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Historia natural de las NMP “clasicas”
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Patogeénesis de las NMP

JAK2 mutations CALR and MPL mutations

MAPK/ERK MAPK/ERK
PI3/AKT PI3/AKT

Target genes ™ Target genes&‘ e

Nangalia J & Green AR, Blood 2017;130(23):2475-83



Determinantes del fenotipo de la NMP

Increasing EPO signalling

<

Increasing MPL signalling

Erythrocytosis
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homozygosity

|

JAK2VE17F
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MPL
mutations

Thrombocytosis

CALR
mutations

Additional factors influencing phenotype

Mutotion type
Mutation homozygosity™®
Gender*

Germiline predisposition
Additional somotic mutations
Renal function/E PO levels*
Iron stores™®
Mutation order®

™

Nangalia J & Green AR

. Blood 2017:130(23):2475-83




Incidencia de leucemia en MFP
segun IPSS vy perfil molecular

IPSS highjest categories
IPSS lowest categories 2. (Int2+High)

(low+Int-1)

High Risk
High risk

Low Risk
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HR= 2.28 (95%Cl:1.20-4.36) | HR= 3.22 (95%Cl: 1.52-6.83)
200 \ ) 50 100 150
Months Months

HMR (High Molecular Risk): >1 mutation in ASXL1, EZH2, SRSF2, IDH1/2
LMR (Low Molecular Risk): no mutation in the 4-gene set

Vannucchi A, et al. Leukemia 2013:;27:1861-9



Hematopoyesis clonal de potencial
iIndeterminado (CHIP)
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Age (yr)

No. with Mutation 0 1 50 138 282 219 37 14
Total 240 855 2894 5441 5002 2300 317 36

— -
WES, sensibilidad 3.5% Jaiswal S, et al. NEJM 2014;371(26):2488-98




CHIP y riesgo de isquemia coronaria

Mo. of Participants with
Myeocardial Infarction/
Subgroup Mo. at Risk Hazard Ratio (95% CI)

Mo mutation

FUSIOMN/FHS
Fixed-effects meta-analysis

TE

J FUSIOMN/FHS 4/16 .5 (1.3—9.¢
Fixed-effects meta-analysis .9 (1.0-3.7)

FUSIONJFHS
Fixed-effects meta-anal

Jaiswal S, et al. NEJM 2017:377:111-21



Fase preclinica o latencia de las NMP

MPN mutations in Danish general population
(Nn=19958)

Mean allele burden - Population prevalence

JAK2V617F: 2.1% JAK2V617F: 3.1%
CALR: 7.5% CALR: 0.16%

N=34 N=107 N=130

20-29 30-39 40-49 50-59 60-69 70-79 80-89 90+
20-29 30-39 40-49 50-59 60-69 70-79 80-89 90+ Age decades, years

Digital PCR, sensitivity:
0.01% Cordua S, et al. Blood 2019;134(5):469-79
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Mutacion JAK2 en poblacion general:
riesgo de progresion

49 488 individuals from the general population,
examined year 2003-2008
p— 0.1%
63 JAK2V617F mutation positives
52 re-invited year 2012
48 re-examined year 2012

St 76% evolucion a NMP

Myeloproliferative neoplasm diagnosed at re-examination in 2012

JAK2VB17F mutation burden, %

y=0.55x+4.6 P=0.01
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18 MPN diagnosed at 8 no MPN
(15rgx§wa1ﬂghn (1 splenomegaly only)

Q-PCR, sensitivity:
0.8% Nielsen C, et al. Haematologica 2014;99(9):1448-55

2 4 b g p 4
Follow-up time, years Follow-up time, years




Cronograma de la evolucion clonal
de las NMPs

Latency of several decades
== related to fiiness

Childhood

JAK2-mutant clone

Birth

Concep- Acquisition of CHIP MPN
tion JAKZ mutation detection phenotype

Lugque Paz D, et al. Cell Stem Cell 2021;28(3):359-61



Cronograma de la evolucion clonal
de las NMPs

Latency of several decades
== related to fiiness

Childhood

JAK2-mutant clone

« Genetic predisposition _
« Somatic mutations Expansion of mutant HSC Time
« Inflammation / immunity Birth (age)

rn— T 71 >

Concep- Acquisition of CHIP MPN
tion JAKZ mutation detection phenotype

Lugque Paz D, et al. Cell Stem Cell 2021;28(3):359-61



NMP Ph-negativas: complicaciones

MFP TE PV

Carga sintomatica e e SR
Hemorragia mayor 5-20% 10% 5%
Trombosis mayor 10% 25% 35%

Arterial + +++ +++

Venosa + + ++
Transf. mieloide (a 10 afios)

Mielofibrosis - 5-10% 15%

Leucemia aguda 20% 5% 5-10%
Causas muerte

Cardiovascular 15% 25% 25%

Leucemia 30% 10% 20%

No relacionada con NMP 15% 40% 30%

Emanuel, JCO 2012; Lee, BJH 2000; Visani, BJH 1990; Dupriez, Blood 1996; Elliott & Tefferi, BJH 2004;
Passamonti, AJM 2004; Landolfi, Leukemia 2008; Kiladjian, JCO 2011; Cervantes, JCO 2012




Tratamiento de la TE/PV

/N AN

Control sintomatico Minimizar efectos secundarios y
Prevenir trombosis y hemorragia transformacion clonal

/1 \ /1 \
!

ESTADIFICACION DE RIESGO




Tratamiento de la TE

BAJO ALTO
RIESGO RIESGO
Resto situaciones Edad >60 y/o trombosis previa

l Plag > 1.500 x 10%/L

Control FRCV'y AAS a dosis bajas?3

1HTA / tabaquismo / DM / dislipemia HU / IFN#

2\/alorar citorreduccion si trombocitosis extrema

22 [inea: ANA

3 Anticoagulacién en lugar de AAS si trombosis venosa inicial

41FN en pacientes jévenes
Barbui T, et al. Leukemia 2018;32:1057-69



Incidence rate of thrombosis in essential thrombocythemia according to the revised-IPSET in

the original cohort and in a large real-world study
Essential thrombocythaemia: A contemporary approach with new drugs on the horizon. Ferrer-Marin et al BJH 2024

_ Original cohort? Spanish registry?
N=1014 N=1366
m N Events/pers *Rate N Events/pers Rate
onyears  %patients/year onyears  %patients/year

Very low

Age < 60 years, JAK2-, no 10/NP 11/1525
thrombosis

Low : »

Age < 60 years, JAK2+, no 29/NP , | 16/2188
thrombosis

Intermediate

Age > 60 years, JAK2-, no 14/NP 10/1286
thrombosis

High

Age > 60 years and JAK2+ or 55/NP 69/3520
history of thrombosis

1Barbui et a BCJ 2015 2Alvarez-Larran et al HemaSphere 2023
*Rates correspond to the absence and presence of cardiovascular risk factors, respectively. NP: time at risk not provided




Probabilidad de trombosis segun la categoria IPSET-Trombosis
revisado en 1366 pacientes con TE incluidos en el RETE

Trombosis (arterial o venosa)

* Interm

Probabilidad (%) de trombosis a 10 afios

1

Arterial Venosa

M Verylow HLow M Intermediate M High

Alvarez-Larran et al HemaSphere 2023




ARterial Thrombosis Score (ARTS)

Risk factor HR Points

Cvrisk factors *
Age at diagnosis >60 years
Arterial thrombosis prior to or at diag

TET2 or DNMT3A mutations

Low risk

High risk High risk *

Low risk
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* p<0.001
0 10 15 20

Number at risk Time from MPN diagnosis (years)

Low risk

High risk

*FRCV: tabaquismo, hipercolesterolemia, diabetes mellitus, HTA

Pasquer H, et al. Leukemia 2024;38(2):326-39



Manejo de la TE segun la estratificacion de riesgo IPSET-trombosis revisado:
Essential thrombocythaemia: A contemporary approach with new drugs on the horizon, Ferrer-Marin et al BJH 2024

Muy bajo Bajo Intermedio Alto
Age < 60 years, Age < 60 years, Age > 60 years, JAK2- Age > 60 years and
JAK2-, no JAK2+, no , ho thrombosis JAK2+ or
thrombosis thrombosis history of thrombosis

Tratamiento inicial Observacion* AAS Citorreduccion Citorreduccion + AAS

Otros factores *Considerar AAS si sintomas Considerar AAS si ACO si ACxFA o
clinicos microvasculares, FRCV o mutaciones FRCV o mutaciones trombosis venosa*®
TET2/DNMT3A TET2/DNMT3A *Considerar ACO
Considerar citorreduccion si: Plaquetas indefinida si JAK2V617F
>1500x10°/I, EVWA*** sintomas VAF > 50%
microvasculares y plaquetas >
1000x10%/I

Tipo citorreductor IFN**, HU, ANA HU o ANA HU, IFN**

** de eleccion en menores de 50 anos ***Actividad de FVW < 30%




Nuevos tratamientos parala TE

Bomedemstat

Effect on Platelets and White Blood Cells

Platelets WBCs
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Durable reduction
(<10 x 10%/L for 212 weeks):

85% (61/72)

Durable reduction
(S400 x 10%/L for 212 weeks):

72% (52/72)
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Mean (SE) WBC Count, x 109/L

6 8 10 12 20 24 6 8 10 12

Weeks Weeks
No.of patients 73 72 71 70 68 68 68 65 63 64 No.of patients 73 72 71 70 68 68 68

» Hemoglobin levels remained stable throughout the initial 24-week treatment period

Gothert JR, et al. ASH 2023; abstr #747



Nuevos tratamientos parala TE

Anticuerpos Vacunas

How J, et al. Blood 2023:141(16):1922-33



Ruxolitinib en TE tras fallo a HU
Estudio MAJIC-TE
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——- BAT —_ ——- BAT

Ruxolitinib Ruxolitinib

Q
o

SRV libre trombosis
3

2 1
Time from randomisation years Time from randomisation in years
Number at risk Number at risk
BAT 52 48 34 13 BAT 52 47 32 13
Ruxolitinib 58 43 25 14 Ruxolitinib 58 41 23 12

Objetivo primario: RC 46.5% (ruxo) vs 44.2% (BAT) *Evento: trombosis, hemorragia, transformacion

BAT: HU (71%), ANA (48%), IFN (40%)
Harrison CN, et al. Blood 2017;130(17):1889-97



Tratamiento de la PV

BAJO ALTO
RIESGO RIESGO
Resto situaciones Edad >60 y/o trombosis previa

. = - =

Control FRCV!y AAS a dosis bajas?3

Sangrias para mantener Hto < 45%

1HTA / tabaquismo / DM / dislipemia HU / IFN

2 Valorar citorreduccién si trombocitosis extrema 5% [rrmer b

3 Anticoagulacion en lugar de AAS si trombosis venosa inicial

Barbui T, et al. Leukemia 2018:32:1057-69



Ropeg-IFN vs. HU en PV:
estudios Proud-PV y Continuation-PV

Resp. Hem. completa Resp. molecular

Gisslinger H, et al. Lancet Haematol 2020;7(3):e196-208



Ropeg-IFN vs. HU en PV:
estudios Proud-PV y Continuation-PV
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2 18 24 30 36 42 48 54 60 66 72 T8 84 90
Time since first administration in PROUD-PV (month)

Control = = 2: Ropeginterferon alfa-2b

Gisslinger H, et al. Leukemia 2023;37:2129-32



La incidencia de trombosis en PV de bajo riesgo
es mayor que la de la poblacion general

Low-risk PV: is it time to change?

|| ewm | wewmx | [oincidence of thrombosis in low-risk PV

Dx before 2005 IRFZO3K e s v patients has remained stable over time
IR per 100 pts/yr; s RS/ YT

95% Cl: 3.28-4.90
person/yrs 95% Cl: 1.58-2.61
Dx after 2005 IR: 2.24 %
IR per 100 pts/yr;
person/yrs 95% Cl: 1.33-3.78

IR: 2.93 % pts/yr;
95% Cl: 1.89-4.54

General population Low-risk PV patients have a two-fold
without risk factors™* | 0.6 increased risk of thrombosis compared to

General population general population
with multiple CV risk... _ 0.9

PV batients5s LOW RISK
patients 8.3a

0.0 051015 20 25 3.0 35

Incidence rate (% pts/year)

Slide courtesy of T Barbui



ARterial Thrombosis Score (ARTS)

VEnous Thrombosis Score (VETS)
Risk factor HR Points

CVrisk factors * 3

Risk factor Paints

Venous thrombosis prior to or at diagnosis 1

Age at diagnosis >60 years
JAKZ V&17F mutation and VAF 2 50%

Risk group

2
Arterial thrombosis prior to or at diag 1
1

TETZ or DNMT3A mutations Low risk

Risk group Intermediate risk H‘gh risk *
Low risk

High risk

High risk ———

High risk *

Intermediate risk

—

Low risk

Low risk
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Cumulative incidence of veinous thrombosis

* p<0.001

10 15 20 10 15 20

Number at risk Time from MPN diagnosis (years) Number at risk Time from MPN diagnosis (years)

Low risk 721 318 165 94
Intermediate risk] 301 140 81 46
High risk 94 40 17 10 Highrisk | 25 8 4 2

Low risk 263 147 92 48

Pasquer H, et al. Leukemia 2024;38(2):326-39




Ropeg-IFN vs. Flebotomias en
PV de bajo riesgo

Com posS Ite primary en d pol nt: [ standard group [ Experimental group (ropeginterferon alfa-2b)

% pts maintaining the median HCT < 45% during
12 mo, in the absence of progressive disease
(i.e. thrombosis, bleeding, progressive
leukocytosis, symptomatic (o] extreme
thrombocytosis, symptomatic splenomegaly or
other uncontrolled symptoms).

Standard group (n=50)

Neutropenia

Pruritus
Hypertransaminasemia
Flu-like symptoms

Asthenia

Composite primary Haematocrit control

endpoint

Skin symptom

Pain not otherwise specified

Knee impingement syndrome ; ( ) ) * Trombocitosis + sint microvasc (n=3), tromb venosa bazo (n=1)

Thrombosis

Barbui T, et al. Lancet Haematol 2021:8:e175-84



IFN pegilado en PV: transformacion a MF
Welill Cornell Medicine, NY

MFS of low-risk patients by treatment group
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Ghaith Abu-Zeinah, et al. Leukemia 2021;35(9):2592-601




ELN indications of cytoreductive
therapy in low-risk PV

Intolerance to phlebotomy
Symptomatic progressive splenomegaly Recommended

Persistent leucocytosis (>20 x 10%1)

Extreme thrombocytosis (>1500x10%1) Should be

considered

Inadequate hematocrit control (> 6 Phl/per year)

Persistently high cardiovascular risk Can be

considered

Persistently high symptom burden
Marchetti M, et al. Lancet Haematol 2022;9:e301-1



Efficacy of ruxolitinib in PV tras fallo a HU:
RESPONSE TRIALS*

| RESPONSE |

70,0

60,0

50,0

40,0

30,0

20,0

Patients, %

10,0

382
209
I 09 0.9

Composite Primary > 35% Reduction in Spleen
End Point Volume

0,0

T e O (| I | AN DRIV NIV S o

ematocrit Control

B Ruxolitinib W Standard Therapy

Vannucchi A, et al. NEJM 2015;372(5):426-35

| RESPONSE-2 |

OR7-28 (95% C13:43-15:45, p<0-0001) [ Ruxolitinib [ Best available therapy

80

All patients Inadequate response to previous  Unacceptable side-effects
hydroxyureatherapy ~ from previous hydroxyurea therapy

*BAT: IFN (12% Response, 13% Response-2)

Passamonti F, et al. Lancet Oncol 2017;18:88-99



Ruxolitinib superior to BAT for event-free survival
(thrombosis, haemorrhage, transformation, death)

Event-free survival [ MAJIC-PV ]
100
75
S
(7]
250
k5
&‘25 reduction in risk of
— BAT
ol — Ruxolitinib

major thrombosis,
4 2 % major hemorrhage,

transformation, or
0 1 2 K] 4 5 - litini
. Time since randomization (years) death with ruxolitinib
Number at risk
BAT* 87 68 55 41 33 10 —
Ruxolitinib 93 81 72 62 53 19 >50% JAK2 VAF reduction in 56% of ruxo pts
*Adjusted for gender

**Adjusted for gender, age, hemoglobin, number of previous therapies, previous thrombosis, hydroxycarbamide resistance/intolerance, baseline splenomegaly.
EFS, event-free survival.
*BAT: HU (32%), IFN (15%), IFN-HU (12% : :
( ) ( ) ( ) Harrison CN, et al. J Clin Oncol 2023;41:3534-44




Nuevos tratamientos para la PV

Rusfertide

Rusfertide Decreased the Frequency of Therapeutic
Phlebotomy With or Without Concurrent Cytoreductive Therapy

In patients who continued onto Part 3, 32 (55.2%) and 26 (44.8%) patients were treated with

phlebotomy alone or phlebotomy with CRT, respectively
Of those patients receiving phlebotomy with CRT, 13 (22.4%) received hydroxyurea, 7 (12.1%) received

interferon, 5 (8.6%) received a JAK inhibitor, and 1 patient (1.7%) received hydroxyurea and interferon
Phlebotomy + CRT (n=26)
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Data cutoff: 17 October 2023

Ritchie EK, et al. ASH 2023; abstr #745



Manifestaciones clinicas de la MF
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“ Symptomatic ’
splenomegaly

Anemia
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.\\\

. ) ) .
Constitutional \ Extramedullary
‘ ‘ hemopoiesis
symptoms

Cervantes F, Blood 2014:124:2635-42



Supervivenciay causas de fallecimiento

Other causes ].3%
Second neoplasia 4%
4%

Edad al Dx: 68 afios

>
% 08 Portal hypertension
© i
'g Bleeding 506
o 04 i
Infections lOQ/o

Thrombosis/CVE h 14%

o
ro

Progression w/o leukemia

31%

| |
| |
Leukemia | |
T T T T T T
0 5 10 15 20 25 30 35

o
o

6 8 10
Years from diagnosis

— MFP MFS

Pastor-Galan I, et al. Med Clin (Barc) 2020;155(4):152-8 Cervantes F, et al. Blood 2009;113:2895-901



Trasplante alogénico en MF

Overall Survival

Relapse—Free Survival

Non—Relapse Mortality

8 10 12 14

Years after Transplant

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



Decision de trasplante en MF

Riesgo de la MF Riesgo del TPH

Percepcion
paciente

Pacientes con supervivencia estimada inferior a 5 afios deben
considerarse potenciales candidatos a trasplante

Kroger NM, et al. Lancet Haematol 2024;11(1):e62-e74



Prognostic models for OS in MF

MIPSS70+| MYSEC MPN risk
IPSS DIPSS |DIPSS+H AIPSS* MIPSS70 AIPSS-M*
v2.0 PM calculator
MF type PMF PMF PMF All PMF PMF SMF All All
: : Any Any Any
Time-point Dx Follow-up . Dx . _ Dx Dx Dx
time time time
Clinical Clinical Clinical Clinical Clinical
P ti . - - . Histolo Cyto Cyto
g Clinical Clinical |Clinical Clinical . il .y J . : .y J
factors Cvto Driver mut | Driver mut | Driver mut | Driver mut| Driver mut
ytog HRM** HRM** BMP*** BMP***
Prediction Risk groups Personalized Risk groups Personalized
Reference Cervantes | Passamonti [ Gangat | Mosquera Guglielmelli Tefferi Passamonti| Mosquera Grinfeld
2009 2010 2011 2022 2017 2018 2017 2024 2018

*Machine learning model; **High risk mutations; ***Broad mutational profile.




MIPSS /70

Factor de riesgo

Puntos

Sint. constitucionales

Hb < 10 g/dL

Blastos SP = 2%

Fibrosis MO > 2

Mutac. CALR tipo 1 negativa
Mutac. alto riesgo*

WBC > 25 x 10%9L

Plaquetas < 100 x 109%/L
Mutac. alto riesgo* = 2

1

N NN R R R R R

*ASXL1, EZH2, SRSF2, IDH1, IDH2

Probability (%)

Risk Score No. cases (%)

Median SRV (yr)

Low 0-1 238 (49%)

27.7

Int 2-4 198 (40%)

7.1

High >5 54 (11%)

2.3

Edad al Dx: 55 afios
MF inicial: 46%

Intermediate

=]
[

10 15 20
Survival (years)

http://mww.mipss70score.it/

Guglielmelli P, et al. JCO 2018:36(4):310-8



Prognostic impact of non-driver gene mutations
and VAF in PMF (GEMFIN database)

0S probability

0S Probabilty

o
=)

o
~

TP53

No mutated

P<0.001

0

Mutated
2 4

6 8 10 12 14 16 18 20 22 24 26 28 30 32 34

Years

MIPSS70 intermediate risk patients only

&
{

Independent\
prognostic
value only if
Gene mutations \_ VAF>20% )

included in —_
MIPSS70 score

EZHZ,
SRSF2,
IDH1/2,
U2AF1 N

( Confirmed
prognostic
value

Primary
myelofibrosis
(n=312)

Other non-MPN Independent
driver gene - =—b -» prognostic
mutations value

Hernandez-Sanchez A et al. AJH 2024;99(4):755-8




Prognostic impact of non-driver gene mutations
and VAF in PMF (GEMFIN database)

08 Probability

0S probability

o
o

o
~

=
o

<
=}

VAF >10%

Primary
myelofibrosis
(n=312)

No mutated

VAF <10% P<0.001

0 2 4 6

8 10 12 14 16 18 20 22 24 26 28 30 32 34
Years

Gene mutations
included in
MIPSS70 score

Other non-MPN
driver gene
mutations

[ Independent )
prognostic
value only if
\ VAF>20% )

EZHZ,
SRSF2,
IDH1/2,

U2AF1 N

—

( Confirmed
prognostic
value

Independent
-» prognostic
value

—_—

Hernandez-Sanchez A et al. AJH 2024;99(4):755-8




Myelofibrosis Transplant Scoring System
(MTSS)

Factor de riesgo Puntos
Edad > 57 1
Karnofsky < 90% 1
Leucocitos > 25 x 109/L 1
% Plaquetas < 150 x 109/L 1
38 Mutacién ASXL1 1
= Genotipo JAK2+/triple negativo 2
—_— Low Donante no familiar HLA dispar 2
Intermediate
Cigh high Riesgo Score % pac SRV
ery hig 9 o pac. (5 afios)
|
20 40 680 80 Bajo 0-2 23 83%
Time from transplant (months) Intermedio 3-4 a7 64%
Alto 5 15 37%
Gagelmann N, et al. Blood 2019;133(20):2233-42
Muy alto >6 15 22%




EBMT prognostic scoring system for OS
based on ML techniques

Patient and Transplant

characteristics ngh risk group

Patient risk

Time Period Non-Relapse Mortality Mortality Rate

Very high risk
1-yr OS <50%

Overall Survival Non-Relapse Mortality

Cumulative event

Time (months)

https://gemfin.click/ebmt

Hernandez-Boluda JC, Mosquera-Orgueira A et al. Blood 2025


https://gemfin.click/ebmt

Treatment decision

MIPSS70 MIPSS70+ v2.0 VRESS EBMT-A
Disease Transplant . .
risk group risk group
Medi S-yr 1-yr
edian _ |
survival <5yr <5yr Outcome | survival mortality
83% 15%

Discuss with the patient the risk-benefit balance




Tratamiento de la mielofibrosis dirigido
por problemas clinicos*

) , Infilt.
ArErTTE Esp_lenom,e_galla Sl_ntor_nas extramedular
sintomatica constitucionales '
‘ ‘ RDT local
A. eritropoyeticos Brovencion
Danazol Inhibidores JAK Inhibidores JAK trombosis
Momelotinib Esplenectomia Citorreductores '

Irradiacion esplénica Prednisona

Prednisona AAS / ACO

Inmunomoduladores

Citorreductores

Esplenectomia

*Aproximacion personal



Inhibidores de JAK2 en mielofibrosis

Farmaco Compaiia Dianas Fase

Ruxolitinib Novartis JAK?2, JAK1 Aprobado EMA (2012)
Fedratinib Celgene/BMS JAK2, FLT3 Aprobado EMA (2021)
Momelotinib GSK JAK?2, JAK1, ACVR1 Aprobado EMA (2024)*
Pacritinib Sobi JAK2, FLT3, IRAK1, ACVR1 Aprobado FDA (2022)**

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



Senalizacion de la familia TGF-

CANONICAL NON-CANONICAL

BMPs, GDF, TGFB, activins,
TGF[} NODAL

TGFB-RII TGFB-RI TGFB-RI
ALH ALK2 ‘ALK-!‘:‘r ALK7
ALK3, or ALK6
LRI HI LELREEREL IR A ALY Illiiilllillll DELEERELRRER ROV RET bR b bR A !HEIHHHM Wil

Growth factor Cytokine

:

Co-factors > - - - -Cell cycle arrest - Angiogenesis
-Apoptosis -Proliferation
-Inflammation -Invasion

Neuzillet C et al, Pharmacol & Ther 2015;147:22-31



Momelotinib en “vida real”: resp de |la anemia
Serie espanola (n=154)

Anemia Response TDA Anemia Response Non-TDA
100% 100%

90% 90%
80% 80%
70% 70%
60% 60%

50% 50%

40% 40%
30% 30%
20% 20%
10% 10%

0% 0%

3 months 6 months Last follow JAKI JAKi JAKI JAKI naive JAKi naive JAKi naive 3 months 6 months Last follow JAKI JAKi JAKI JAKI naive JAKi naive JAKi naive
follow up follow up up (all) exposed exposed exposed (3m) (6m) (last follow follow up follow up up (all) exposed exposed exposed (3m) (6m) (last follow

(all) (all) (3m) (6m) (last follow up) (all) (all) (3m) (6m) (last follow up)
up) up)

Wl Major response ll Minor response © No minor or major response & Not available EMajor response Minor response No minor or major response

Pérez-Lamas L et al, BCJ 2015; aceptado




Nuevos farmacos parala anemia de la
mielofibrosis

Diana Fase ensayo clinico
Luspatercept? ACVR2B ligand trap 1l
Zilurgisertib? Inh ACVR1 I/11
Elritercept (KER-050)3 ACVR2A ligand trap I/11

1Gerds AT, ASCO 2023; 2Mohan S, ASH 2023; SHarrison C, ASH 2023



Nuevos farmacos frente a la mielofibrosis

Diana Eficacia clinica
Imetelstat? Inh. telomerasa Control sintomas / resp histol-molecular
Pelabresib? Inh. BET

Control sint-espleno-anemia / resp histol-molecular

Navtemadlin®  Inh. MDM2 Control sint-esplenomegalia / resp histol-molecular

Selinexor4 Inh. XPO1 Control sintomas-esplenomegalia

IMascarenhas J, JCO 2021; 2Mascarenhas J, JCO 2023;3Vachani P, ASH 2021; 4Ali H, ASCO 2023



Ruxo + pelabresib vs Ruxo + placebo
MANIFEST-2 trial

Pelabresib + Placebo +
Primary endpoint ruxolitinib ruxolitinib | Pvalue
(N=214) (N=216)

Pelabresib + Placebo +
ruxolitinib ruxolitinib
(N=216)
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Rampal R, et al. Nat Med 2025
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MUCHAS GRACIAS POR ESCUCHAR
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