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Myelofibrosis: Where do we stand?

Cumulative Survival
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What Lies ahead?

Improvement of survival of CML 1983 - 2010
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What lies ahead

PMIF fibrotic stage

PMF, osteomyelosclerosis

o o gt (0 3 550
B Pl Nt e R

mriniit
Case report
Complet remision ofidiopahic myelofibross fllowing donor

Ivphocyt infusin afer fudure of llgeneic translantaion:
emonstraion of o raf-versusmyelofibross effec

F Cervans, M Rovee A it i, M Roame, E Coens nd E Moot




It all began just 20 years ago

* James C, et al. Nature. 2005;434:1144-8.
* Levine RL, et al. Cancer Cell. 2005;7:387-97.
* Kralovics R, et al. N Engl J Med. 2005;352:1779-90.

JAK2V617F

2006

MPLW515

* Scott LM, et al. N Engl J Med. 2007;356:459-68.

JAK2 ex12

2013

CALR ex9

CALR, calreticulin; MPL, thrombopoietin receptor.

Pikman Y, et al. PLoS Med. 2006;3:e270.

Nangalia J, et al. N Engl J Med. 2013;369:2391-405.
Klampfl T, et al. N Engl J Med. 2013;369:2379-90.



Drivers mutations in MPN

Policitemia
Vera

Trombocitemia
Esencial

Mielofibrosis
Primaria

M 97% JAK2V617F
] 1% JAK2exoén 12
I 2% Desconocido

Zoi & Cross, JCO 2017

B 55% JAK2V617F
B 25% CALR

[C] 5% MPL exén 10
B 15% Triple negativo

JAK2V617F

30% CALR

MPL ex6n 10
Triple negativo



Drivers impact prognosis but there is more than the drivers
N W
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Myelofibrosis:
manifestations and Cytopenias / e

cytosis

complications -
| - —= Splenomegaly

_ o General symptoms

Bone marrow fibrosis
—*® >>progressive bone

Increased risk of marrow failure
progression to AML

Symptomatic

splenomegaly | Causes of death

Bone pain

Constitutional
symptoms




Prognostic models for OS in MF
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General treatment approach

Given the clinical heterogeneity and the lack of an effective treatment for all of them, there is no standard
treatment: The choice of treatment should be guided by the clinical manifestations

Treatment algorithm in myelofibrosis
based on risk stratification according ro the mutation- and karyotype-ernhanced internatiornal
Prognostic scoring systerm (MIPSSZ70+ version 2.0); see iable 5 for riske varialbles arnd risk poini allocatiorns
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stem cell Hrervid option Observation
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Ruxalitinib
Androgens Hydroxyurea Flviltcmcmites
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R @ Indication and management of allogeneic haematopoietic
" stem-cell transplantation in myelofibrosis: updated
recommendations by the EBMT/ELN International
Working Group

Nicolaus Kréger, Andrea Bacigalupo, Tiziano Barbui, Markus Ditschkowski, Nico Gagelmann, Martin Griesshammer, Vikas Gupta, Nada Hamad,
Claire Harrison, Juan Carlos Hernandez-Boluda, Steffen Koschmieder, Tania Jain, John Mascarenhas, Ruben Mesa, Uday R Popat,

Francesco Passamonti, Nicola Polverelli, Alessandro Rambaldi, Marie Robin, Rachel B Salit, Thomas Schroeder, Bart L Scott, Roni Tamari,
Avalew Tefferi, Alessandro M Vannuechi, Donal P McLornan, Giovanni Barosi

Transplant candidates according to the 2024 EBMT/ELN guidelines

Age < 70 years with no severe comorbidities (occasionally >70 years on a case-by-case basis)
Int-2 or high risk according to DIPSS or DIPSS Plus

High-risk MIPSS70 or MIPSS 70 v2.0
MYSEC risk category 2 or high in secondary MF

MTSS low or intermediate risk

Intermediate-1 risk: not generally applicable, but should be considered in patients < 65
years of age with: transfusion-dependent anemia, severe thrombocytopenia, or peripheral
blastosis > 2%



Allo-HCT is curative for myelofibrosis

Owverall Survival

Relapse—Free Survival

Non—Relapse Mortality
Relapse

8 10 14

Years after Transplant

Scott BL et al. Blood 2012;119:2657-64

Patient perceptions regarding allo-HCT in MF
Princess Margaret

<60 yr
(1/44) 3 =
[ Patient decision ]
>60 yr N=28
(13/72, 18%)
HLA typed Matched donor
N=102 N=69

Smith E et al. Transplant Cell Ther 2021;27(7):600.e1-e8

Refuse typing
N=14 (11%)

Refuse upfront
allo-HCT
34 (49%)

How many MF patients undergo transplant ?

Median follow-up: 6.7 yr

Calendar year: 2000-2023
N=1790, 60 centers

[Spanish Myelofibrosis Registry}

> Allo-HCT: 168 (9.4%)

Time from Dx

N*

Year 1

51 (32%)

Year 2

39 (24%)

Year 3

10 (6%)

Later on

61 (38%)

*Available in 161 cases

Median time from MF Dx to HCT:
645 days (range: 51-7099)

Unpublished data

How many MF patients diagnosed at
age 70 or younger undergo transplant ?

Age <70 yr
(N=961)

202 (21%)

291 (30%)

272 (28%)

196 (21%)

Allo-HCT: 167 / 1,033 (16%)

Time Dx- HCT

1461 days (201-7099)
=

Time Dx- HCT
371 days (51-5343)
| >

GEMFIN Registry, unpublished data

Allo-HCT
69 (14%)

Allo-HCT
91 (19%)




Myelofibrosis treatment directed by clinical
manifestations

Symptomatic General
splenomegaly symptoms

extramedullary
haematopoiesis

RDT
i revention
Danazol Splenectomy Cytoreductive P
Momelotinib Prednisone '

Splenic irradiation

Prednisone

Splenectomy Clinical trials Cytoreductive

AAS /| ACO




e 1. Erythropoietin Particularly indicated for low levels (<125-150 U/L); their value is diminished when used in
combination with Ruxo. Response rate: 40-55% (increase in Hb > 2 g/dL and/or transfusion independence), median
duration 19 months cervantes. BJH 2006, Cervantes. BJH 2004, E. Crisa BJH 2008, JC Hdez-Boluda E J Hematol 2017

e 2. Danatrol: 600 mg/day (maintenance 200 mg/day). Response at 3—6 months
Response rate around 30%. Also improves platelets. Duration of response 14 months. cervantes. Ann Hematol 2015

e 3. Immunomodulators:
*Thalidomide: A “pooled analysis” of 5 different studies of thalidomide monotherapy: 29% response in anemia, 38%
improvement in thrombocytopenia, 41% improvement in splenomegaly. Responses may be better with
combinations of steroids +/- Danatrol +/- EPO.
JF Abragall et al. Hematologica 2006., X. Luo et al. Blood Cancer J 2018. 2. M. Marcheti. JCO 2004. Petra Bélohlavkova , Acta Medica 2016
* Lenalidomide: Responses: 22% for anemia, 33% for splenomegaly, and 50% for thrombocytopenia.
Cytogenetic remission in del(5)(q13g33), reduction in JAK-
-EA gr %: neutropenia (31%) and thrombocytopenia (19%)
With steroids: Responses: 30% anemia and 42% splenomegaly. Reduction in allelic load and improvement in
fibrosis described A. Tefferi. Blood 2006. A. Quintas Cardama. JCO 2009

Others: steroids. Chelation.



Treatment of myeloproliferative manifestations

In patients with myeloproliferation who have no other significant symptoms, management is similar to that of
myeloproliferation in other non-myeloproliferative conditions (TE, PV), using classic cytoreductive agents and following
similar management guidelines.

Management with cytoreductive agents is more challenging when anemia is also present; in such cases, combination
therapies may be useful.

The most commonly used treatment is hydroxyurea; it may increase anemia, which may require reducing or
discontinuing the treatment, or adding EPO. Responses in splenomegaly occur in about 40% of cases, but they are short-
lived (median response duration of one year).

Alkylating agents are also used: melphalan, busulfan in older patients
Antiagregation

Tratamiento de las manifestaciones
hiperproliferativas de 1a MF

Table 2 Responsce by specific features in <10 patients with myeloia
brosis treated with hvdroxyvurea

No. of patients Response rate (2o)

Constitutional symptoms = =2
Sy mmptomantic splenomocasaly = 15
Prurmtus = S0
ITonce pain > 100
Leukocyvtosis < =21

INhrombocyvtosis 71

Roesponsces anclude comploete plus partaal respons=sc according to

EUNMMNIET criteria

Martine=-Trillos A et al, Arnn Hemastol 2010;89:1233-37




Interferon and Myelofibrosis

— Cytosis Control
— Some studies show benefit in terms of VAF reduction and reduction of bone marrow

fibrosis.
Meta-analysis of 141 patients from 10 studies Bewersdorf et al. Clin Lymphoma Myeloma Leuk. 2020)
ORR (CHR + PHR) 49.9% « Rule out contraindications (autoimmune diseases /
i — o . . .
Spleen reduction rates 20-67% severe psychiatric disorders).

« Start at a dose of 45-90 pg/week (baseline counts
/ other treatments).

71 patients with MF requiring cytoreduction. * Monitor for potential toxicities: complete blood

Hematologic responses at w24: Hb >10 (73.9%), WBC <10,000 (82 count, liver function tests, mood changes, thyroid

MPN SAF TTS >50% 42.9% dysfunction, type 1 diabetes.

JAK2V617F reduction 34% at w24, 44% at w52; CALR reduction 5:

P1101MF (NCT04988815): Ropeginterferon Alfa-2b for Pre-fibroti

RUXOPEG (NCT02742324): Ruxolitinib + Pegylated Interferon Alpha 2a in Treatment-Naive Myelofibrosis Patients
Kiladjian et al. Blood. 2022

Phase 1/2. 37 patients.

>50% reduction in spleen size in 70% of patients at week 24.

Reduction in JAK2V617F from a median of 84% to 53% at 12 months.
BM biopsies under review; preliminary results showing fibrosis reduction.




The key players in the medical management of MF: [JAKs

Ruxolitinib (FDA)

2011

T

Fedratinib
(FDA)

2019

T

Pacritinib

(FDA) Momelotinib
(FDA)
2022
= 2023

-

IC |

<

2012

Ruxolitinib (EMA)

Fedratinib

Momelotinib

Pacritinib

Novartis
Celgene/BMS
GSK

Sobi

<

2020

Fedratinib (EMA)

JAK2, JAK1
JAK2Z, FLT3

JAK2, JAK1, ACVR1

JAK2, FLT3, IRAK1, ACVR1

<

2023

Momelotinib (EMA)

Aprobado EMA (2012)
Aprobado EMA (2021)
Aprobado EMA (2024)*

Aprobado FDA (2022)**

*Pacientes con anemia moderada/grave. **Pacientes con plaquetas < 50 x 109/L.




Ruxolitinib. Phase 3 studies: COMFORT-I and |l
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Quality of life independently predicts overall survival in
myelofibrosis: Key insights from the COntrolled MyeloFibrosis
Study with ORal Janus Kinase inhibitor Treatment (COMFORT)-I

study

(A) Overall survival by Global Health (ITT)
1-0 -
0-9 -
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c 06-

2 05 -

s ""I—\—,__‘_I_*_

0 04-

0034

o Baseline QOL Median Events/Total Median (95% Cl) HR (95% ClI)
024 M <= Median 87/166  210-0 (163-4-292-0)  Reference
0.1 — > Median 571130  271-1(2287-NE) 0-69 (0-49-0-96)
0.0 Log-rank p: 0-0290 + Censor
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| 1 | |
0 52 104 156 208 260




e Patients with significant systemic symptoms and/or symptomatic splenomegaly, regardless
of risk group

Other patients who may benefit from ruxolufib:
-Portal hypertension: improvements have been reported even in cases of bleeding varices

-Pulmonary hypertension
-Extramedullary hematopoiesis

>200x10°/L 20 mg twice daily
100 to 200%10°/L 15 mg twice daily
75 to <100x10°/L 10 mg twice daily
50 to <75x10°/L 5 mg twice daily

<50x10°/L <50x10°/L



Leukemia (2021) 35:3455—-3465
https.//doi.org/10.102&8/541375-0271-01261-x

ARTICLE

CHROMNIC MIYELOPROLIFERATIVE NEOPLASMS ’r:?,
Efficacy and safety of a novel dosing strategy for ruxolitinib in the
treatment of patients with myelofibrosis and anemia: the REALISE
phase 2 study
Francisco Cervantes L David M. Ross2 - Atanas Radinoff® - Francesca Palandri -+ . Alexandr _l\ﬂyasnikovs -
e Fase ll. Un solo brazo. N: 51. esplenomegalia palpable y Hb <10
e Ruxo 10 mg/12 x 12 s, después escalada progresiva hasta maximo de 25 mg/12 hrs
e 70% alcanzan reduccion del bazo >50% en algun momento.
e Reduccién de sintomas en toda la poblacién: -54% a 24 sem
e Globalmente responden mas a mas dosis, pero la dosis de 10 mg/12 es bastante efectiva
e Niveles de hb y requerimientos transfusionales no empeoran en la mayoria de los pacientes
Efficacy and safety of a novel dosing strategy for ruxolitinib in the treatment of patients with. .. 57 = ca N B
Day 1 Week 12 | Weskte | Wesk20 I - - N )
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Hacmatological Malignancy — Climical

The impact of starting dose on overall survival in myelofibrosis
Patients treated with ruxolitinib: A prospective real-world study on
ATFA monitoring registries

Massimo Breccia® @& |

N: 3494. Retrospective.

2,337 (66.9%) started on a reduced
dose: these were older patients with
higher risk scores and worse ECOG
scores

Attempting a matched adjustment by
baseline characteristics: OS 78.2
months (95% CIl 65.9-89) for those
starting at full dose vs. 52.6 months
(95% CI 49-56.6) for those starting
at a reduced dose (p<0.001).

Most patients started on a reduced
dose, and this has an impact on
survival

Simone Celant® |

PEW-Adjastnd probmiily of mundv
o o

obatibly of survival
o )
@ o

PSWN-adjusied o
]
b

PEW-adjusted pabasibty of surswl
o o )
I in o

Francesca Palandri® @& |

Tire {moetts)

Francesco Passamonti® |

Total Symptom Score

J n=103

n=22 n=26 n=23 n=38 n=20

Place <10 10mg 15mg 20 25
bo mg BID BID mg mg
BID BID BID

Spleen Volume

n=101
n=24 n=26 n=23 n=39 n=21

Mean % Change

Placeb <10mg 10mg 15mg 20mg 25mg
0 BID BID BID BID BID

gets

Verstovsek S, et al. Onco Tar:

Oncotarget. 2017;8:79073-86;

and Therapy. 2014,7:13-21.

Palandri F, et al.
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The use of ervthropoiesis—-stimulating D et

agents with rux<olitinib in patients

with mivelofibrosis imn CONMPFORT-I11: anm
open-label, phase 3 study assessing eflicacy
and safety of ruxolitinib versus best available
therapy in thhe treatrment of mvelofibrosis

PAAry Framoes PMobAullim '™, Claire ML Harrisom?, [Dictger Micodorvwicosoer?, Hilde [Dermusymck?, Poacdja JEkel s,

e Fewer than 10% of patients in COMFORT-2 and 14% in JUMP received ESAs. Post hoc analyses found no signifi- cant
increase in toxicity or reduced efficacy of ruxolitinib when combined with an ESA

e Analysis of EPO in COMFORT-II (darbepoetin alfa, n = 3; erythropoietin alfa, n = 9; unspecified, n = 1)
13 of 146 patients treated with Ruxo also received ESA

e Post hoc analyses found no significant increase in toxicity or reduced efficacy of ruxolitinib when combined with an ESA

e A separate retrospective study reported significant anemia improvement in 54% of patients using ESAs with ruxolitinib,
with durable responses lasting up to five years in 76% of cases.

e Conclusions: ESA are well tolerated and do not compromise response

Al-Ali HK, Haematologica. 2016;101(9):1065-1073. Gupta V, Blood. 2023;142(Supplement 1):5174-5174.
Maffioli M A prognostic model to predict survival after 6 months of ruxolitinib in patients with myelofibrosis. Blood Adv. 2022;6(6):1855-1864. McMullin MF et al. Exp

Hematol Oncol. 2015;4:26.. Crisa E, Cilloni D, Elli EM, et al. Br J Haematol. 2018;182(5):701-704.

 There is also a Phase Il study combining Ruxo and Danatrol. N: 27. Stabilisation or improvement of Hb
by 55% when adding danatrol. It may also improve thrombocytopenia.

Gowin K, Kosiorek H, Dueck A, Mascarenhas J, Hoffman R, Reeder C, et al. Multicenter phase 2 study of combination therapy with ruxolitinib
and danazol in patients with myelofibrosis. Leuk Res. 2017;60:31-5.



Riesgo de infecciones con Ruxolitinib

Descritas infecciones oportunistas:

Natural killer cells Regulatory T cells (Tregs)
& a9 Oy l e -Herpes zoster
P T Maturation - . .
ﬁgf‘ g&"é,’, et rmmunosurveiliancel -React|vaC|oneS VHB
Ay b -Cryptococcus neoformans -

._ B [ ﬁr' .
¢« %% ( ruxourinie Toxoplasmosis
-Tuberculosis

w ' o -Leucoencefalopatia multifocal
1 § = progresiva
T/TNST/TNY Activation
/ \gam// Cytokines
’ ’ HemaSphere

Dendritic cells Letter

Open Access

High Incidence of Herpes Zoster in Patients Using
Ruxolitinib for Myeloproliferative Neoplasms:
Need for Prophylaxis

TABLE 1 Reported risk of ruxolitinib-associated infections and possible markers of infection in the original publication of phase Il randomized )
tmlled trials Elzemiskea te Linda', Laura J. E. Boots!, Laura G. M. Daenan®, Moniak A, de Witte®, Anke H. W. Bruns™#
con

a. Clinical infection

Total number Events in the Events in the
Type of infection Number of studies of patients ruxolitinib arm control arm

100 - —— Myelofibrosis
—— Polycythemia vera
—i— Censored

Herpes Zoster infection 3 (RESPONSE, RESPONSE-2, 481 9/238 0/243
and RELIEF) [2, 1B, 19]

Serious pneurmnonia 3 (COMFORT |, COMFORT Il &74 3/376 6/298

and RESPONSE-2) [1, 3, 19] ‘ T 50
Fatal staphylococcal 1 (COMFORT 1) [3] 306 0/155 1/151 0.32 [0.01, 7.98] | I .
infection | il
Fatal sepsis 2 (COMFORT |, RESPONSE-2) [3, 19] 455 2/229 3/226 0.70 [0.14, 3.60] ] '
Grade 3-4 infection 2 (RESPONSE and RESPONSE-2) [2, 19] 371 6/184 4/187 1.54 [0.43, 5.57] ° 5 "’ "’ " T 25 i " 160
4 . Time on ruxolitinib (months)
Any grade of infection 2 (RESPONSE and RESPONSE-2) [2, 19] 371 60/184 57/187 1.11 [0.71, 1.73]
:;'mm 4&1‘ e 33 27 20 14 7

2
T

-
ae

TS 56 a4z 29 21 15 10



JAKARTA: Phase 3 Study Design’

+ Aged 218 years
+ Diagnosis of
- Primary MF
- Post-PV MF
- Post-ET MF
+ Intermediate 2 or
high-risk status
+ Splenomegaly

1. Pandanani A el al JAMA Oncol. 20151843651

i-Jak naive

Week 24 or disease
progression before week 24:
crossover to fedratinib
400 or 500 mg (1:1)

Placebo
Daily oral doses,
4-week cycle

Fedratinib 400 mg
Daily oral doses,

4-week [l"‘."ClE' Week 24
(EOCS)

Fedratinib 500 mg
Daily oral doses,
4-week cycle

1 cycle = 4 weeks

PeerView.com

Symptom Responses: Change in TSS by Group'

Inhibidor de Jak-2 (mas especifico) y FLT3,y prot BET
Aprobado MF de riesgo intermedio o alto, 12 o 22,
pretratados o no con |[JAK en base a estudio JAKARTA
y JAKARTA-2.
Dosis recomendada 400 mg (Acl 15-30 ml/min: bajar a 200 mg)

Median Change in TSS

20 1
B 0 ._40———.‘/.\'—4
]
£
2 .20 -
]
m
E -40 -
(S

60 ® Placebo

= ® Fedratinib 400 mg

@ Fedratinib 500 mg
'80 T T ] 1

I T
0 4 8 12 16 20 24
Time, wk

Sintomas:

(reduccidén 250% MPN-TSS
semana 24) : 36% y 34%
con 400 mg y 500 mg
respectivamente. 7%
placebo.

Primary Endpoint:

Spleen Response (ITT Population)'

Patients With =235% Reduction
in Spleen Volume, %

25

=]
(=1

1. Pardanani A et o, JAMA Oncol 20151843651

402
36.5

1 Confirmed

1

Placebo Fedratinib Fedratinib
(n=96) 400 mg 500 mg
(n=96) (n=97)

35/96 and 39/97 patients in the fedratinib 400-mg and 500-mg groups
vs 1196 in the placebo group (P <.001)

PeerView.com



Fedratinib Is Effective in Patients With MF Previously

. - inib
JAKARTA-2: Open-Label Study With Fedratinib Treated With Ruxolitinib: Results From JAKARTA-2!

+ Aged 218 years § 120 1 W Resistant ® Intolerant ~ Other
+ Intermediate-2 or high-risk Fedratinib w 100 1
status Once daily, starting dose 400 mg g ¢ M0 L
- Primary MF Consecutive 4-week cycles ES g0 Re:,p uesta esplenica: 9
- Post-PV MF $9 4o 55% o® 60
- Post-ET MF . Spleen We 4{ RBEFSIntomas > 50%:
0 B =
Platelet count 250 x 10°1L £ Parmiies adjustments = 200-600 mg/day A T 26%
. 2 0 ©
* Received RUX for 214 days + Dose up-titration permitted if <50% reduction in 2 % # E p
+ Discontinued RUX 214 days spleen volume by palpation to EOCE o | R TE
prior to starting fedratinib + Dose-itration permitted in event of toxicity E - 0% -60
; . - -60 - €9 -80
66% 339, + Patients who continued to benefit clinically could B 2 v 100
- remain on study until the occurrence of disease @
. RUX \ progression or unacceptable toxicity /
! intolerant Fedratinib: orphan drug designation for the treatment of secondary and primary myelofibrosis;
Classffication made by treating physician currently under FDA priority review for treatment of MF
1. Hanison CN et ol Lancef Haomatol 2017,4:¢317-€324, PQEF“ €w.com 1. Harrison CN et al. Lancet Hagmatol. 2017;4:¢317-e324. PE EI‘\ri ew.com

Problemas de seguridad:
-Toxicidad gastrointestinal
-Posibles casos de encefalopatia de Wernicke: suplementar tiamina o monitorizar



Safety and efficacy of fedratinib, a selective oral inhibitor of
Janus kinase-2 (JAK?2), in patients with myelofibrosis and low

pretreatment platelet counts

Claire N. Harrison' | NWicolaas Schaap®

Srdan Verstovsek® | Shelonitda Rose” |

Alessandro M. Vannucchi? |
Jean-Jacques Ki.ladjia.n" | FErancesco Passamonti’

Sonja Zweegman® | Moshe Talpaz’ |

Jun Zhang”,! | Oumar Sy” | Ruben A.Mesa'®

*Fedratinib 400 mg in patients with platelet counts of 50 to <100 x 10%/L (“Low-Platelets” cohorts), including 14 of 96 patients (15%) in
JAKARTA and 33 of 97 (34%) in JAKARTAZ2

*At 24 weeks: similar splenic response with low and high platelet counts: JAKARTA (36% vs. 49% ; p = 0.37) or JAKARTAZ2 (36% vs. 28%; p =
0.41). No differences in symptom response either

*Worsening or onset of thrombocytopenia: more frequent with low platelet counts: 44% vs. 9%, but without associated serious adverse events.
Thrombocytopenia was managed with dose modifications; only 3/48 discontinued treatment for this reason

» These results compare favorably with those of the JUMP study: Rates of worsening thrombocytopenia and anemia in JUMP were 73% and
53%, respectively. Fifty-five percent of patients required dose reductions and 30% required treatment interruptions

80
60

20

Percent of pts (%)
S

SVRRs at EOC6

JAKARTA
P=0.37
P <0.01 '
49%
0/18 5/14 40/82
JAKARTA: PBO JAKARTA: FEDR 400 mg JAKARTA: FEDR 400 mg
Low PLT Low PLT High PLT

(n=18) (n=14) (n=82)

JAKARTAZ
. 80
o
u 60 P=0.41
(=% ! |
b= 40 36% -
=
g 20
& & 12/33 18/64
JAKARTAZ2: FEDR 400 mg JAKARTAZ2: FEDR 400 mg
Low PLT (n=33) High PLT (n=64)

spleen volume response rate.



bone morphogenetic proteins

Sl mothers againt decapentapegi Hepcidin is elevated in primary and secondary myelofibrosis and
L ' ' (SMAD)1/5/8 pathway, = . ; . i
Momelotini: mechanism ofacton remains elevated in patients treated with ruxolitinib
[nterleuking
BMP2, BMP6 ™ 00— P = 0-0001
Hepatocyte o % ’ zzz: 3
cellular = ST i
ol ¥ 22 =
Serumiron, merm -
l Hepcidin f == hemoglobin, I => 1200 . P =038 .
wueom [ s L oo
(T swois o g <00 =
’------.. < F’rime‘a;ry MM Sacon;ary rME
f’ §~ - s P = 0-0001 .
Dereguiation of the JAK-STAT sianaling pttway n MF leads Chroric infammation also causes . =222
to overproduction of infiammatory cytokines, bone marrow hyveraciivaion of ACVR1, elevation of E  soo
foross ystemic symotoms and conal prlferaon esufing hencidin, and dysreguiaion ofron = eoo 1 1
i extramedulary haematopoiesis and splenomealy. metabolism, contributing to anaemia in MF. 2 oo .

' £ -
Normal No rux Rux treated

A. Pardanani, C. Finke, R. A. Abdelrahman, T. L. Lasho, and A. Tefferi, “Associations and Prognostic Interactions Between Circulating Levels of Hepcidin, Ferritin and Inflammatory
Cytokines in Primary

Myelofibrosis,” American Journal of Hematology 88, no. 4 (2013): 312-316.

A. Zhou, T. Kong, J. S. Fowles, et al., “Hepcidin Is Elevated in Primary and Secondary Myelofibrosis and Remains Elevated in Patients Treated With Ruxolitinib,” British Journal
of Haematology 197, no. 4

(2022): e49—e52.



Adults with primary, post-PV or M
post-ET MF; symptomatic int-1, int- /'
2, or high risk; platelets 250 x 10°]L \
(n=43))

Momelotinib Rusolitinib
e (n=184) (=204
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O SRR
26.5% (570 215) 29.0% 63 of 217)
Proportion difference:

0.09(95%Cl:0.020.16; P = 011)

SIMPLIFY-1

Change in TSS
From Baseline (%)

4
I
] Cross over
| allowed after 24 wk
_l
Mesa. 1C0. 2017:35:384¢,
-~ Momelotinib Ruxolitinib
(n=174) [n=190)
100
#
SN Decrwane
155 Response Rate
28.4% (60 of 211) 42.2% (89 of 211)

Noninferiority proportion difference:
0.0995% C:-0.82 to 0.08; P=.98) No inferioridad no alcanzada

J Clin Oncol 35:3844-3850. 2017
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SPLENIC REDUCTION

AT WEEK 24
v 50%
(1] :?‘ [l Omjjara(n=66)
s % 40% .BA#RU:&(FSQ)
2 >
%’_9 30% .
@ ;_’ 9,1% 5,1%:
2q  20% (34-18.7)  (0,6-17,3)
0 ®
o8 1%
S £ ’
T O
x o 0%
SVR35
Ny w
9,1% 5,1%

SYMPTOMS (TSS RESPONSE)
AT WEEK 24

Ratio de respuesta a la

10%

semana 24 (IC 95%),%
w
o
;59.

0%

32,3%

(21,2-45,1)

32,3%

TSS50

2

M Omijjara{n=66)
M BAT/Rux(n=39)

,6%

{0,1-13,8)

2,6%

Ratio de respuesta a la
semana 24 (IC 95%)

TRANSFUSIONAL INDEPENDENCE

AT 24 WEEKS

%

50% 33,3%

(22,2-46,0) M Omjjara(n=66)

40% M BAT/Rux (n=39)
30% 12,8%
(4.3-27.4)
20%
10%
0%

Terminal®2 Semana 12

IT
~
33,3% 12,8%

Graficas adaptadas de Harrison CN, et al. Adv Ther. 2024."

Hb: hemoglobina; IC: intervalo de confianza; IT: independencia transfusional; RUX: ruxolitinib; SVR35: respuesta del volumen del bazo con reduccion 235%; TSS: puntuacion total de sintomas; TSS50: puntuacién total de sintomas con reduccién 250%.

1. Harrison CN, Vannucchi AM, Recher C, et al. Momelotinib versus Continued Ruxolitinib or Best Available Therapy in JAK Inhibitor-Experienced Patients with Myelofibrosis and Anemia: Subgroup Analysis of SIMPLIFY-2. Adv Ther. 2024;41(9):3722-3735..

PM-ES-MML-EDTL-240005(v1) 03/2025. Para uso en reuniones organizadas por GSK.



Momelotinib versus danazol in symptomatic patients with ®
anaemia and myelofibrosis (MOMENTUM): results froman
international, double-blind, randomised, controlled, phase 3

study

Srdan Verstovsek, Aaron T Gerds, Alessandro M Vannucchi, Haifa Kathrin Al-Alj, David Lavie, Andrew T Kuykendall, Sebastian Grosicki,

The lancet January 2023

patients with DIPSS intermediate-1/2- " Momelotindb 200 mg @ + Placebo =130}

L After Wk 24,
or high-risk PMF, post-ET MF, or post- { patients could
PV MF and Hb <10 g/dL; splenomegaly Danazol 600 me + Placebo (n = 65 —, feceive momelofiib
and TS5 210; previous JAK inhibitor s (=) mefa;ﬁjﬂpfﬂ
(N = 195) crossover)
+ PIt>25.000

*  48% en el grupo de momelotinib vs 52% en el de danazol eran
transfusion dependientes

* Adicionalmente 38% de los de momelotinib y 32% de los de
danazol habian requerido transfusiones en las ultimas 8 sem, pero
sin cumplir criterio de DT

Symptoms

Splenic response

£ 1m 2
% 100/ Omjara (n=130) Danazol (=65) E il Omijora (1130} Danazol (n=65

" '§4[-1.
s " 3 o
2« g | ,,.ll III“II
i F IRr = “||uw‘__ s
oy P
m%mm 2EICHR1TAT glon)IC oSk 419 16% (6-26) 0,005

L] L]
25% Tssi0 9% 22%  svras% 3%
Criterion for Momelotinib Danazol

sl Signicance  [INUSSE IS FValue
TSS response rate s .

: . < d
(primary endpoint)* & Superiority (P £.05) 25 9 0095 (superior)

ransfusion o o 0116 >

<. pidatoe 1Al T % Noninferiority 30 20 (noninfeioz)

TSS change from baseline uperiority (P <.05] 119 -3.9 .0014 (superior)
Splenic response rate L .
(235% reduction), % Superiority (P <.05) 22 3 .0011 (superior)
Notrarsfsion to Wk 24, % | Superiority (P <.05) 35 17

VerSmagk, Lancet. 2023;401:269.

.0012 (supeD'



Momelotinib in real-world practice in Spain: hematological response

Response to anemia’ TD Response to anemia? : No TD
100 100
104 83 57| 109 107 70 | 83 - Vo
90 90 29.4
36.4 ' 33.3
80 s 250 322 .94 2 282 37.5 80 435 46.9
s 70 - a7 47.4 70 28.6
°© 118
U; 60 60 . 8.3 75.0
s 83.3 87.5
9 50 36.1 35.7 50 |87 27.3 04
® 40 3 356 | 309 B2 375 40
o .
33.3
30 36.8 30 58.3 . 57 1
47.8
20 20
10 25.0
-
0 0
All: All: All: JAKi exp: JAKi exp: JAKi exp: [No JAKi: JAKinot JAKi not All: All: All: JAKi exp: JAKiexp: JAKi [No JAKi: JAKinot JAKi nai:
3 months 6 months Last followg 3 months 6 months Last follow- |3 months present: present: 3 months 6 months Lastfollowf 3 months 6 months  exp: |3 months present: Last follow-
(n=67) (n=36) up(n=90) (n=55) (n=28) up(n=71) | (n=12) 6 months Lastfollow- (n=23) (n=11) w (=32} (n=17) (n=7) Lastfollow-| (nN=6) 6 months up(N=8)
(n=8) w(n=19) up (n=24) (n=4)
BMajor response [l Minor response - No minor or major response 1 Mot available ajor response Minor response Mo minor or major response
O 48.4% achieved transfusion independence at 3 The median Hb increased from 8.9 to 10.2 g/dL at 3 months and
2 months and 45.7% at 6 months remained at 10.1 g/dL at 6 months

Differences in the response rates between patients treated with MMB + EPO and those treated with MMB
monotherapy at 3 months but not at 6 months

Pérez-Lam
doi:10.1038/s4 14UB-ULD-U 121 D-Z



Momelotinib in real-world practice in Spain

At last assessment During follow up
All JAKi [ JAKi 3 6 4
patients | naive |exposed | months | months | months
n=45 n=11 n=34 n=29 n=14 =8
Cm below costal margin, median, (IQR) [range] . . . .
. e  HES 28 of 45 (62.2%) patients experienced a reduction in spleen
revious MMB start, 5 i n . . . . . .
i "’“[“,t'f i Eﬁ_;ql [%_,”’! (5-25] size (median reduction of 5 cm). JAKi-naive patients achieved
During follow up, 7.5(4.75) 8(4) 6(25) a greater reduction in spleen size (12 cm vs. 8 cm).
median (IQR) [range] [0-25] [0-12] [0-10]
Owverall reduction, n 28 7 19 7 4
(%) ©22) (636 O o5 (50 (50)
Cm of reduction
i 2 5(9) 5(8) 4(4) 4(3) 8 (4) 9(3)
median, (IQR) [range] 15151 215) [@a2) a5 120 [6-12)
o Gy 59 657 547 5.37 7.29 9
mean, SU) 391) (529 (@B44)  (362)  (320)  (2.58) . . : :
Patients with 116 of the 126 patients (92%) experienced an improvement in
reduction accordingfo 44 04 4y 2 8 7 3 4 at least one of the initial symptoms. The symptomatic
i s Sy S @73) . (24.1) @357 0 responses were similar in both JAKi-treated and JAKi-naive
MRET) criteria, i (%) p
Cm of reduction patients
e . : 10 (6) 2(3.5) &(6) B(5) 8(2) 9(3)
median, (IQR) [range] o 15, (315 [[&12) | [6-15] [612)  [6-12)
9.5 11.7 875 e PR s
mean, (SD¥) (3.27) (351) (3.0) 0(351) 88228} 9(258)
No, but controlled
stable splenomegaly, n | 12(26.7) | 2 (18.1) | 10(294) | 6 (20.1) | 5(35.7) 3(37.5)
F
(%)
Refractoriness, n (%) 3(6.7) 1{(9.1) [2(59) 4(13.8) |2(143) 1(12.5)
Increase, n (") 2{4.4) 1 (9.1} 1(29) 0 0 0

Pérez-Lamas L, Segura Diaz A, Garcia Delgado R, et al. Real world outcomes of momelotinib in myelofibrosis patients with anemia: results from the MOMGEMPFIN study. Blood Cancer J. 2025;15(1):67. Published 2025 Apr 17.
doi:10.1038/s41408-025-01275-z



bObasrrmvbatolosica

Rapic amad duarable recovery —=F irmmimunmnese effector c=ll= im

rmyelofibbrosi=s patients treatedcd with rmomelaeotimils

‘Real-world’ cohort . N: 46. (16 patients were high-risk, 24 intermediate-risk 2) . Momelotinib patients with sequential PB samples over 48-week
: assess changes in immune cell

Comparator: 10 healthy controls (HC)

85% had prior ruxolitinib exposure (median time: 1.5 years)

At baseline, patients had significantly lower frequencies of total lymphocytes, CD3+ and CD4+ T cells, and NK cells compared to HC (B cells

were comparable)

Immune
subset
(Reference
ranges)

Total
lymphocytes

CD3+ cells
(700-2100)

CD4+ T cells
(300-1400)

CD8+ T cells
(200-900)

NK cells
(90-600)

B cells
(100-500)

Baseline

1041 (738-
1544)
n=33

724 (454-
923)
n=33

476 (299-
537)
n=33

229 (138-
393)
n=33

92 (61-176)
n=33

176 (83.5-
301.3)
n=32

6 weeks

1556.5
(1263.8-
2657.8)
n=34
p=0.005
968 (737-
1598.5)
n=34
p=0.01

552.5 (416-
896.3)
n=34
p=0.03

324 (186-
787)

n=34
p=0.04
204.5 (100.8-
306)

n=34
p=0.005
289.5 (165-
494.5)
n=34
p=0.02

12 weeks

1623 (1191-
2877)

n=25
p=0008

1112 (736-
1696)
n=25
p=0.005

714 (413-
1093)
n=25
p=0.02

368 (265-621)
n=25
p=0.05

202 (121-332)
n=25
p=0.001

225 (147-425)
n=25
p=0.12

24 weeks

1450 (1031-

2156)
n=27
p=0.07

876 (625.5-
1366.5)
n=27
p=008

486 (351.5-
1025.5)
n=27
p=0.19
316 (192-
446.5)
n=27
p=0.28
162 (97.5-
313)

n=27
p=0.01

180 (125.5-
289)

n=27
p=0.46

48 weeks

1857 (1322.3-
2249.3)

n=20

p=0.009

1082 (744-
1327.5)
n=19
p=0.03

721 (456.3-
952.5)
n=20
p=0.03

316 (203.3-
466.5)
n=20
p=0.13

270.5 (140-
392)

n=20
p=0.002
277 (157.5-
419.5)
n=19
p=0.04

HC

1557 (1300-
1785.3)
n=10
p=0.03

1085.5 (867.3-
1348.8)

n=10

p=0.01

716 (579-
903.8)
n=10
p=0.005

379.5 (317.5-
416.8)

n=10

p=0.07

216.5 (185-
252.5)
n=10
p=0.004

201.5(141.5-
222.8)

n=10

p=0.54

Clear recovery of T and NK cells after momelotinib initiation reaching levels
equal to controls

In Ruxolitinib treated and naive patients

Ruxolitinib has markedly lower IC50 for both JAK1 and JAK2 vs
Momelotinib:

IC50 for JAK 2 of 3.2 nM vs11 nM

This heightened inhibition of JAK1 and JAK2 signaling, which

is central to the cellular function of both T and NK cells, may explain
some of the

effects

Some indirect comparisions suggest fewer skin cancers with Momelotinib
Contradictory data with infections



JAK2/ACVR1/FLT3/IRAK1/CSF1R inhibitor. No JAK-1. More potent inhibitor of ACVR1 as compared to momelotinib. IRAK1
play a role also in anemia

Persist-2
Pacritinib 400 mg PO QD All treatment to PD, unacceptable toxicity, or loss of benefit
cgs = . Patients receiving BAT could cross over to pacritinib if
Pacritinib ve_rs_us best a_vallable the_rapy for the_ treatment of Adults with int-1, nt-2-, of hight (n=104) Sl romegoly peogression e fie treatmeRE WK 24 Wit o
myelofibrosis irrespective of baseline cytopenias (PERSIST-1): risk MF; platelets <100 x 10%/L; Pacritinib 200 mg PO BID without progression
an international, randomised, phase 3 trial prior JAK2 inhibitors allowed i (n=107)
(N=311) \ BAT (including RUX, 48%) Patients with platelets < 50 x 10°/L
Pacritinib vs. best available therapy (excluding (n =100) (PAC 2001 B0 [n:= 1], BAT [n=: 32D
ige . . . . 35 -
ruxolitinib) in JAKi-naive patients SVR 2 35% 2 50% reduction
30 - Week 24 in TSS!
o 2 | 35 1 35 -
No lower platelet count limit 0 30 30 -
E’ 15 » ® 13 1
1 Y o V) H YL o 12 Hb < 10 g/dL at baseline, the 7 720 H] 20 -
Primary endpoint: SVR > 35% (19% with pacritinib & 10 roportion patenswitn 2 20 T 5
. . - clinical improvement in Hb v 5o
vs. 5% with best available therapy; p=0.0003) 5 - stWed asmeasredty  § 10 | gh 13%
S IWG response criteria & 10 A 10 -
o AE— - (increase of > 2.0 g/dL or
e R S P Clinical improvement in Hbs. RBC transfusion 5 J Y 5 -
e 5 | mPcaomEn BT | e e w
§ ,. o e oo s 0 ) . | PAC 200 BAT PAC 200 BAT
= _ Mascarenhas J, et al. JAMA Qncol, 2018,4:652-659;incl supp; 2. mg BID mg BID

Trial halted due to alleged excess mortality from hemorrhagic and

DO cardiovascular complications, which was later not confirmed

= T ——— S —
SRR ST SN0 S I Determining the recommended dose of pacritinib: results from the

1o e S TN PAC203 dose-finding trial in advanced myelofibrosis

o - = - o = = Aaron T. Gerds,' Michael R. Savona,” Bart L. Scott,” Moshe Talpaz,* Miklos Egyed,® Claire M. Harrison,® Abdulraheem Yacoub,”
i



REGULAR ARTICLE

& blood advances

Pacritinib is a potent ACVR1 inhibitor with significant anemaia

benefit in patients with myelofibrosis

Stephen T. Oh,' Ruben A. Mesa,” Claire N. Harrison,” Prithviraj Bose,” Aaron T. Gerds,” Vikas Gupta,” Bart L. Scott,”
Jean-Jacques Kiladjian,® Alessandro Lucchesi,” Tim Kong,' Sarah A. Buckley,'® Shanthakumar Tyavanagimatt,'” Bryan G. Harder,'®

Karisse Roman-Torres,'” Jennifer Smith,'® Adam R. Craig,'” John Mascarenhas,

+ Control PAC MMB FED RUX
LDN 193189% C,.,213nM Cira 168 nM Crnax275 nM Crraxd? 1M

Replicate 1

206 70.2 3120 1000
ACVR1 IC,, (nM) 20.4 70.2
Replicate 2

10 o . =] |
ACVR1 IC,, (M) : 8 232 e
Mean

ACVR1 IC, , (nM) - : £ 2735 >1000

C..ax is the maximum unbound plasma concentration at the clinical recommended dose in humans.
Darker blue indicates higher potency (lower ICgp).

In PERSIST-2: pacritinib vs best available therapy including ruxolitinib, in patients with thrombocytopenia, a signicantly

and Srdan Verstovsek®

Percentage of pafants
5% i upper baund

reral RUX Naive  FLT <860 LK SR Crverall R Platve:
41 FAC, 0<pox,  AB80% 42 PAG,
18 PAG 25 PAG  PAC 9 PAG 43 BAT. 18 PAC

43 BAT,
11 BAT=ES 18 BAT 26 BAT 25 BAT §BAT 12BAT=ES 20 BAT

Abbreviations: AB, allale burden; BAT, best available therapy; BID, twice daily; Cl, confidance intarval; ES, arythroid
support; JAK, Janus associated kinase; PAC, pacritinib; PLT, plateleta; RUX naive (no RUX prior to first dose); TI,
tranafusion independence,

Figure 3. Rate of P Py e of patients achiaving tranafusion indepandence over any 13 weeke through weak 24 among patants who weare not Tl at
basalne based on Gale crteria {left] and SIMPLIFY criterla {right} over ary 1 2-waek mberval Data shown in overall pegulation including statistical tasting), as wel as in subgroups,

greater proportion of patients who were TD at baseline became transfusion independent (per Gale criteria) on
pacritinib vs those treated wit best available therapy (37% vs 7%, P = .001)

According to the modified “SIMPLIFY” criteria used in this analysis (no transfusions and Hb < 8 g/dL over any “rolling”
12 weeks), significantly more pacritinib-treated patients achieved TD compared to BAT (24% versus 5%, p = 0.013)

= 50% reduction in transfusion burden through week 24 (49% versus 9%, respectively, p < 0.0001)

Rate of T {Gals critana) Rata of TI {SIMPLIFY criteria)
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Comparator Favors
Outcome population ESS momelotinib OR (95% CI) P value
_—
Hb improvement =1 g/dL PERSIST-2 (BL Hb =10 g/dL) 47.644 | 4.89 (1.52-15.71) 0.008
Hb improvement =2 g/dL PERSIST-2 (BL Hb =10 g/dL) 47.644 3.40 (0.83-12.86) 0.088
Clinical Hb improvement =2 g/dL®* PERSIST-2 (BL Hb =10 g/dL) 47.644 3.00 (1.14-7.88) 0.026

| | |
5 10 15

Odds ratio

Momelotinib was also superior in tolerance with better Odds for most side effects

LETTER TO THE EDITOR

Predictors of respomnse to pacritinib therapy and survival

among 60 Mayo Clinic patients with myelofibrosis treated
outside of clinical trials

Despite recent reports on the drug’s mechanistically unique erythropoietic activity, the anemia response rate seen
with PAC in the current real-world study was underwhelming; only one (2.4%) of 41 JAKi-treated and none of 19
JAKi-naive patients met the revised IWG-MRT criteira for anemia response

Abdelmagid M, et al. Predictors of response to pacritinib therapy and survival among 60 Mayo Clinic patients with myelo brosis treated outside of clinical trials.
Haematologica. 2025.



Spanish GEMFIN guidelines 2025

Tabla 4.8. Recomendaciones generales de los autores sobre el uso de los inhibidores de JAK2 en pacientes

First line

segunda linea

* Ruxolitinib: the treatment of choice for most patients, based

on high efficacy, a favourable toxicity profile and extensive ... .. .
clinical experience P Second Llne

ilia.

o » Fedratinib: if the primary aim is symptom
aparicion de management and/or splenomegaly
almente tras

» Fedratinib: may be considered as an option in cases of
moderate thrombocytopenia (50-75,000)

Momelotinib: if anaemia develops whilst taking
ruxolitinib and/or fedratinib. Ideally after dose
optimisation and consideration of treatment with
erythropoietin

« Momelotinib: Consider as a first-line option in cases of lento con eifr ©
anaemia < 10 g/dl or severe thrombocytopenia < 50,000

Tabla extraida de: Manual de recomendaciones en neoplasias mieloproliferativas crénicas filadelfia negativas de GEMFIN. Edicién 2025

GEMFIN: Grupo Espafol de Enfermedades Mieloproliferativas Cronicas Filadelfia Negativas
Manual de recomendaciones en neoplasias mieloproliferativas crénicas filadelfia negativas de GEMFIN. Edicién 2025



personalized approach of MF in 2025

PMF / SMF diagnosis
Calculate risk score

Anemia only_

Splenomegaly / symptoms Anemia only
Hb > 10 & PLT>50 PLT <50
RUX or FED MMB PAC ESAs
PAC (if PLT<50) MMB (if Hb <10) danazol
Clinical trial Clinical trial Clinical trial Clinical trial

Adapted from: Koschmieder, S. (2024), Novel approaches in myelofibrosis. HemaSphere, 8; e70056.



But what do we need to do to really improve the
results

-Modify the natural history of the disease: ¢ but what is this?: Not clearly defined

Probably should include Overall survival from JAKi failure
- Revert ﬁbrOSiS g.f.'!\fa!élllS.ur'.m'al:'rn"'!J.tkmIaulureIJ-,rPatt&'ﬁ|:.rFa|lute " Overall Survival from JAK Faliure
- Reduce the allelic burden EH — Bt
. . . B Cylopmia Jid
- Reduce citoquine production Y P
- Reduce the risk of progresion to advanced phases b %ﬁ_ R
e
- And the end of the day improve overall survival | R -
o ] ? . R EE R p ) me.:nm—;ga "B
Is Ruxolutinib domg that” Median OS: 14 months England JT et al. Leukemia 2022;36(6):1689-02
Change in BM Eibrosis at 43 Mo (%) CONRORT sty Reduccon VB17F 4gsem
Rux | BAT Rux | BAT Rux | BAT ,
100.0 MTD Ruxolitinib ° NO reductlon Of
n 10K Y A advanced phases
50.0 36 4%\\&% . .
167 I - 104 20% s * Modest improvement in
o ° g A\ a0 0 i survival

Improvement Stabilization Worsening




And what is coming

Sotatercept
Elritercept -~ —

" ——

] _‘//_ N
(ActriB INC _ S0 [ActRIIA )

PEG Inf 0—23

Activin

}——— Pacritinib
Ruxolitinib

Fedratinib

#), Jaktinib ,
IMomelotinib'

(Fra ) .
N Beel
MF stem cell SMARES

vyeer
i I
R
.
o

F'rclife ration . Navtemadlin
and survival TP53

BCL-2

- Pelabresib
SMAC .
= i -- LINPR -. . Selll‘lexor—| *PO‘] '.: Bomedemstat
. Imetelstat _]_
LCL-161

J_ cCaspase—Q . . DG st
Telomerase TGFR gene
Apoptosis Nucleus expression

Luspatercept

FIGURE 1 | Approved (ruxolitinib, fedratinib, momelotinib and pacritinib) and novel therapies target multiple pathways in MF pathophysiology.
ActRIIA, activin receptor type I1A; ActRIIB, activin receptor type IIB; ACVRI1, Activin A receptor type I BCL-2/xL, B-cell lymphoma 2/xL; BET,
bromodomain and extraterminal; FLT3, Fms-like tyrosine kinase 3; JAK, Janus Kinase; LSD1, lysine-specific demethylase 1; MDM2, mouse

double minute 2; TGF-$, transforming growth factor-g; XPO1, exportin 1.



But the way is not easy: not everything will reach the shore

Combinations of Ruxo with navitoclax or Pelabresib

* Beneficio esplenomegalia

I NAV + RUX Led to an SVR .5, Rate That Was Twice as High as PBO + RUX

= A significantly higher number of patients achieved SY Ry In NAV + RUX armm compared with PBO + RUX

[79 (63.2%) vs 40 (31 5%): P=<0.0001]
e
7 SVR at Week 24 [ITT)
S

s
ac+ P=<0.0001
i

2
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MANIFEST-2 study achieved its primary endpoint;

Significantly greater responss in palients treated with peslabessib + ruselinin
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REGULAR ARTICLE

Safety and efficacy of luspatercept for the treatment of anemia
in patients with myvelofibrosis

Aaran T. Gerds,' Claire Harrison,” Jean-Jacques I‘(iladjian,:=| Ruben Mesa,” Alessandro M. Vannucchi,” Rami Kc.!mrokji,"_' Prithviraj Bose,”

Primary treatment period
{up to day 169) Entire treatment period W Primary endpoint
e0 - a0 - TD patients:
anemia response defined as 84
consecutive days without RBC
50 o B transfusion
— —_ NTD patients:
= 40 = 40 - 31.6 anemia response defined as 84
f = =] {17.5-48.7) consecutive days with =1.5 g/dL
[=1 263 £ ¥ =1
= 30 {(13.4-43.1) = 30 - 51.4 Hgb increase from baszsline
= % 18.2 (4.7-50.8) 19.0 without RBC transfusion
= ao 13.6 14.3 &£ zo (5.2-40.3)
(2.9-34.9) (1.8-42.8) o5
10 (1.2-30.4) o
o - o -
Cohort 1 Cohort 3A Cohort 2 Cohort 3B Cohort 1 Cohort 3A Cohort 2 Cohort 3B
No RUX RLUX Mo RUX RUX Mo RUX RUX No RUX RUX
(h=22) (h=14) (n=21) (n = 38) (h=22) (n=14) (n=21) (n = 38)
NTD (anemia) TTD NTD (anemia) TD
Primary treatment period
{up to day 169) Entire treatment period I Secondary endpoints
80 - 80 - TD patients:
=50% reduction in RBC transfusion
so 50.0 50 4 50.0 47.6 burden from baseline
NTD patiants:
o e mean Hgb increase =1.6 g/dL
= 40 o = 40 from baseline
é 30 ‘é 30 27.3
& 2
&= 20 - 5 20 =
10 o 10 o
o -~ o -
Cohort 1 Cohort 3A Cohort 2 Cohort 3B Cohort 1 Cohort 3A Cohort 2 Cohort 3B
Mo RUX RUX MNo RUX RUX No RUX RUX No RUX RUX
(n=22) (n=14) {n=21) (n=38) (n =22} (n=14) (n=21) (n=238)
NTD (anemia) ™D NTD (anemia) ™D

Figure 1. Primary and key secondary end points across all cohorts in the primary and entire treatment periods. TD patients: anemia response defined as 12
consecutive weeks without RBC transfusion; NTD patients: anemia response defined as 12 consecutive weeks with =1.5 g/dL Hb increase from baseline without transfusion.
Values above bars show % patients; top panel shows 9% patients (95% CI). RUX, ruxoclitinib.



The Phase 3 INDEPENDENCE trial will assess luspatercept in

combination with JAKi for patients with transfusion dependent MF

Key inclusion criteria (N = 309)
+ Baseline transfusion burden (4-12
RBC units/12 weeks)

+ JAKY inhibitor therapy for at least
32 weeks

Primary endpoint;
+ RBC-TI 212 weeks (RBC-TI 12)

Key secondary endpoints:
* RBC-TI 216 weeks (RBC-TI 16)
+ Duration of RBC-TI 12

* Reduction, duration, and change of
transfusion burden®

Treatment phase

Blinded core treatment
period
(24 weeks)

Luspatercept +
BSC

Screening
Period
{4 weeks)

5Q.on Day 1 of
every2i-day |

treatment cycle

(n= 206)

N
-3

Randomization 2:1

Extension Treatment
Period
{Week 25+)

Unblinded
uspatercept + BSC

A

Post 42-day
follow-up:
Subject unblinding

and crossover

Post-treatment
follow-up period
5 years 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 (anly

related SAES captured post

4)-day
follow-up visit)

Transformation to blast
phase and other
malignancies/
premalignancies

The Phase 2 ODYSSEY trial will assess momelotinib in combination
with uspatercept in patients with transfusion dependent MF

Key inclusion criteria (N = 56)
+ JAKi naive or previously treated with either ruxolitinib
or fedratinib for MF
+ High risk, intermediate-2, or intermediate-1 risk
+ D defined as requiring RBC transfusion > 4 units or Hb
<Bg/dL in the 8 weeks prior to the first dose of study
treatment

Primary endpoint
+ Percentage of participants with Tl response by Week 24

* Reduction of transfusion burden defined s proportian of subjects who reduce their transfusion burden by 2 50% and by 2 4 units/ 12 weeks from baseline over any consecutive 12-week period.

AE, adverse event; BSC, best supportive care; DMC, Data Monitoring Committee; 0T, end of treatment; JAKD, janus kinase 2, P, investigational product; N, myelofibrosis; MN, myelopraliferative necplasm; n, number of

subjects; N, Patient did not meet Day 169 Response Assessment criteria; PA1, Protocol Amendment 1; REC, red blood cell; REC-TI, red bloed cell transfusion independence; SAE, serious adverse event; S0, subcutaneously;
TGF-8, transforming growth factor-beta; ¥, Patient met Day 169 Response Assessment criteria.
1. NCTOATIT44, hvailable at: https:/ eliicatrials.gon/ ckfshaow/ MCTOTTT44, Accessed Movember H024; 2, Kiladiian L), et . Clinical Lymphoma Myeloma and Leukemia; 13: 5390,

Key secondary endpoints:
v Safety (AE, SAEs)
» Clinically important changes in aboratory parameters
(vtal signs, ECOG PS)
+  Plasma concentration of momelotinib

2 41 days after last study treatment.

SCREENING
18 DAYS

—

Estimated
enrolment
N=56

TREATMENT: 24 Weeks

Cohort 1 (n=28)
JAKi naive

200 mg momelotinib PO QD +
1 mg/kg luspatercept SC Q3W

Cohort 2 (n=28)
JAKi exposed

200 mg momelotinib PO QD +
1 mg/kg luspatercept SC Q3W

AE, adverse eyent; ECOG PS, Eastem Cooperative Oncolagy Group performance status, Hb, hemaglobin; JA, fanus kinase inhibitar; NF, myelofibrosis; PD,
A, primary myelofibrosts; PO, by mouth; O, once daily; QIW, every 3 weeks; SAE, serfous adverse event; SC, subcutanequsly, TD, transfusion dependent; T1, transfusion indapendent,

Bose B et al. ASH 2024, Poster presentation 3191,

Follow-up’

Discontinue
for PD, death,

Unacceptable
toxicity,
withdrawal of
consent, or
completion

progressive disease;



Elritercept

Elritercept

A modified activin
receptor type II1A/IgG1
fusion protein’

14.3% (2/14) achieved spleen volume reduction 225%, 19% (4/21)
achieved 250% reduction in MF-SAF TSS. Additionally, 36.8% (14/38)
of pts achieved mean platelet increase of 230 x 109/L

Selectively binds and potently blocks

downstream signaling of the TGF-B

superfamily ligands activin A and B
and GDF8 and 11’

Preclinical data with RKER-050" have demt
reversed ruxolitinib-associated reductions ir
platelet counts?

RBC transfusion response in TD patients treated Anemia response among NTD patients treated
With elritercept plus ruxolitinib _ with elritercept plus ruxolitinib at Week 24

100 Transfusion burden reduction

At the Week 36 assessment:

o
S3 652
= Fd - R : .
a8 56.5 _ * 43.5% of patients achieved
5% 0] |38 *° 391 824 Wes (n=23) RBC-TI 212 weeks i :
2 35 : 38 ks (1523) Tl . Mean change from baseline’ Hgb in NTD patients over any 12 weeks
174 174 ®=36wks(n= T i ;
g = i « 39.1% of patients achieved
25 . () | [l long responses with RBC-TI
¢ >18 wi "
& RBC-TI212wks RBC-TI216wks RBC-TI224 wks RBC50* 212 wks RBC-TI 212 wks + 216 weeks 3.0 - 28
mean Hgb A . ) Ongoing treatment
increase 21.5 g/dL + 65.2% of patients achieved o 25 4 ! 2
at least a 50% reduction in o - B Treatment discontinued . 17 18
- - 3 - - .- b - = 20 1 . 16
250 47% Maximum RBC transfusion reduction in TD patients, RBC transfusion =) 13 1.5
00 from baseline’ up to week 24 a 91 : - :
g 2 104 e 07 08 08 08
2 = 150 4 T 03 .
# 4 0
5_ ~ 100 4 ® Ongoing treatment < 05 .
%5 ; 3 % 0.0 4 y
EZ 504 W Treatment discontinued ] [
[ e
= g 0 4 - - - - - - E 0.5 1 02
uB L3N B i . = I - I i = 10
mE .50 4 1we i . J - T T T T T T T T T T T T T T
% 00 i R e . - . | Patient 1 2 3 4 5 ; 7 8 9 10 1 12 13 14
150 . S T e Ao BLHgb 79 867 783 9,58 85 94 848 .93 885 817 918 9 888 865
Patient 1 2 3 4 5 6 7 B a 10 11 12 13 15 16 17 18 19 20 21 2 23 Max Hgb 1.73 8 838 10,24 826 1017 a3 1.2 03 10.74 10.85 0.78 10.8 48
BLRBCU 3 " &8 & 12 W 5 4 3 10 4 a 6 4 5 4 -] 3 4
MinRBCU 10 18 8 (3] 1 14 4 3 2 -] 2 4 3 1 1 4] (v} 1] o 0 0 0 v]

"RBCS0 was definad as a 250% decraase in the number of RBC transfusions from bassline over a period of 212 consacutive wesks within the fime period indicated
"Basehne was defined as the total numb L 5

In NTD patients, 35.7% (5/14) and 50.0% (7/14) achieved mean Hgb increases of 21.5 g/dL and 21.0 g/dL,

Data cutolf date; July 21, 2025

respectively, over any 12-week period




Durable efficacy anmnd long-ternm safety with pelabresib
Prplus ruxolitinib in JA K inhibitor—-mnaive miyvelofibrosis:
96 -week results from thhe Phase 11l VIANIFEST 2 study

Raajit Rampal.” John Mascarenhas, Sebastian Grosicki, Dominik Chraniuk, Elisabeltta Abruzsese, Prithwvira)] Bose,

Aaron T. Gerds,. Francesca FPalandri. Vikas Gupta, Sung-Eun Lee, Aldessandro Lucchesi. Andrew Kuykendall,
O, Andrea Patriarca, Alberto Alvarez-Larran., David Lavie, Moshe Talpas=, Jean-Jacques Kiladjian.,
Vroclavwska, Xuechan Li, Thomas Lehmann, Harald 0. Maier,

Stephen
Ruben Mesa. Monika
CTlaire Harrison, Alessandro M. Vannuocochi

Eficacia
0+ pelabresib vs Ruxo + placebo PELA+RUX (N=214)

PBO+RUX (N=2186)

. SVR35 response: TSS50 response: SVR35 response: TSS50 response:
MANIFEST—Z trlal 97 patients (45.3%) 79 patients (36.9%) 65 patients (30.1?21_ 61 patients (28.2%)
2l = - : e //"'_ - T ;
N y N
N \
/ 4 \
Only Both SVR35 Only Only Only
Pelsbeesit 4 SVR35: and TSS50: TSS50 ll SVR35: TSS50:
Koy secnnary Y et | Pyl | n=29 n=68 n=11 n=31 n=27
i 13.6% 31.8% 5.1% /a’ \ 14.4% 12.5% /
N o i
r
\“xh s \\‘x gl
— e - —~ ~—— —

Differenc (95% Ci) )
The dual SVR35 and TSS50 response observed with PELA+RUX was maintained
from Week 24 (40.2% vs 18.5%") to Week 96
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Fewer PFS events were reported in the PELA+RUX arm vs the PBO+RUX arm

at the Week 96 data cutoff

Relabrasity < ranalitieity [n=171) acebo+ ruxolirib (n = 183)
-, | Pedabresit < runclitiosb [n=170) [ Placebo + nuxolieib {n = 183) I Pelabresis+ ot 1= 184) [ Placsbo runlitin (o143

100 s
i
] C8-555 8- I - Sy :
Rampal R, et al. Nat Med 2025;31(5):1531-8 8 %
£ D PELA*RUX PBO+RUX
£ 60
f: % Total PFS* events, n (%) 242(10.3) H(157)
_i 40 Progression 11{5.1) 18(83)
- M ej (0] rl’a en H b é 30 Death without progression 1(51) 16(74)
- M ej 0 rl’ aen fl b ros | S 2 Hazard ratlo (95% CI) 0,746 (0.432-1.291)
10
_ M ej O rl'a e n VAF 0 : | S’rtn].‘esh:an was defined as progressive splenomegaly (anlargement of

pleen volume or CT of 2
ransiormabon (confirmed by bise

npared to baseline) of leukemic

20%)." whichever comes first

24 Z
urvival (montis) J
ELA+RUX (N=214)

Number of patients at risk

En general moderadas

Fewer PFS events continue to be observed in the PELA+RUX arm compared with the PBO+RUX arm



Potencial efecto modificador de la enfermedad?

Hemoglobin levels over time in the safety population

= PELA+RUX (n=80') PBO+RUX (n=80')
,_i K 11 1 1.l 1}
WSl
i ] EJ|I
§2.5%
04
PROFRUN (Na214) edoe PELASRUN (N=213)

MM SefTeity [Cells/rmmeT)

Treatment-emergent adverse events were similar between treatment arms

at the Week 96 data cutoff
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The majority of TEAES in both treatment arms were low grade (Grade <2)




INCAO033989 Is a mutCALR-Targeted Therapy for
Patients With MF and Essential Thrombocythemia (ET)

= INCAD33989 has a unique mechanism of action compared with other available therapies

— INCAD033989 is a novel, fully human, high-affinity, Fe-silenced, immunoglobulin G1 monocional antibody that selectively
targets mulCALR in complex with thrombopoietin receptor to inhibit oncogenic signaling and proliferation of cells®
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Spleen Volume Reductions Observed With INCA033989
Monotherapy

b i » Median (range) duration of exposure was 46.2 (4.6, 104.6) weeks

30‘; » As best SVR, 23 (47.9%) palients had SVR25, and 15 (31.3%) patients achieved SVR35

‘_=:' o, » For most patients, baseline assessment was performed prior to JAKi washout (5 half-lives)
::‘E 40! [] INCAD33989 dose (mg)
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Mean Hemoglobin During Study by Anemic Status™
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Most Patients Experienced Symptom Improvements
With INCA033989 Monotherapy

L « 42145 (93.3%) patients experienced improved symploms, with 27 (60.0%) achieving TSS50
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TSS50 at Week 24 (N=33)
Total No Prior JAKi R/R or Intolerant to JAKi!
TSS50, niN (%) 1333 (39.4) 35 (60.0) 10128 (35.7)




Most Common TEAEs (215% of Patients)
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A reduction in mutCALR VAF from baseline occurred in 42/47 (89.4%) patients with 21 postbaseline VAF measurement
— 5/47 (10.6%) achieved 225% best reduction in VAF



Novedades en Neoplasias Mieloproliferativas Crénicas de la 67° Reunién anual de la Asociacién Americana de Hematologia (ASH)

Post

Preliminary analysis of a phase 2b, randomized, active-control study of flonoltinib
maleate (FM) vs. ruxolitinib in intermediate-2 or high-risk myelofibrosis patients

Lijuan Chen?, Na Gao’, Wei Yang?, Qike Zhang?, Hu Zhou®, Zhihua Zhang®, Lin Liu’, Yong Wu?, Jinxiao Yao?, Zhenfang Liu'®, Zhenya Hong!!, Yanping

Song!, Xiaoyu Zhu', Jia Miao', Jinrong Yang!, Ke Tan'®, Rui Liang'®, Zefeng Xu'®, Ting Niu?, Zhijian Xiao'®

Updated Efficacy: Over lap of SVR35 and TSS50 response at week 24
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FM 100mg
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® FM achieved robust dual-endpoint responses at both doses .

® [n the FM 100 mg arm, 96.2% of patients achieved both SVR35 and TSS50 at week 24, representing an over two-
fold increase in the dual-endpoint response rate with FM vs. RUX

Conclusions

» FM outperformed ruxolitinib in myelofibrosis (MF), with much higher SVR3S and TSS50
response rates at 24 weeks.

7 JAK2YOE- and CALR-mutated MF patients could both benefit from FM treatment in terms
of SVR33 and TSS30 responses.

» Bascline platelet level (> 100 or 50-100x10°L) DOES NOT affect benefits from FM treatment.
7 EM shows superior efficacy in severe eytopenic patients.
» Patients on FM treatment are more likely to have improved / stabilized bone marrow fibrosis.

7 Amulticenter, randomized, RUX active-controlled pivotal Phase 3 trial are currently ongoing in
China,




Mechanism of XPO1 inhibition in myelofibrosis
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XPORT-MF-035

- This phase 2, global, multicenter, randomized, open-label study evaluated the safety and efficacy of single-agent SEL

versus treatment of physician’'s choice (FPC) in patients with previously treated MF (NCTO4562870)
- 16 sites located in China, France, Greece, Hungary, ltaly, Poland, Spain., and the United States
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Physician's Choice™

Hemoglobin Improvements and Reduced Transfusion
Frequency With Selinexor Monotherapy

Rolling Mean Hemoglobin Level Over Time

Spleen Volume Reduction and Symptom Improvement With

Selinexor Monotherapy Compared With PC (Efficacy Evaluable)
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+  Hemoglobin improvements® were achieved by 3/12 {25% ) patients in SEL vs 112
{B%) patients in PC
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»  Inthe efficacy evaluable population, greater SVR rates were observed with SEL monotherapy compared with PC
+ 11/12 patients in SEL had SVR vs 418 in PC o e
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