Hgb, hemoglobin; NTD, non: fi dependent; RBC, red blood cell; RUX, ruxolitinib; TD, transfusion-dependent.

* Luspatercept improved anemia in transfusion-dependent and non-transfusion-dependent patients with MF, particularly in patients who received
concomitant ruxolitinib

* Luspatercept safety profile was consistent with previous studies; no new safety signals were identified

Aaron T. Gerds, Blood Adv, 2024,



Luspatercept: INDEPENDENCE Phase 3, Double-blind, Randomized
Study

Screening

period
(4 weeks)

MF patients on JAK2
inhibitor therapy

who require RBC
transfusions

Randomization 2:1

Treatment phase?

Blinded core treatment period
(24 weeks)

A
N

Luspatercept + BSC
SQ on Day 1 of every 21-day
treatment cycle

(n="~206)

Placebo + BSC
SQ on Day 1 of every 21-day
treatment cycle

(n="~103)

Day 169 Response Assessment

Extension treatment

period
(Week 25+)
s >
v Blinded
9 luspatercept + BSC )
Unblinded )
luspatercept + BSC
.N. .) Post 42-day
follow-up:
Subject unblinding
and crossoverP
Y Blinded

placebo + BSC

e et =

Post-treatment
follow-up period

5years post-first dose or 3 years post-last dose,
whichever occurs later

Follow-up

Hematology and AEs will be reported
(regardless of causality) until 42 days
post-last IP dose (only related SAEs
captured post 42-day

follow-up visit)

Transformation to blast phase and
other malignancies/ premalignancies

2 Study unblinding will occur after analysis of the primary endpoint and with DMC consultation; ® Subjects who do not meet any of the clinical benefit criteria (defined in the Day
169 Response Assessment as “no”) will have the option to unblind. If the subject is on placebo, they may crossover into the Open-label Extension Treatment Period and have the
opportunity to receive luspatercept after meeting the safety-related eligibility criteria (all inclusion and exclusion criteria are met except inclusion criteria 1 through 4). Unblinding
can only occur after completion of the Day 169 Response Assessment, EOT visit, and 42-day Follow-up Period. Those subjects on placebo have the opportunity to receive
luspatercept treatment and be treated for at least 24 weeks in the Open-label Extension Treatment Period as long as they continue to demonstrate clinical benefit from treatment,
or they experience transformation to blast phase, unacceptable toxicities, or meet any other criteria for treatment discontinuation. AE, adverse event; BSC, best supportive care;



July 18, 2025 See all press releases

Bristol Myers Squibb Announces Topline Results from Phase 3 INDEPENDENCE Trial
for Reblozyl® (luspatercept-aamt) in Adult Patients with Myelofibrosis-Associated
Anemia

PRINCETON, N.J.--(BUSINESS WIRE)-- Bristol Myers Squibb (NYSE: BMY) today announced the Phase 3 INDEPENDENCE trial evaluating Reblozy/®
(luspatercept-aamt) with concomitant janus kinase inhibitor (JAKi) therapy in adult patients with myelofibrosis-associated anemia receiving red blood cell
(RBC) transfusions did not meet its primary endpoint of RBC transfusion independence during any consecutive 12-week period, starting within the first 24

weeks of treatment, compared to placebo (p=0.0674). Patients saw a numerical and clinically meaningful improvement in RBC transfusion independence
favoring Reblozyl, in line with previous results from the Phase 2 trial (NCT03194542).

Several important secondary measures also showed a clinically meaningful benefit favoring Reblozyl, which included a higher number of patients who
achieved at least a 50% reduction (and by at least 4 RBC units) in RBC transfusion burden, as well as a higher number of patients achieving a hemoglobin

(Hb) level increase by at least 1 g/dL while remaining transfusion independent for at least 12 consecutive weeks.




ELRITERCEPT

 Designed to inhibit select TGF-beta superfamily ligands,
including Activin A, which has been associated with
ineffective hematopoiesis, inflammation, disease
pathogenesis and progression?23

Preclinical data showed that the research form of elritercept (RKER-050):

» induced erythropoiesis in mouse model of myelofibrosis*
» reversed ruxolitinib-associated reductions in hemoglobin, hematocrit, and red blood cell

(RBC) count®
- increased platelet counts®



Phase 2 RESTORE Study (NCT05037760): Design and Status

Primary MF, Post-ET
or Post-PV MF with
Anemia

Part 1: Dose Escalation
0.75 mg/kg to 4.5 mg/kg

Combination with Ruxolitinib:
Prior ruxolitinib treatment 2 8 weeks
with stable dose 2 4 weeks

Part 2: Dose Expansion

RP2D

Combination with Ruxolitinib:
Prior ruxolitinib treatment 2 8 weeks
with stable dose 2 4 weeks

Key Eligibility

Transfusion dependent (TD): average of
=6 RBC units/12 weeks with = 1
transfusion within 28 days prior to
treatment

Non-transfusion dependent (Non-TD):
baseline hemoglobin < 10 g/dL, with or
without transfusions

Baseline platelet count = 25 x 109/L

Obijectives and Endpoints

Primary: To evaluate safety and
tolerability of elritercept as monotherapy
or in combination with ruxolitinib in
participants with MF

Secondary/Exploratory: To evaluate
effects of elritercept on anemia, spleen
volume, symptom score, exploratory
biomarkers

Study Status

Part 1 Dose Escalation complete

RP2D* identified as 3.75 mg/kg Q4W
with option to up-titrate to 5 mg/kg Q4W

Part 2 Dose Expansion open and
enrolling

Total of 54 participants enrolled as of
data cutoff date




IMMUNOTHERAPY Inca033989, A Mutant CALR Specific Monoclonal Antibody

e INCA033989 has a unique mechanism of action compared with other available therapies

— INCAO033989 is a novel, fully human, high-affinity, Fc-silenced, immunoglobulin G1 monoclonal antibody that selectively
targets mutCALR in complex with thrombopoietin receptor to inhibit oncogenic signaling and proliferation of cells’

mutCALR-induced MUtCALR-induced Anti-mutCALR
TPO-R dimerization TPO-R dimerization antibody

PLASMA MEMBRANE PLASMA MEMBRANE

CYTOPLASM CYTOPLASM

()
Constitutive
9 o, signaling
4 ' "
activation

e

NUCLEUS

Oncogenic cell ‘

” NUCLEUS Oncogenic cell t

proliferation

LN N \

proliferation %% & & L

Figure reprinted from Reis E, et al. Blood. 2024;144:2336-2348 [visual abstract] with permission of Elsevier Inc. Copyright © 2024 American Society of Hematology.

Mascarenhas J, ASH 2025.



Two Ongoing Phase 1 Studies Evaluating INCA033989 in
Patients With MF and ET

Study Design

Dose Escalation Dose Expansion
( )
ME . . . . . . MF (monotherapy)
+ 218 years of age with a diagnosis of primary or post-ET MF Primary Endpoints 1§ )
+ Presence of mutCALR exon 9 « Dose-limiting toxicities
+ Spleen volume imaging 2450 mL or palpable splenomegaly of =25 cm [ )
- Monotherapy * Treatment-emergent adverse events MF (INCA033989 + ruxolitinib)
* Intolerant, resistant after 212 weeks, or ineligible for JAKi treatment \ J
+ Combination therapy Secondary Endpoints p N\
« Prior ruxolitinib treatment for 212 weeks with a suboptimal response . SVR25 and SVR35 at weeks 12 and 24* JAKi-naive MF (randomly
« Anemia response’ assigned to monothe!'a.p.y or
+  Symptom improvement based on the L INCA033989 + ruxolitinib) )
MPN-SAF TSS

« Changes in allele burden of mutCALR

m
{

e INCA033989-101 (NCT05936359; outside the US) and INCA033989-102 (NCT06034002; US only) are phase 1, first-in-human, multicenter,
open-label studies evaluating INCA033989 in patients harboring a CALR exon-9 mutation with high-risk ET or MF (as monotherapy or in
combination with ruxolitinib)

e INCAO033989 was administered intravenously every 2 weeks (24-2500 mg)

*A spleen response required confirmation by MRI or CT showing SVR25 or SVR35
1. Tefferi A. Blood. 2024;144:1813-1820

CALR, calreticulin; CT, computed tomography; ET, essential thrombocythemia; JAKI, Janus kinase inhibitor; MF, myelofibrosis; MPN-SAF, Myeloproliferative Neoplasms Symptom Assessment Form; MRI, magnetic resonance imaging;
mutCALR, mutations of calreticulin; SVR25, spleen volume reduction 225%; SVR35, spleen volume reduction 235%; TSS, total symptom score

Mascarenhas J, ASH 2025.



Global Phase l/ll Study of Nuvisertib + Momelotinib Combination in MF

AY4 A 4 N7 )

Study Population Dose Escalation

Pri Post-PV, Post-ET MF || Nuvisertib 240 - 720 mg BID # Dose # Dose
- rrmary, Fost- , FOST- uvisertl - mg P . -
= Previously treated with a JAK + Optimization Expansion

inhibitor (except momelotinib) Momelotinib 200 mg QD
\. J\ J N J —__J
= DIPSS Intermediate- 1, 2, or high-risk * Primary: N
= Platelet count = 50 x 109/L + Safety and tolerability
* Hemoglobin < 10 g/dL * Secondary _
= ECOG Performance Status < 1 * Spleen volume reduction (SVR) _
= Splenomegaly (= 450 cm?® by MRI/CT) + Total symptc_;ms score (TSS) reduction
= At least 2 symptoms measurable with each * Overall survwa! _
score 23 or a total score of 210 per MF-SAF v4.0 * Bone marrow fibrosis change

\_ -/ \_ * Pharmacokinetics -/

NUVISERTIB is an orale selective PIM inhibitor that showed promising preliminary single-agent clinical

activity in patients with R/R MF
Mascarenhas J et al, ASH 2025



TRIAL IN PROGRESS: A STUDY OF ROGINOLISIB IN

COMBINATION WITH RUXOLITINIB IN PATIENTS WITH IONCTU RA
MYELOFIBROSIS WHO ARE UNRESPONSIVE TO JAK

INHIBITORS (HEMA-MED)

Alessandro Vannucchi’, Chiara Paoli', Pacla Guglielmelli', Michael Lahn?, Giusy Di Conza?, Tracey Hammett?, Paramijit Kaur?, Jasson Villarreal Hernandez?, Maric Tiribelli<,
Armando Santoro®, Matteo Della Porta®

1 CRIMM, Hematology Unit, AOU Careggi, Ui sity of Florence, Florence, Italy,2 iOnctura Research and Development, neva, Sw Iand eneva, Switzerland, 3 Hematologia Clinica, Institut Catald
d'Oncologia-Hospital Duran i Reynals, 089 Hospitalet del Llobreg in, L'Hospitalet del Llobregat, Spai Division of Hematolo, Department of Medicine, University of Udine and
Aziend initaria Universitaria Friuli Centrale, Udine, Italy., Udine, Italy, ancer Center, IRCCS Humanitas Research Hospital, Milan, Italy an, Italy
BACKGROU ROGINOLISIB MECHANISM OF ACTION Y
+ Inhibition of both the Phosphoinositide 3-kinase (PI3K) pathway and Janus kinase (JAK) signalling leads ] e S o i
to decreased proliferation of cells from patients with myelofibrosis (MF) in clonogenic assays g SO Roginolisib hemi-fumarate at 80 mg
- Highly selective PI3K3 inhibition results in blocking tumor-cell intrinsic and extrinsic pathways!23 . ~ QD is determined to be the optimal
« Roginolisib (formerly IOA-244) has a unique mechanism of action as an allosteric modulator and a highly 3 %y @ biologically effective dose based on
selective PI3KS inhibitor* * O ™ the phase 1 study (I0A-244-101;
+In its first-in-human (FiH) dose study (NCT04328844), 44 patients (36 with solid tumors and 8 with NCT04328844)
follicular lymphoma) received roginolisib with no drug-associated, PI3K inhibitor related, toxicities, nor - !,r_
needed dose modifications in the absence of a dose limiting toxicity (DLT)® /' 1na precinical myelefibrosis motdel, raginalisib showed efficacy by directly

synergizing with JAKI in patient calls and extrinsically by reducing dysfunctional
immune cells (see poster number 5529, session 631-Ballu et al.)

OBJECTIVE: HEMA-MED (NCT NCT06887803) aims to evaluate the safety and tolerability of roginolisib when administered in combination with
ruxolitinib in patients with Myelofibrosis

STUDY DESIGN AND METHODS STUDY ENDPOINTS AND ASSESSME

A prospective, multi-centre, Phase 1/2, single arm open - label study consisting of 2 parts. Primary: To evaluate the safety and tolerability of roginolisib when administered in combination with ruxolitinib in

Part 1 will enroll 13 patients to assess the safety of the combination patients with MF
Part 2 will expand to add 13 more patients to allow the assessment of benefit/risk for all 26 Secondary: Changes in peripheral blood Tregs from baseline at week 12; Splenic response rate (SRR) at week 12 and
patients 24 compared to baseline; Proportion of patients with reduction in Total Symptom Score (TSS) at week 12 and 24

The dose of roginolisib will be 80 mg 10A-244 QD compared to baseline

p y: Assess endpoints associated with the mechanism of actions of roginclisib including protein expression,
KEY ELIGIBILITY CRITERIA

Tregs, chemokine and cytokine levels

+ 218 years of age inclusive, at the time of signing the informed consent SUMMARY

: S?S‘em ‘Co?peratwe ﬁ;ogogyfrloup '(_IEC(.D%) per‘ls‘m‘\]a:;e SlatuMsi:o(fP%t\v/a I\ZAF) L + The combination of ruxolitinib and roginolisib is expected to provide a safe combination treatment in
e;:g:::lsl:rc::oirfthen;iachzlg (;é.?:ﬂﬁ;ma era Myelofibrosis ~MF), or post- patients with MF who have a sub-optimal response to ruxolitinib defined by unsatisfactory reduction in

) i b o spleen size and/or presence of MF-related symptoms

: Tr_ealed with nuxolitinib for 2 3 months with a stablg dosa 2 10 mg for a minimum of § weeks « Eligible patients are those with MF who have a sub-optimal response to ruxolitinib

. Tr:” ot 3ay‘1 af:ndlan un_satlsfa;:lcry sple‘en red;]c&l:n t th . isit d trated - Approximately 26 patients will be enrolled to this study
MOSRAnCEN o1 Spash Mies. 2lve Symptoms o Al e SSTESfng Vsl 25 SemEnswate + The study is actively recruiting and open for enrolment in ltaly and Spain. UK sites in start-up.
by the presence of a TSS of 2 10

+ Peripheral blast count < 10%. o

+ No history of prior Grade 3 or 4 AE which did not respond to therapy or not resolved with ARl N 20044211071 Tkt . Cocors 2T, 19553, ko o Gorcr R0 4107281
treatment interruptions and not returned to at least Grade 1 Mmoo AAGR 2020, e o Al 80, ovgababos . Cacar 201G, 10 (12219, "0 . J it arcr 2120 0) 00060

Roginolisib is a selective PI3K& inhibitor, that in preclinical experiments in primary MF cells,
especially when combined with JAK2 inhibitors, showed evidence of synergism



634. MYELOPROLIFERATIVE SYNDROMES: CLINICAL AND EPIDEMIOLOGICAL | NOVEMBER 3, 2025

RALLY MF: A phase 2 Study of DISC-0974, an anti-hemojuvelin antibody, in patients
with myelofibrosis and anemia

Maseema Gangat, Ayalew Tefferi, Prithviraj Bose, Elizabeth Hexner, Laura Michaelis, Aaron Gerds, Akriti Jain, Prioty Islam, Raajit Rampal,
Ronan Swords, Moshe Talpaz, Kristen Pettit, Sima Bhatt, Akshay Buch, Olivia Pelletier, Will Savage, Anna Halpern

‘M) Check for updates

Bleod (2025) 146 (Supplement 1): 2042,

https://doi.org/10.1182/blood-2025-2042

Hepcidin Levels are Elevated in MF

DISC-0974 Targets Hemojuvelin (HJV) to Suppress Hepcidin

~12x higher than control and associated with
severity of anemia and transfusion burden Inhibiting HJV Prevents Hepcidin Expression and Increases Iron

65
’
. 8 - Liver cell
-; 5 B - . + DISC-0974 is a first-in-class monoclonal antibody <
g that binds to HJV and blocks BMP signaling
§; 5 Hepcidia eveds . lHepcidin production
e 125 higher s
< petionts, with W . llron absorption
§ 45 - (Pe0.0001)
£ . l ¢ . . IMobiIization of stored iron into circulation
4 . § A + | Hgb levels
35

High  Intermediate-2 Intermediate-1  Low
MF Risk Score

BMP245

ALK2/36

Type Il moeptor




MEL !
Strategie condivise \

per la Mielofibrosi

29 aprile 2026 - Firenze

Prospettive future per la terapia
del paziente con mielofibrosi

Alessandro M. Vannucchi
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