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Feel free to submit questions now before the program
begins and throughout the program.
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Thank you for joining us! Please take a moment
to complete the survey currently up on Zoom.
Your feedback is very important to us.

Information on how to obtain CME and ABIM MOC
credit will be provided at the conclusion
of the activity in the Zoom chat room. Attendees
will also receive an email in 1 to 3 business days
with these instructions.
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We Encourage Clinicians in Practice to Submit Questions

Feel free to submit questions now before the program
begins and throughout the program.
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Gastroesophageal Cancers
11:30 AM - 1:00 PM CT (12:30 PM - 2:00 PM ET)

Non-Small Cell Lung Cancer
6:30 PM - 8:30 PM CT (7:30 PM - 9:30 PM ET)

Chronic Lymphocytic Leukemia
Friday 6:30 PM - 8:30 PM CT (7:30 PM - 9:30 PM ET)

May 29 R nle .
6:30 PM - 8:00 PM CT (7:30 PM - 9:00 PM ET)

Ovarian Cancer
7:00 PM - 9:00 PM CT (8:00 PM - 10:00 PM ET)

Prostate Cancer
7:00 PM - 9:00 PM CT (8:00 PM - 10:00 PM ET)
Saturday
May 30

Small Cell Lung Cancer -
7:00 PM - 9:00 PM CT (8:00 PM - 10:00 PM ET)

Oral SERDs and Agents Targeting the
PIBK/AKT/mTOR Pathway for Breast Cancer
7:00 PM - 9:00 PM CT (8:00 PM - 10:00 PM ET)

Sunday Endometrial Cancer
May 31 7:00 PM - 8:30 PM CT (8:00 PM - 9:30 PM ET)

CAR T-Cell Therapy and Bispecific Antibodies
for Non-Hodgkin Lymphoma
7:00 PM - 9:00 PM CT (8:00 PM - 10:00 PM ET)

ADCs for Breast Cancer
7:00 PM - 9:00 PM CT (8:00 PM - 10:00 PM ET)

Monday Novel Therapies for Non-Hodgkin Lymphoma
June 1 7:00 PM - 9:00 PM CT (8:00 PM - 10:00 PM ET)

Relapsed/Refractory Multiple Myeloma
7:00 PM - 9:00 PM CT (8:00 PM - 10:00 PM ET)

RTP

Tuesday | : ’
June 2 Myelofibrosis (Webinar)
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Faculty

Jacob Sands, MD Jeremy S Abramson, MI¥MMSc

Shannon N Westin, MD,

Sagaronial MD, -
MPH, FASCO, FACOG RTP

Hope S Rugo, MD Brad S Kahl, MD FACP, FASCO
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Taylor & Francis
Taylor & Francis Group

EXPERT

OPINION Expert Opinion on Pharmacotherapy

ISSN: 1465-6566 (Print) 1744-7666 (Online) Journal homepage: www.tandfonline.com/journals/ieop20

Targeted treatment of anemia in myelofibrosis
and the impact of JAK inhibitors

Iman Al Noumani & Claire Harrison

2026 May 12:112.
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REVIEW ARTICLE

JAK inhibitor selection in challenging scenarios of
myelofibrosis: a review

Pankit Vachhani,) Ruben Mesa,? John Mascarenhas,® Raajit Rampal,* Stephen T. Oh,® Alessandro
Maria Vannucchi,® Maria Laura Fox,” Francesca Palandri,® Francesco Passamonti,® Jean-Jacques

Kiladjian,® Mahshid Azimi," Claire Harrison™ and Prithviraj Bose®

Haematologica2026;111(4):117D7.
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PATHOPHYSIOLOGY OF

MYELOFIBROSIS /(&

Clonal hematopoiesis + Marrow fibrosis « Extramedullary hematopoiesis « Cytopenias 27

@ cLONAL DRIVER
MUTATIONS

Acquired mutations in
hematopoietic stem/ e’
progenitor cells lead \ | JAK2 V617F (~50-60%)
to constitutive [ \

activation of survival | 8| CALR (~20-30%)

and proliferation ¥/
pathways.

COMMON DRIVER MUTATIONS

MPL (~5-10%)

Triple negative (~10-15%)

Mutant si drives cytok

4

© consTiTuTIVE PATHWAY ACTIVATION | €) ABERRANT HEMATOPOIESIS

AND CYTOKINE RELEASE

proliferation and resistance to apoptosns

Clonal megakaryocytes and other
myeloid cells release profibrotic
and proinflammatory mediators.
g KEY MEDIATORS
[« TGF-g1
- PDGF
« CTGF

- VEGF
- bFGF
“IL-1B

1 Proliferation | Apoptosis 1 Survival * TNF-a

megakaryocyte

Activation of stromal cells
© marrOW FiBROSIS
Profibrotic mediators activate 'S L
stromal cells and fibroblasts, > -
leading to excessive deposition
of reticulin and collagen fibers.

Mesenchymal
stromal cell

Differentiation to
cancer-associated fibroblasts

Fibroblast/
myofibroblast

Excess matrix deposition

Progressive replacement
of hematopoietic space
with fibrotic tissue

¥

Reticulin and collagen Disrupted hemalo.polesns
fiber accumulation and marrow failure

ED MARROW MICROENVIRONMENT

LAy

Hematopoietic -

NORMAL MARROW MYELOFIBROSIS MARROW
. =0
0 ',

Decreased
hematopoiesis

XIS T ’ - . @ a “Se?
Balanced hematopoiesis o F|brosls abnormal megakaryocytes
in a supportive niche and loss of hematopoietic space

€ CLINICAL CONSEQUENCES

° -9 CYTOPENIAS HYPERSPLENISM
O « Anemia (! RBCs) Sequestration and

- o *Leukopenia destruction of blood

e ) Thrombocytopenia cells in enlarged spleen

CONSTITUTIONAL
. SYMPTOMS
. Fatigue

« Night sweats

« Weight loss

« Fever

@ EXTRAMEDULLARY HEMATOPOIESIS

Hematopoiesis shifts from bone marrow to peripheral
organs, leading to organ g and related symp

SPLEEN (most common)

« Site of hematopoiesis
« Splenomegaly
« Pain, early satiety

LIVER

+ Hepatomegaly
« Impaired function

LYMPH NODES

(less common)

+ Lymphadenopathy

BONE MARROW FAILURE IMPAIRED QUALITY OF LIFE

' & PROGRESSION & SHORTENED SURVIVAL

« Progressive cytopenias
« Transfusion dependence
« Increased risk of

leukemic transformation

profibrotic inflammation, marrow failure and extramedullary hematopoiesis.

@ Myelofibrosis is a clonal stem cell disorder in which mutant signaling drives aberrant hematopoiesis,
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PATHOPHYSIOLOGY OF CYTOPENIAS IN MYELOFIBROSIS

Cytopenias in myelofibrosis result from impaired hematopoiesis, ineffective blood cell production,

marrow failure due to fibrosis, and peripheral destruction or sequestration.

OVERVIEW

1. DRIVER MUTATIONS
in hematopoietic

2. ABERRANT SIGNALING

3 MARROW MICROENVIRONMENT
DISRUPTION

f \
4. HEMATOPOIETIC FAILURE

INEFFECTIVE HEMATOPOIESIS

@~ e

Activation of stromal cells and fibroblasts \9)
Excess deposition of extracellular matrix » Impaired proliferation and
differentiation

(collagen I, IIl, fibronectin)

& INFLAMMATION
stem cell
JAK-STAT signali
JAK2VETTF D> t ks " "»
50N 1 TGF-B, PDGF, CTGF o, °
CALR L)
(-20-25%) 1 1L-1, IL-6, TNF-a °% ‘
Triple- oo
5 Hepcidin, ROS
T Hepcidin,
(-5—1096) (-5-10%) |

4 CXCL12, SCF and other
niche factors

*» Apoptosis of hematopoietic
precursors

« Ineffective erythropoiesis

(O] ® ANEMIA a NEUTROPENIA A

Reduced circulating red blood cells and hemoglobin = ANEMIA

(@

Reduced circulating neutrophils -+ NEUTROPENIA
(increased risk of infections)

5. EXTRAMEDULLARY
HEMATOPOIESIS &
HYPERSPLENISM

« Sequestration and
increased destruction
in enlarged spleen

+ Pooling and destruction

of cells in liver and other

Sites

THROMBOCYTOPENIA

RESULT

Decreased production,
f‘ increased destruction/
sequestration and
redistribution of blood
cells lead to

CYTOPENIAS

- >y

() 4 RED BLOOD CELLS / HEMOGLOBIN 4 NEUTROPHILS / ANC < | PLATELETS
e ——— F ——m Y = — = ‘\‘
Key Pathophysiologic Mechanisms | Key Pathophysiologic Mechanisms ' ( Key Pathophysiologic Mechanisms
Ineffective Marrow fibrosis Iron dysregulation Extramedullary I Impaired Marrow fibrosis Immune-mediated Peripheral Impaired Marrow fibrosis ‘ Hypersplenism Immune-mediated
erythropoiesis and niche failure hematopoiesis & ‘ myelopoiesis and niche failure and infl Y q ion / megakaryopoiesis and niche failure mechanisms
- 8N hypersplenism effects destruction =

/ ) P &o I/F\ £ \ . Pl ]

r"‘ ) 230 (Fe) O 0% (@ ) W g

\ 4 ©%e% O o@-? @ P ) af ' \?& W@

= ° # o o l\!) & \9.\~_ "’ 7 |
* Abnormal megakaryocytes « 1 Hepeidin (driven by A s
and inflaveratery cytokines  * Replacement of % : - » « Cytokines (TNF-a, FN-y,
(IL-&, TNF-e2, ¥N-y) hematopoietic space by - 7 P L = RM‘_“ P 9 :al-r.\n © Fibvoss Bmks tpace L-1] and immune * Sequestration in ¢ Abnormal megela ”:" — * Reduced megakaryocyte + Sequestration of Imenune thrombecytopenia
nduce apoptosis of florous tisswe * Iron sequestration in RBCs in spleen | #nd differentiation of and access to actiation may Seppress hypersplenic state with defective maturation protferation platelets in enlarged (may coexist)
erythroid precursors « Impaisnd stem/progeniige  MroPhages and « Shertened RBC myeloid precursors signals el « Increased peripheral « Apoptosis of megakaryoote | irired localizationand | P + Autoantibody-mediated
* Dyserythropaiesis coll support ""'A':'d iron anhH‘ ty survival « Increased apoptosis « Impaired refease of |+ Autommune consamption in progeniters roloase of platelots o Wcreased destnuction plateiet destruction
or erythropolests mature neutrophils neutropenia {rare) inflammatory states
v ¥ v
,
RESULT RESULT RESULT

Reduced circulating platelets -+ THROMBOCYTOPENIA

(increased risk of bleeding)

CONTRIBUTING SYSTEMIC AND CLINICAL FACTORS THAT WORSEN CYTOPENIAS

‘t} Comorbid conditions

_‘h& M«m«mmdum

1 dofies

Chronic inflammation Organomegaly Disease progression Therapy-related

0 'S /4
Sustained cytokine release \ Extramedullary hematopoiesis ‘ Adlvancing fibrosis and A { ;;) Cytoreductive drugs (e.g.
suppresses homatopoiesis | and splenomegaly increase clonal evolution lead to = hydroxyurea, ruxoliting),
and iron metabolism sequestration and destruction greater marrow failure interferon, chemotherapy

renal or liver dysfunction

\ G

KEY TAKE-HOME MESSAGE

Cytopenias in myelofibrosis are multifactorial—resulting from
ineffective hematopoiesis, marrow fibrosis and microenvironmental
failure, extramedullary hematopoiesis with hypersplenism,
and immune/inflammatory-mediated mechanisms,
Management requires addressing both disease biology

and reversible contributing factors.
J

Abbreviations: ANC, absolute neutrophil count; CTGF, connective tissue growth factor; FN, interferon; IL, interleukin; PDGF, platelet-decived growth factor;
ROS, reactive oxygen species; SCF, stem cell factor; TGF-, transforming growth factor-beta; TNF-a. tumor necrosis factor-alpha.

References: 1. Tefferi A, Barbui T. N Engl J Med. 2019.381:2135-2144, 2
3. Ginzburg YZ et al. Blood. 2021;137:1861-1871

. Mesa RA et al. CA Cancer J Clin, 2023;73:119-154,
. 4. Leukemia. 2021;35:1051-1069.
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PATHOPHYSIOLOGY OF

ANEMIA IN MYELOFIBROSIS

MULTIFACTORIAL, INTERCONNECTED, AND PROGRESSIVE

Anemia in myelofibrosis results from a

of i ive erythropoi

CHRONIC INFLAMMATION
(ANEMIA OF CHRONIC DISEASE)

IMPAIRED ERYTHROPOIETIN
SIGNALING

 Elevated IL-6, TNF-q, IL-1B
increase hepcidin reduce EPO sensitivity

+ Hepcidin causes iron |+ Downregulation of EPO receptor
sequestration and reduced ‘ signaling pathways

+ Fibrotic niche and cytokines

iron availability

« Blunted response to EPO

® |

Hepcidin 1
v ‘
000 - Iron sequestration IxI
o (macrophages) Blunted proliferative

and anti-apoptotic

4 Iron availability signals

Clonal mutations

Ineffective
(JAK2/CALR/MPL) iesi

KEY PATHOGENIC MECHANISMS CONTRIBUTING TO ANEMIA

chronic infl: hyper and increased red cell destruction.
e
CLONAL HEMATOPOIESIS MARROW FIBROSIS & o INEFFECTIVE marrow FaiLure | | () EXTRAMEDULLARY
& ABERRANT CYTOKINES MICROENVIRONMENTAL ERYTHROPOIESIS (REDUCED PRODUCTION) HEMATOPOIESIS &
DISRUPTION HYPERSPLENISM
JAK2, CALR, or MPL mutations Cytokines activate ﬁbmuuvs Abnormal marrow Progressive replacement of Blood cell production shifts
drive clonal megakaryocyte and p icroenvi ietic space by o oplesis ard lves:
iferation and release of of reticulin and tokoes caue spoptosts and fibrosis and abnormal
profferaion ant deposition uli i ot -
profibrotic and inflammatory erythroid leads to iy z '; 3 :’;’ T
cytokines. precursors. global hematopoetc falure, | | 24 9e5T°7% d
) g Spleen

‘ 4 Liver

oa Disrupted nich Apoptosi Erythroid
\PE;D 1118 isrupted niche T Apoptosis  Eryhed procursos ol
2 Impaired hematopoietic 1 Colony formation 1 Hematopoietic space
Vs support Increased destruction
(r-a) (16 ) Poor reticulocyte production 4 RBC production . %
Y & Reduced EPO responsiveness Reduced circulating RBCs

NUTRITIONAL AND
FUNCTIONAL DEFICIENCIES

INCREASED RED CELL
DESTRUCTION

 Iron deficiency (absolute or
functional)

- Hypersplenism leads to
sequestration and

marrow failure,

+ Iron overload

ANEMIA IN

MYELOFIBROSIS

»

- Fatigue

* Dyspnea

+ Reduced exercise
tolerance

+ Impaired quality of ife

.

TRANSFUSION-RELATED
FACTORS (LATE STAGE)

« Folate and B12 deficiency

« Contribute to impaired

erythropoiesis may occur

Shortened RBC survival

INTEGRATED MODEL

Marrow failure Inflammation & Hypersplenism &

v

Aberrant megakaryocytes
& cytokine release

v

Fibrosis & disrupted
marrow niche

1 Apoptosis
{ Maturation

Higher DIPSS Advanced
or MIPSS70 fibrosis grade
(MF-2/3)

CLINICAL IMPLICATION

1 Erythroid precursors
1 Hematopoietic space

Anemia in myelofibrosis is not solely due to decreased production

P! iron

worsens symptoms

A\

4 Circulating RBCs
= ANEMIA

Large spleen
volume

THERAPEUTIC TARGETS

* Reduce inflammation (JAK mhlbllors anti-IL-6)

RESEARCH
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« Improve i
+ Manage iron dysregulation (hepcidin modulators)

« Treat hypersplenism (ruxolitiib, splenectomy i selected cases)
-+ Correct and minimize

but arises from multiple overlapping mechanisms that require a
approach.
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What is your threshold (in terms of symptom burden, degree of splenomegalyg) for
Initiating active treatment for patients withlow-risk MF?

Splenomegaly¢ symptomatic or progressive
>2-3 cm increase, rising WBC and thrombocytosis

@ If MPN-related symptoms are clear and bothersome or spleent®bcm
" Mascarenhas

% Dr Yacoub Presence of true B symptoms

MPN = myeloproliferative neoplasm




In which situations, if any, will you initiate active treatment for a patient with MF
who Is asymptomatic?

Increasing splenomegaly

Splenomegaly >20 cm

@ ascarenhas Splenomegaly >20 cm

% Dr Yacoub
'Y




If a patient with treatment-naive MF were to ask you to estimate the likelihood that the
would achieve meaningful clinical benefit withuxolitinib, how would you respond?

If there was an indication to use | would say
97% have an Iinitial reduction in spleen size

Most patients treated withruxolitinib experience benefit in terms
of spleen size reduction and improvement in symptoms

ascarenhas Very high
1 Dr Yacoub Patients with good Initial response who can tolerate
therapy will likely have a longer response




What starting dose and schedule ofixolitinib would you typically use for the patient
below with MF and a platelet count >200,008/P

Otherwise healthy 65year-old Frail 8Gyear-old
' Prof Harrison 20 mg BID Maybe 10 mg BID (depending on Hi@
20 mg BID 5> mg BID

20 mg BID 20 mg BID

Dr Kuykendall 20 mg BID 15 mg BID
<

15 mg BID 10 mg BID

= 4 Dr Yacoub 15 mg BID 10 mg BID




What is the highest dose afuxolitinib you would employ for a patient whose disease
IS not responding osuboptimallyresponding?

j Prof Harrison 25 mg BID

Y

25 mg BID

25 mg BID

Dr Kuykendall 25 mg BID
“»

< Dr
@ Mascarenhas 25 mg BID

%DrYacoub 25 mg BID




Biology of Myelofibrosis (MF):
Current and Future Clinical Deciskiaking
In the Absence of Sever€ytopenias

Claire.Harrison1l8@nhs.net




MF burden is driven by splenomegaly, bone marrow fibrosis
and cytopenias

Splenomegaly !

The revised 2022 ICC diagnostic criteria for MF
include palpable splenomegaly as a minor criteria

MF-related symptoms 13

Surveys of patients with MF suggest that Weight loss Fatigue

>80% were experienci ngNngt:lswegtg S € atéhidg
related symptom at the time of the survey# Burdensome

Fever _
symptoms negatively
affect the quality of

Progressive bone marrow fibrosis leads to a myelophthisic life of patients?
phenotype with worsening cytopenias, which can lead to bone pain

Bone marrow fibrosis 1°

Cytopenia !

At diagnosis, roughly 40% of patients have
Hb <10 g/dL, and o ver 20% are already
RBC transfusion -dependent

Anaemia

Thrombocytopenia

Hb, haemoglobin; ICC, International consensus classification; MF, myelofibrosis; RBC, red blood cell.
1. Tefferi A, et al. Am J Hematol 2023;98:8011 821; 2. Verstovsek S, et al. Cancer 2023;129:1681-1690;
3. Breccia M, et al. Front Oncol 2024;14:1382872; 4. Mughal TI, et al. Int J Gen Med 2014,7:89i 101; 5. O'Sullivan JM, et a. Clin Adv Hematol Oncol 2018;16:1217 131.



Current treatment goals do not adequately address the
underlying MF disease biology

Current MF treatment goals include:*

JAKI, the cornerstone of MF therapy, reduce
symptoms and splenomegaly , and modestly

Reduction in improve survival %4
splenomegaly

These treatments do not consistently resolve
pathobiological features of MF and may not

Improved FEBIEIEN (1T adequately address the underlying
survival symptoms : : o5
disease biology =
An unmet need remains due to the limited
Prevention Reduction in depth and durability of clinical response and
of disease thrombotic/ frequency of TEAEs with JAKi monotherapy 3
progression haemorrhagic events

JAKI, Janus kinase inhibitor; MF, myelofibrosis; TEAE, treatment-emergent adverse event.
1. Asher S, et al. Blood Rev 2020;42:100715; 2. Gill H, et al. Hematology Am Soc Hematol Educ Program 2023;2023:6671 675;
3. Bose P, Verstovsek S. Hemasphere 2020;4:e424; 4. Vainchenker W, et al. Fac Rev 2023;12:23; 5. Rampal RK, et al. Nat Med 2025;31:15317 1538.



Despite treatment advances for MF, an unmet
need remains

JAKI predominantly alleviates splenomegaly and MF-associated symptoms, with modest
survival benefit, but has limited impact on disease progression and underlying disease biology

Treatment options remain limited and HSCT, the only curative approach, is available to a
minority of patients with high or very high-risk MF

There is a need for novel agents that offer the potential for disease modification
to improve clinical outcomes

MF, myelofibrosis.



Addressing the limitations oAKimonotherapy in MF

JAKiI monotherapy is

associated with limited

depth and durability of
clinical response?

MF is a complex disease , and
current therapies do not
adequately address the

underlying disease biology 12

Early JAKi initiation for
patients with intermediate-2 and
high-risk MF improves clinical

outcomes , including fewer
cytopenias , durable SVR and
prolonged OS3

Novel or combination
first -line strategies could
improve the current
treatment paradigm 4

New strategies

JAKI, Janus kinase inhibitor; MF, myelofibrosis; OS, overall survival; SVR, spleen volume response.
1. Gill H, et al. Hematology Am Soc Hematol Educ Program 2023;1:667i 675; 2. Rampal RK, et al. Nat Med 2025;31:15311 1538;
3. Verstovsek S, et al. Cancer 2023;129:16811 1690; 4. Harrison CN, et al. Cancer 2024;130:20917 2097.

Early intervention




Patients with response, %

Early treatment in MF may improve clinical outcomes
iIncluding prolonged overall survival

In a pooled analysis of COMFORT-1 and COMFORT-II, early RUX initiation within 1 year of diagnosis was associated
with improved spleen and symptom responses and prolonged survival

A At RUX initiation, spleen responses were more durabl e an
>12 months
Spleen and symptom responses by disease duration OS of patients by disease duration at RUX initiation
at RUX initiation 1.0
100 0.9
920 Disease duration at RUX initiation 08
80 #0012 months (n=84) 0.7
70 m >12 months (n=216) 0.6 -
60 56 05 -
50 45 44 20 04 |
0.3 H
40 33 27 02 pationss RUX 82‘)12 mo RlUXh>9§21210nths PBO/ BG/é\T 012 PBI@jBATlisBﬂgxmomhs
i~ 01 BTt nety e 0 s oy
20 00 ng-iscl)ézk’s?vai(eal (95% CI) 0.633 (o.é14"r2).730) 0.568 (0.4594'}8.635) 0.494 (0.§57"|'c)).617) 0.407 (o.§23"| ()).488)
18 (!J 2I4 4IB 7I2 9I6 léO 1:14 1(I58 1£I)2 25.6 2:10 2é4
_ . Time to Death, week
SVR35 at week 24 SVR35 at week 48 TSS50 at week 24* Numberof patlents atfisk: . o o . - " i .
216 206 188 169 153 148 137 124 115 111 99 75
66 63 54 50 a7 42 37 33 29 24 22 17
159 148 123 111 98 85 78 73 62 56 50 42

BAT, best available therapy; CI, confidence interval; JAKi, Janus kinase inhibitor; MF, myelofibrosis; OS, overall survival, PBO, placebo; RUX, ruxolitinib;
SVR35, spleen volume reduction O35% from baseline; TSS50,

*Data only available for COMFORT-1.

Verstovsek S, et al. ASH 2021. Abstract 1505. Reproduced with permission from Incyte Corporation; Verstovsek S, et al. Cancer 2023;129:16811 1690.



Many patients experience inadequate response
with JAKIimonotherapy

1L ‘failure' and its subcategories

Primary resistance

Primary refractory Absence of onset of any clinical response within 28 days of starting treatment
Lack of response Failure to achieve a >Cl (e.g., spleen or symptom response) within 12 weeks of starting

daAESR NB & LIRBES & §ecytopeniad complicate Cl or better clinical response

Secondary resistance

Relapse/loss of <Cl after reaching CI/PR/CR or losarafemia2 NJ a LJ SSy NBalLlRyasSa LISNRAaGAy3I F2
response (IWGMRT/ELN)

and/or disease

progression e.g., worsening leukocytosis, thrombocytoperaaaemia increase in circulating blasts

Intolerance

Patients have dose reductions or interruptions due to development or exacerbatioytagenias

1L, first-line; AE, adverse events; Cl, clinical improvement; CR, complete response; ELN, European LeukemiaNet; IWG-MRT, International Working Group-Myeloproliferative
Neoplasms Research and Treatment; PR, partial response; RUX, ruxolitinib.
Harrison CN, et al. Ann Hematol 2020;99:11777 1191.



New targets beyond JAKTAT could enable opportunities for
combination strategies

Targets beyond the JAK -STAT pathway 3
Nucleus Cytoplasm Extracellular space
4 TLR4 R
[Bomedemstat Pelabresib k (- MoRSERE
l J_ ‘t‘ Tasquinimod — &&= 5 )
c: RopeglFNa
Methyl group

5-Aza — ?e é

Promoter  Target gene

Selinexor

(Activin) ( TGFR )

|
I

+ AVID
Luspatercept 200

=

L)

—4

Checkpoint
JAK inhibitors ]

Inhibitors/
Anti-CALRmut CARs
Antibody
Bcl-2, B-cell ymphoma-2; Bcl-XL, B-cell lymphoma-extra large; BET, bromodomain and extra-terminal domain; CALR, calreticulin; CARs, chimeric antigen receptor T cells;
CD123, interleukin-3 receptor subunit alpha; JAK, Janus kinase; JAK-STAT, JAK signal transducer and activator of transcription; LSD1, lysine-specific demethylase 1; MDM2,
murine double minute 2 homolog; MF, myelofibrosis; PI3K, phosphoinositide 3-kinase; PIM, proviral insertion site in Moloney murine leukaemia virus kinase; TERT, telomerase

reverse transcriptase; TGFb, tr alikerdcepiordi ng gr owt
TP53, tumour protein 53; TPOR, thrombopoietin receptor; XPOL, exportin 1.
1. Thaw K, et al. Curr Hematol Malig Rep 2024;19:264-275; 2. Tremblay D and Mascarenhas J. Cells 2021;10:1034; 3. Koschmieder S. HemaSphere 2024;8:e70056.



JAKicombination approaches are being explored to address
unmet needsc Phase 3 trials

: Mechanism LElEs . Active Phase 3 MK
Drug Trials : phase Line of treatment - -
of action i ME clinical trials* n

Therapies in development for MF
MANIFEST (Phase 2)

Pelabresib MANIFESZ (Phase 3) BET inhibitor Phase 3  JAKinaive, in combination with RUX 1
IMproveMF(Phase 1/1b) Telomerase

Imetelstat®+ IMbark (Phase 2) o Phase 3  Relapsed/refractory tdAKitreatment 1

inhibitor
IMpactMF(Phase 3)
ACE536-MF~001 (Phase 2) o Patients withanaemiaand require red blood cell transfusions on
7

Luspatercept” |\ DEPENDENCE (Phase3) OO inhibitor - Phase3 o iantIAKEreatment 4
KRT232-109 (Phase 1/2) JAKinaive with suboptimal response to RUX, as-add

Navtemadlir$° POEISIS (Phase 3) MDM2 inhibitor Phase3 to RUX 2
BOREAS (Phase 2/3) Relapsed/refractory tdAKi

Selinexot? SIENURS (PIEED 2 XPO1 inhibitor Phase 3  JAKinaive, in combination with RUX 1

SENTRY (Phase 3)

BET, bromodomain and extra-terminal domain; JAK, Janus kinase; JAKI, Janus kinase inhibitor; MDM2, murine double minute 2 homolog; MF, myelofibrosis;

RUX, ruxolitinib; TGF-b , transforming growth factor b e
*Phase 3 trials active as of December 18, 2024.
1. ClinicalTrials.gov. NCT0460349. Available at: https://clinicaltrials.gov/study/NCT04603495. Accessed April 2026; 2. Rampal RK, et al. Nat Med 2025;31:1531-1538; 3.
ClinicalTrials.gov. NCT04576156. Available at: https://clinicaltrials.gov/study/NCT04576156. Accessed April 2026; 4. Mascarenhas J, et al. Future Oncol 2022;18:2393i 2402;
5. ClinicaTrials.gov. NCT04717414. Available at: hitps://clinicaltrials.gov/study/NCT04717414. Accessed Aprll 2026; 6. Gerds AT, et al. Blood Adv 2024;8:4511i 4522; 7.
ClinicalTrials.gov. NCT04717414. Available at: hitps://clinicaltrials.gov/study/NCT04717414. Accessed April 2026; 8. ClinicalTrials.gov. NCT03662126. Available at:
https://clinicaltrials.gov/study/NCT03662126. Accessed April 2026; 9. ClinicalTrials.gov. NCT06479135. Available at: https://clinicaltrials.gov/study/NCT06479135. Accessed April
2026; 10. ClinicalTrials.gov. NCT04562389. Available at: https:/clinicaltrials.gov/study/NCT04562389. Accessed April 2026.


https://clinicaltrials.gov/study/NCT04576156
https://clinicaltrials.gov/study/NCT04717414
https://clinicaltrials.gov/study/NCT04717414
https://clinicaltrials.gov/study/NCT03662126
https://clinicaltrials.gov/study/NCT06479135
https://clinicaltrials.gov/study/NCT04562389

Phase 3 MANIFE&ITstudy evaluates pelabresib + RUX In
patients who areJAKinaive

Global, randomized, double -blind, active -controlled, Phase 3 trial 12

Study population 1 Treatment arms 1!

Primary endpoint *
A SVR35 response at week 24
Key secondary endpoints !

A Absolute change in TSS from
baseline at week 24

A TSS50 response at week 24
Safety?!
A AEs of all grades and serious AEs

- J

1:1 randomization stratified by: 1

A DIPSS risk category: Int-1 vs Int-2 vs high

A Platelet count: >200 x 10%/L vs 1007 200 x 10%/L
ASpleen vol unies<i800csiv0 c m

AE, adverse event; BID, twice daily; DIPSS, Dynamic International Prognostic Scoring System; ECOG PSS, Eastern Cooperative Onmlogy Group performance status;
ET, essential thrombocythaemia; Int, intermediate; JAKi, Janus kinase inhibitor; MFSAF, Myelofibrosis Symptom Assessment Form; PO, orally, PV, polycythaemia vera; QD,
once daily; RUX, ruxolitinib; SVR35, 035% reduction in spl
TSS50, O50% reduction in total sympt
*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 mg and 175
mg QD. ARUX was st art e glateet couht@0042ap x B09M) of 16 mgBDl (haselme platelet count >200 x 109/L) with a mandatory dose increase by 5 mg
BID after 1 cycle and a maximum dose of 25 mg BID as per the label.
1. Rampal RK, et al. Nat Med 2025;31:15311 1538; 2. Harrison CN et al. Future Oncol 2022;18:2987i 2997



Significant reduction in spleen volume was demonstrated in
MANIFESP at week 24 and sustained at week 96

Phase 3 MANIFEST -2 primary endpoint

Week 24 Week 96

100 N aluable patients:
w g, 2 it
£ PBO+RUX (n=182) § @ PBO+RUX (n=113)
% [}
o 50 _g
5 5
s £
5 o- 3
©
S S
3 i 35% 8
S 504 5
PELA+RUX PELA+RUX
(N=214) (N=214)
SVR35 response at week 24 in 82.9% 41.8% SVR35 response at week 96 in 91.5% 57.5%
evaluable patients (141/170) (76/182) evaluable patients (97/106) (65/113)
Difference 41.1% Difference 34.0%
SVR35 response at week 24 in 65.9% 35.2% SVR35 response at week 96 in ITT 45.3% 30.1%
ITT population (141/214) (76/216) population (97/214) (65/216)
Difference 30.4% (21.6-39.3) Difference 14.9% (6.1-23.8)

Data cutoff date: March 2, 2025.

Spleen volume assessed by central read.

Waterfall plots represent evaluable patients who have baseline and week 24 or week 96 data. * Calculated by stratified Cochrani Manteli Haenszel test.
Cl, confidence interval; ITT, intent-to-t r e at ; PB O, pl acebo; PELA, pel abresi b; Rdduxne from bagetine.i t i ni b; S

Rampal R, et al. Presented at: ASH 2025 Congress; December 61 9, 2025; Orlando, Florida. Oral 910.



In MANIFESZ, improvements in absolute TSS at week 24
were sustained through week 96

Absolute change from baseline

Week 24 Week 96
Evaluable patients: Evaluable patients:
20 — @ PELA+RUX (n=181) 20 - @ PELA+RUX (n=100)
0 PBO+RUX (n=175) [ PBO+RUX (n=106)

(O]
£

0 - a 0
o]
IS
o
©

T 20 H D 7 20-
©
e
o
i)
=

i 40 - 2 140+
<

T 60 — T 60 —

PELA+RUX PELA+RUX
(N=214) (N=214)
TS S change from baseline at Week 24 15.08 1312 TSS change from baseline at Week 96

in the ITT population, LSM in the ITT population, LSM
Difference (95% CI) -1.96 (-4.11, 0.18) Difference (95% CI) -2.59 (-5.23, 0.05)

-15.07 -12.48

Data cutoff date: March 02, 2025.

Waterfall plots represent evaluable patients who have baseline and Week 24 or Week 96 data. TSS assessed by MFSAF v4.0 and using an MMRM analysis of absolute change
from baseline TSS.

Cl, confidence interval; ITT, intent-to-treat; LSM, least squares mean; MFSAF, Myelofibrosis Symptom Assessment Form,;

MMRM, mixed model for repeated measures; PBO, placebo; PELA, pelabresib; RUX, ruxolitinib; TSS, total symptom score.

Rampal R, et al. Presented at: ASH 2025 Congress; December 61 9, 2025; Orlando, Florida. Oral 910.



Phase AMbark study evaluates imetelstat in
patients with R/R MF

Single -blind, randomised study to assess the efficacy and safety of two doses of imetelstat

Treatment arms

Study population

4 N
Co-primary endpoint

A SVR35 and symptom response at
week 24

Secondary endpoints

A os
A Clinical improvement per modified
2013 IWG-MRT

A Safet
L y

Single-blind
randomisation* — 21-day cycles
(1:1)

1:1 randomisation stratified by: )
A Palpable spleen size 015 cm (ye
A Platel et cdantd<1p0RI0/ Lx visO OMp O x| 10

*Patients were blinded to treatment dose.
DIPSS, Dynamic International Prognostic Scoring System; ECOG PS, Eastern Cooperative Oncology Group performance status;
Int, intermediate; IWG-MRT, International Working Group-Myeloproliferative Neoplasm Research and Treatment; JAK, Janus kinase; MF, myelofibrosis; OS, overall survival;
PFS, progression-free survival; R/R, relapsed/refractory;
SVR35, 0O35% reduction in spleen v
Mascarenhas J, et al. J Clin Oncol 2021;39:28811 2892.



Greater spleen and symptom responses were seen with a
higher dose of imetelstat in théMbark study

Phase 2 IMbark co-primary endpoints

Spleen response (SVR) at week 24 Symptom response (TSS50) at week 24
Spleen response _ Symptom response
XMmE: {xtwX Y 4 (8.3) 22 (37.3)
KHE: {+ws v 1(21) 13 (22) ’('g /5 i ¢{{ NB 3(63 19 (32.2)
Xxomz: {xtwZX VY 0 6 (10.2)

JAKI, Janus kinase inhibitor; MF, myelofibrosis; R/R, relapse/refractory; SVR, spleen volume reduction; TSS, total symptom score;
TSS50, Gb0% reduction in total symptom score.
Mascarenhas J, et al. J Clin Oncol 2021;39:28811 2892.



Selinexor is an
Investigational, targeted,

Oral XPO]— |nh|b|t0r XPOL1 inhibition is a fundamental mechanism of action that may
target both JAK/STAT and nelAK/STAT pathways in MF

Selinexor inhibits XPOMediated nuclear

cargo protein export that may lead to: Cytoplasm
A Increased malignant cell dedth Je Ay b

A Reduced inflammatioh

A Apoptosis ofJAK2mutated MF CD34+
cells but not healthy donor cells

A Synergism with ruxolitiniand other
therapeutic agentsn cell lineswith or
without JAKZ61"Fand TP53mutationst

LMY AYKAOAG2NI 2 ¥B kiiag®dulfihitdpha | 1KE fikihasd domplekIIAK januskinase 2; JAK/ST Afinuskinase/signal transducer and activator of transcription;

MF, myelofibrosis; mTOR, mammalian target of rapamycid, NRuclear factof ; STAT, signal transducer and activator of transcription; XPOL1, exportin 1. 1. Yan D, et al. Clin Cancer Res 2QB%;2518&3yap T, et aDncotarget2016;7:78888895; 3. Lu M,
et al. Abstract #1792; poster at ASH 2023; San Diego, CA. 4. Maloof M, et al. Poster presented at: 15th Internationa i@ dngetsproliferative Neoplasms (MPN); NovembeB22023; Brooklyn, NY;

5. Walker CJ, et al. Blood 2013;122:3Q84 6. Cheng Y, et al. Mol Cancer Ther 2014;18855. Argueta C, et dbncotarget 2018;9;2552844; 8. Gandhi UH, et al. Clin Lymphoma Myeloma Leuk 2018;18t335

9. Turner JG, et aDncotarget2016;7:78896909; 10. Gravina GL, et al. BMC Cancer 2015;15:941; 11. Garg MDmt@hrget2017;8:752t32; 12. Tan M, et al. AnPhysioRenalPhysio014;307:F117€86.



ASCO 2026;Abstract LBA6500
Selinexor plus ruxolitinib in

JAK inhibitor—naive myelofibrosis:
Phase 3 SENTRY trial

John Mascarenhas,' Haris Ali,2 Haifa Al-Ali,® Jose Valentin Garcia Gutierrez,* Sebastian Grosicki,®* Zhanet Grudeva-Popova,® Claire
Harrison,” Junshik Hong,? Hsin-An Hou,® Michal Kwiatek,'® Michael Loschi,!" Francesco Passamonti,'2 Andrea Patriarca,'® Nikolai
Podoltsev,* Raajit Rampal,’® Srinivas Tantravahi,'® Laura Gabriela Urian,'” Reshma Rangwala,'® Pankit VVachhani,'® Prithviraj Bose?*

"Mount Sinai Tisch Cancer Institute, lcahn School of Medicine at Mount Sinai, Mew York, NY, USA; 2City of Hope, Duarte, CA, USA; *Krukenberg Cancer Center Halle,
University Hospital Halle (Saale), Halle, Germany; *Hospital Universitario Ramén y Cajal, Instituto Ramén y Cajal de Investigacion Sanitaria (IRYCIS), Madrid, Spain;
SDepartment of Cancer Prevention, Medical University of Silesia, Katowice, Poland; ®Medical University of Plovdiv, Plovdiv, Bulgaria; "Guy's and St Thomas' NHS Found:
Trust, London, UK; #Department of Hematology and Medical Oncology, Seoul National University Hospital, Seoul, South Korea; *National Taiwan University Hospital, Tai
Taiwan; "“Centrum Medyczne Pratia Poznan, Poznar, Poland; ''Centre Hospitalier Universitaire de Nice, Nice, France; ?Department of Medicine and Surgery, University
Insubria, Varese, Italy; *Ospedale Civile “Spiritc Santo”, Pescara, ltaly; "Department of Internal Medicine, Yale School of Medicine, New Haven, CT, USA; 1S\Memorial S
Kettering Cancer Center, New York, NY, USA; '"*Huntsman Cancer Institute, Salt Lake City, UT, USA; "luliu Hafieganu University of Medicine and Pharmacy, Cluj-Napoc
Romania; "®Karyopharm Therapeutics, Newton, MA, USA; "“University of Alabama at Birmingham, Birmingham, AL, USA; 2*University of Texas MD Anderson Cancer Ce
Houston, TX, USA

ASCO Publications

Journal of Clinical Oncology*

An American Society of Clinical Oncology Journal

X in f @ B ¥ m»

OPEN ACCESS | ORIGINALREPORTS | @ ® D G
June 02, 2026 | Latest version

Selinexor Plus Ruxolitinib
in JAK Inhibitor—Naive
Myelofibrosis: Phase 3
SENTRY Trial

Authors: Prithviraj Bose, MD , Haris Ali, MD , Haifa Kathrin Al-

Ali, MD, PhD, Valentin Garcia-Gutierrez, MD, PhD, Sebastian Grosicki,

MD, PhD , Zhanet Grudeva-Popova, MD, PhD, MHM , Claire

Harrison, DM, FRCP,_PRCPath , ... SHOW ALL ..., for the SENTRY Trial

Investigators AUTHORS INFO & AFFILIATIONS

J Clin Oncol  Just Accepted

RESEARCH
10 PRACTICE




Phase 3 SENTRY study evaluates selinexor +iiRpatients
who are JAKinaive

Double -blind, placebo -controlled, randomised study to assess the efficacy and safety of
selinexor + RUX vs placebo + RUX 12

Treatment arms 12

Study population 1?2 4 _ ey ™\
Selinexar RUX Co-primary endpoint %
: .. 1 2 BID '
e A e — wngouagw - FIRTOOIA | 4 St s e
(N=353)** SEUB g B 118, 22 platelet count ! "

Secondary endpoints 1?2

A DIPSS Ir_lt-l1 with symptoms, Int-2 Double.-bllljld A Safety and tolerabilty®
or high-risk randomisation 28-d | A 0OS and PFS!2
A Measurable splenomegaly! (2:1) with -day cycles
_ strafification? A SVR35 and absolute mean
A Active symptoms of MF? change in TSS at week 48 and
A ECOG PB 02 Placebo RUX _ anytime?
or 20 mg starting : 1
— 60 mg oral tablet QW + 150l 20 b . A Duration of SVR response
— dose based on baseline N
Stratified by: * days 1, 8, 15, 22 olatelet court A Pharmacokinetics
A DIPSS: Int-1 vs Int-2 or high risk - J

A Spleen volume: <1800 cm3vs >1800 cm
A Baseline platelet counts: 1007 200 x 10%L vs >200 x10%/L

BID, twice a day; DIPSS, Dynamic International Prognostic Scoring System; ECOG PS, Eastern Cooperative Oncology Group performance status; Int, intermediate; JAK, Janus

kinase; JAKI, Janus kinase inhibitor; MF, myelofibrosis; OS, overall survival, PFS, progression-free survival, QW, once weekly; RUX, ruxolitinib; SVR, spleen volume reduction;
SVR35, 0O35% reduction in spleen volume from b

1. Mascarenhas J, et al. Future Oncol 2025;21:8071 813; 2. Clinicaltrial.gov. NCT04562389. Available at: https:/clinicaltrials.gov/study/NCT04562389. Accessed April 2026.


https://clinicaltrials.gov/study/NCT04562389

Significantly higher SVR35 at Week 24 with selinexor + ruxolitinib

vs ruxolitinib alone

70 1 49 8% Difference: 21.8% 60
(OR 2.58;95% CI: 1.60, 4.17) o 50
60 One-sided P < 0.0001 = 40
-]
© 30
- >
S 50 - 28.0% S 20
< ot}
NI é—o\o 10
X -
g 40 eg U
o N T 1
4;_- )
< 30 - =0 1
To) L= 13
™ S=
o T 4 § SVR35 threshold
> 20 - S _
n o I 5
"é 76
10 - -
% 17
G 18
0 - T 19
Selinexor + ruxolitinib Placebo + ruxolitinib
(N = 235) (N =118) B Selinexor + ruxolitinib B Placebo + ruxolitinib

Data cutoff: February 20, 2026.

*CochranMantel-Haenszel test stratified by randomization factors.

Placebo arm scaled 2:1 to compensate for randomization ratio

Cl: confidence interval; OR: odds ratio; SD: standard deviation; SVR35: spleen volume reduction of at least 35% from baseline

ASCO 2026:Abstract LBA6500.

Presented by: John Mascarenhas, MD



Rapid, deep, and sustained spleen volume reduction with

selinexor + ruxolitinib vs ruxolitinib alone

Percent change from baseline in spleen volume over time SVR35 rates over time

10
c Selinexor +
® 8 0 ruxolitinib
SE 14 (N = 235)
o .
n o
g £ 12 Week 12, n (%) 116 (49.4) 24 (20.3)
S g3 3 Week 24, n (%) 117 (49.8) 33 (28.0)
— o7 4 .
L g Week 36, n/n1A (%) 97/207 (46.9) 23/100 (23.0)
c 15
c >
S § T 6 At any time, n (%) 159 (67.7) 53 (44.9)
§ § 77 OR 2.59 (95% CI: 1.64, 4.10)
=3 - Nominal P <0.0001
& g 18

Baseline Week 12 Week 24 Week 36 Week 48
Selinexor + ruxolitinib 235 199 186 134 94

118 102 98 76 53

Not all patients have been followed
beyond Week 24

ed as proportion of patients with SVR35 to anybps®line assessment regar 2ase progression
J2F LI GASyida 6Kz O2YLX S Syid 2N RAa0O2y(iAydzSR (KS &dGdzReé LINA2NJ 2 (GKS AaLISOATAO GAYSLRAY(GO®

a E
erval; MF: myelofibrosis; OR: odds ratio; SD: standard deviation; SVR35: spleen volume reduction 85%t 1eam baseline
ASCO 2026;Abstract LBA6500.

ow beefory new antMF therapy or diseas

Presented by: John Mascarenhas, MD



No difference in AbsTSS between treatment arms at Week 24

Both arms demonstrated similar improvement in symptoms

Selinexor + ruxolitinib Placebo + ruxolitinib ]
(N=235) (N=118) Sellnle_t)_(qrb+
ruxolitini

0 -1 - (N =235)
%

= Change in absolute TSS
£0 -3 1 - §
© o at\Week 24 (11 > e 6) (-12160'?9 1)
£ h Estimated mean (95% Cl) A T
0 O -5 4
w N—’
85 Adjusted mean difference 0.97 (-1.07, 3.02);
g 2 7 (95% CI) one-sided P = 0.825
o
= 0
o -9 A
S T
c
g £ 11

n
©w -9.9
c
© -13 A
Q
=

-15 -

Reductions in TSS were consistent across symptom domains

ASCO 2026:Abstract LBA6500.



Meaningful overall survival with selinexor + ruxolitinib vs

ruxolitinib alone

1.00 :
Selinexor
+
ruxolitinib
_ (N = 235)
f>5 0.75 -
= Primary cause of death, n (%)
% Disease progression 3(1.3) 3(2.5
n Adverse event 3(1.3) 5(4.2)
Y—_
T =7 T Other 5(2.1) 1(0.8)
> Unknown 0 3(2.5)
5
] Events: VS
8 025 Median follow-up: Vs months
—
& - -
HR 0.43 (95% CI: 0.19, 1.00); nominal one -sided P =0.022
+ Censored
0.00
r 7 1+t 11117111 1T 1T 1T 1T 1T T T T T T T T1
012 3 456 7 8 9 10111213141516 17 18 19 20 21 22 23 24 25
Months
Number at risk
Selinexor + Ruxolitinib 235 230 222 220 218 215 205 187 168 153 140 123 109 96 84 70 63 48 37 30 19 9 2 0
118 115 114 114 114 113 111 101 96 86 71 59 54 50 40 33 27 21 18 15 11 4 2 1 1 0
Data cutoff: February 20, 2026
OSis defined as the duration from date of randomization to date of death due to any cause -&plione based on reverse KamtMeier method by swapping the censoring status. OS analysis stratified by the randomization stratification factors. Hazbhad edton Cox Proportional Hazard model with Efron's method of

handling ties

e ASCO 2026;Abstract LBA6500.

Presented by: John Mascarenhas, MD



SVR35 at Week 24 predicted overall survival irrespective of treatment
Landmark analysis at Week 24

1.00 - M_#me
o e
8 0757 |
c
)
0
F T O
2
=
S 0254 98% of SVR35 responders vs 88% of
o nonresponders were alive at Week 72
+ Censored
0.00
[ [ [ [ [ [ [
0 3 6 9 12 15 18
Time beyond Week 24, months
Number at risk
SVR35 at Week 24 150 126 89 68 37 12 0
No SVR35 at Week 24 180 141 99 62 35 18

ASCO 2026:Abstract LBA6500.



Treatment -emergent adverse events

Selinexor + ruxolitinib

(N =234%) (N =116
Anemia 57% 37% 32% 58%
Thrombocytopenia  59% 3% 43%
Nausea 57% 1% 17%
Constipation 32% 1% 36%
Fatigue 26% 2% 16% )
Neutropenia 27% "16% = 90 Transformation
Diarrhea 22% 1% I 1% 15% to acute myeloid
Dizziness 19% 1% 9% leukemia was
Upper respiratory tract |nfect|o_n 15% 14% rare and
Asthen_la 16% 2% 9% equivalent
Abdominal pain 15% 1% § 1% 7%
Alanine aminotransferase increased 11% 3% Mll1% " 13% between arms
Aspartate aminotransferase increased 11% | 2% 12% (1.7% each)
Decreased appetite 15% 2% 3%
Headache 12% 8%
Vomiting 12% 1% 5%
Pyrexia 7% 1% 12% Any Grade (010%)
Dysgeusia 10% | 1% I 1% EEGrade O3
Pain in extremity 4% 2% @ 10%

60 50 40 30 20 10 O 10 20 30 40 50 60
Patients, %

% of selinexor + ruxolitinib patients who experienced nausea drops from 35% at WKks 1-4 to 5% at Wks 21-24

ASCO 2026:Abstract LBA6500.



Phase 3 BOREAS stuslyaluates navtemadlirvs BATAN
patientswith R/R MF

Randomised , controlled, open -label study to assess the efficacy and safety of navtemadlin vs BAT 1.2

1-3
Study population 13 Treatment arms

Navtemadlin (n=188)1 /Primary endpoint 13 A
Adults with TP53%T MF who > . di;‘g g g;aégyg o A SVR35 at week 24
are R/R to JAKi (N=282)! ’ - 13
A Confirmed diagnosis of PMF, Double-blind Key secondary endpoints
post-PV or post-ET MF13 OcljJ e Itn A TSS50 at week 2413
randomisation 3
A Failure of prior JAKi treatmentl3 ~ — > (2:1) with 28-day cycles ﬁ OS and PFS! s
A DIPSS Int-1, Int-2 or high-risk? stratification! Overgll SVR3S5 any time
- A Duration of SVR response?s3
A ECOG P® 02 o A RBC transfusion independence at
7d Voo (2_19; ) ff week 2447
ays on, ays o A Safety’?

Stratified by: * \_ J
A MF type (primary vs secondary [post-PV or post-ET])

A Baseline TSS ( 010 v <10)

*BAT includes monotherapy or combinations: hydroxyurea, chemotherapy, and supportive care; JAKi were excluded.'

BAT, best available treatment; DIPSS, Dynamic International Prognostic Scoring System; ECOG PS, Eastern Cooperative Oncology Group performance status; ET, essential

thrombocythaemia; Int, intermediate; JAK, Janus kinase; JAKI, Janus kinase inhibitor; MF, myelofibrosis; OS, overall survival, PFS, progression-free survival;, PV, polycythaemia
ver a; QD, once dail y; RBC, red bl ood cel |l ; R/ R, rel ap s e gliéemweliinre &ramtbaseliye; TPS3,MuRpur gopein e e n v ol u

53; TSS, total symptom score; TSS50, (60% reduction in total symptom score; WT, wild type.

1. Verstovsek S, et al. Future Oncol 2022;18:4059-4069; 2. Clinicaltrials.gov. NCT03662126. Available at: https://clinicaltrials.gov/study/NCT03662126. Accessed April 2026;

3. Mascarenhas JO, et al. Blood 2024;144:1000.


https://clinicaltrials.gov/study/NCT03662126

Navtemadlinmonotherapy led to a greater spleen response
compared with BAT* at week 24 in BOREAS

Phase 3 BOREAS study primary endpoint

Spleen response at week 24 (ITT population)

Response BAT*
(n=60)

Patients achieving SVR3 18 (15) 3 (5)
no (%)

*BAT entails monotherapy or combinations: hydroxyurea, chemotherapy, and supportive care; JAKi were excluded.
BAT, best available treatment; ITT, intent-to-t r eat ; MF, myel ofi brosis; SVR35, 0O35% reduct
Mascarenhas J et al. Oral presented at: ASH Annual Meeting & Exposition; December 7-10, 2024; San Diego, CA. Oral 1000




Emerging therapies and combinations are shaping the future
of MF treatment

Early intervention may improve clinical outcomes, including survival; however, some
patients may still experience inadequate response

Combination strategies with JAKiI and emerging agents such as pelabresib, imetelstat,

luspatercept, navtemadlin and selinexor are being explored in Phase 3 studies

Mutation targeted therapies are also of great interest in the management of MF

MF, myelofibrosis.



Emerging Therapies
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Endpoints

A Overall Survival

A Progression

A Molecular

A Biological

A Treatment independence

A Symptoms

Identifying Disease-Modifying Potential in

Myelofibrosis Clinical Trials

Development of novel end points

Interrogate biological and clinical data
in completed clinical trials
Develop and validate new end points

EH 5

» ’ Stakeholders ® ‘

Patients, Academia,

Current state Pharma, Clinicians Future state
: Society, Regulators ‘ﬂ\é,

JAK inhibitor therapy @ Novel therapies

End points of palliative benefit i Surrogate end points for OS
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What is your threshold for recommending a change in treatment for patients with MF
receiving firstline ruxolitinib or fedratinib?

Lack of response or progression

Lack of any spleen response

Usually a multifactorial decision taking into accounytopenias
spleen, symptoms, any transfusion requirements

If persistent symptoms/splenomegaly at optimal doses, | woul
consider clinical trials

PLT <5/5K, new transfusion dependence that persists after initial 3 montigs
of therapy, enlarging spleen, return of symptoms or Té¢fiecific toxicity

The patient should have trudisease progression
and complete loss of benefit

PLT = platelet count; TKI = tyrosine kinase inhibitor I% *“ga



An 80year-old patient receivingruxolitinio 15 mg BID for intermediat@isk MF for10 monthsis found to
have increasing asymptomatic splenomegaly, a platelet counfl60,000~ [and Hgb of 13.8 g/dL
Regulatory and reimbursement issues aside, what would you most likely recommend?

Continueruxolitinib and addluspatercept

@ ascarenhas

% Dr Yacoub Continueruxolitinib at a higher dose

Hgb = hemoglobin




An 80year-old patient has been receivinguxolitinio 15 mg BID for intermediateisk MF for2 years and his
Hgb has dropped from a baseline &0.0 g/dL to 7.0 g/dLSpleen volume and symptoms remain well controlled.
Regulatory and reimbursement issues aside, what would you most likely recommend?

Continueruxolitinib at a higher dose

Switch tofedratinib

Continueruxolitinib at a higher dose

@ Continueruxolitinib at a higher dose
' Mascarenhas

% Dr Yacoub
'Y




By what increments and over what period of time do you decrease the dose of
ruxolitinib for a patient you are tapering off therapy?

% Dr Yacoub
'Y

5 mg every 3 to 4 days
1 to 2 weeks by 10 mg a week
Usually by 5 mg BID every 2 weeks

ldeally by 5 mg BID increments

Typically by 5 to 10 mg daily for 2 to 3 days each drop

If 10 mg BID or less would stop with no taper,
15 mg BID or higher, drop the dose to 10 mg



Are there any scenarios in which you feel it is appropriate to discontinue therapy with
ruxolitinib without tapering and, if so, which ones?

Yes, If patient is receiving lowdoseruxolitinib (5 mg BID)

Only when switching tanomelotinib

If patient is on 5 mg BID OR has recently started treatment anc
experiencing nonhematologic intolerance

At low doses if patient has developed an evolving serious infectic
. Mascarenhas complication but rarely do | stop abruptly if I can avoid it

%DrYacoub Yes, if 10 mg BID or lower, would not taper




Based on currently available evidence, do you believe the results from the Phase Il
SENTRY trial will support the clinical use of or the FDA approvaebhexorin
combination with ruxolitinib as firstline treatment for MF?

) | Prof Harrison

Dr Kuykendall
o

T2 Dr Yacoub




Based on currently available evidence, would you like to have accesetmexortoday
for any of your patients with MF?

Yes, especially for those with resistant splenomegaly

Dr Kuykendall Yes
»

< Dr
@ Mascarenhas Yes




If selinexorwere to become clinically available, for which patients with MF would you
prioritize its use?

"“prof 7 Sey Patients who have in2/high-risk disease and a large spleen

Patients with massive splenomegaly that are planned to go t¢
transplant

Large spleen, possibly HMR disease, higher blasts

Suboptimal response touxolitinib as a single agent;
persistent splenomegaly affecting QOL




How would you characterize the incidence and severity of gastrointestinal side effects
among patients with MF receivingelinexor?

Common need for prophylaxis supposed to settle over time;
manageable with recommended treatment




What premedication(s), if any, would you generally recommend for a patient who is
about to begin treatment withselinexor?

Dual antiemetics
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Management of Anemic and
Thrombocytopenic Myelofibrosis Patients

Raajit K. Rampal M.D. Ph.D.
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Director, Center for Hematologic Malignancies
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Cytopenic Myelofibrosis
76 yo M presents with fatigue, weight loss, and abdominal fullness

A Exam: Splenomegaly (12 cm below costal margin)
A CBC: WBC 3.3k (1% blasts), Hb 7.5 g/dL, platelets 44k

A Bone marrow biopsy: 90% cellular marrow with myeloid expansion, dysplastic megakaryocytes
In clusters, and MF-3 fibrosis with 5% myeloid blasts

A Cytogenetics: Normal Karyotype
A Myeloid NGS panel: JAK2 V617F+, ASXL1mut+

Diagnosis: Primary Myelofibrosis, Cytopenic subtype
Risk Stratification: DIPSS+ High Risk, MIPSS70+v2.0 Very High Risk

How can we manage cytopenic MF ?



Thrombocytopenia
Incidence and Prevalence

The incidence of thrombocytopenia The prevalence of thrombocytopenia |
(PLT <1001 10%/L) is approximately 25% in (PLT <100 I 10%/L) is approximately 68% in all
patients newly diagnosed with MF] patients diagnosed with MFI2]
PLT Count » PLT Count

m <50K m <50K

= 50-100K

®m 50-100K

75%

1. Masarova L, et al. Eur J Haematol. 2018;100:257-263; 2. Masarova L, et al. Leuk Res. 2020;91:106338.
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Anemia presents in 35% to 54% of patients at diagnosis!

require

Independent prognostic risk factor for leukemic transformation?3

RBC Transfusions per Patient/yr (2019)

06

RBC

1 2

No of Transfusions/yr

3

4

5

transf usi

Up to 46% of patients become dependent on RBC transfusions within 1 year of diagnosis*®

6

1. Tefferi A, et al. Blood. 2013;122:1395-1398; 2. Rago A, et al. Leuk Res.2015:3:314-317; 3. Curto-Garcia N, et al. Future Oncol. 2018;14:137-150;
4. Harrison CN, et al. Leukemia. 2016;30:1701-1707; 5. Tefferi A, et al. Mayo Clin Proc.2012;87:25-33.
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Dynamic International Prognostic Scoring System
(DIPSS): Survival by risk group

low O points
Table 3. DIPSS for survival in primary myelofibrosis
Value
Prognostic variable 0 1 2
—I intermediate-1  1-2 points Age, y =65 > 65
White blood cell count, X10%/L =25 > 25
Hemoglobin, g/dL =10 <10
Peripheral blood blast, % <1 =1
Constitutional symptoms, Y/N N Y

The risk category is obtained adding up the values of each prognostic variable.

5-6 points Risk categories are defined as low: 0; intermediate-1: 1 or 2; intermediate-2: 3 or 4;
high intermediate-2  3-4 points  gpd high: 5 or 6.
' ~ - DIPSS indicates Dynamic International Prognostic Scoring System.
0 5 10 15 20 25

Time (years)

A Dynamic International Prognostic Scoring System-PLUS (DIPSS-PLUS):
Takes into account transfusion requirements, platelet count, and karyotype
(Gangat et al. JCO 2011)

Passamonti et al., Blood 2010



RR6: 3 Factors Predict Survival Benefit  With
Ruxolitinib in Patients With MF

Assessment of potential predictors of survival in patients with intermediate-1 risk or

hi gher MF who
RUX Dose  After After
Started 3 Mo 6 Mo
RBC
Transfusion V V V
Need
Spleen Length
Reduction V V V
Xo i

RUX Doss
<20 mg BID

VIiV]V

1 1 1

Response to ruxolitinib after
6 mo of treatment:RR6

Calculator at www.rr6.eu

Maffioli. Blood Adv. 2022;6:1855

had

HR = 2.32
>
S
o
(0]
@)
4
0

»

been treated with ruxolitinib
OS by RR6 Risk Group (Training Cohort)
Risk category=—  Low- Intermediate High
1.00
s I.|—| Low risk
= 0.75 mOS NR
=
- Interm. risk
5 .
2 0.50 mOS 61 mo
IS
o 0.25
3 P<.0001
0
0 25 50 75 100
Number at risk FOHOW'Up (|\/|O)
Low 36 22 15 8 1
Intermediate 85 47 18 7 0
High 67 21 7 2 0
0 25 50 75 100

A The RR6 model was validated in another cohort of patients
(n = 40;P=.0276) treated with ruxolitinib at Moffitt Cancer Center



Treatment Approaches to Myelofibrosis

Clinical Issue Treatments
AESAs AThalidomide,

Anemia ADanazol lenalidomide
A Corticosteroids (IMiDs)
ARuxolitinib
AFedratinib ACladribine, IMiDs

Symptomatic splenomegaly APacritinib ASplenectomy
AMomelotinib AHMAS
AHydroxyurea
ARuxolitinib

o AFedratinib
Constitutional symptoms/QoL APacritinib

A Corticosteroids

Thrombocytopenia

AThalidomide, danazol




NCCN Clinical Practice Guidelines in Oncology (NCCN
Guidelines ®): Management of MF -Associated Anemia 1!

I?referred regimens:
Ongoing symptomatic A Clinical trial

splenomegaly and/or A Momelotinib _
Other recommended regimens:

v

constitutional

A Pacritinib
symptoms A Ruxolitinibb combination:
A Luspatercept -aamt
A ESAs (if serum EPO <500 mU/mL)
Assess for and A Danazol
treat alternative
causes of anemia No splenomegaly or
(ie, bleeding, > constitutional Nl Preferred regimen:
nutritional symptoms A Clinical trial
deficiencies, Other recommended regimens:
hemolysis) I?referred regimen: ESAs (if serum EPO <500 mU/mL)
A Clinical trial Luspatercept -aamt
Other recommended regimens: Danazol
A JAK inhibitor combination: Pacritinib
A ESAs (if serum EPO Momelotinib
Splenomegaly and <500 mU/mL) l)seful in certain circumstances:
constitutional A Luspatercept -aamt A Lenalidomide + prednisone for del(5q)

A Danazol
Useful in certain circumstances:
. A Switch to pacritinib
JAK inhibitor A Switch to momelotinib

symptoms well -
controlled on current

del, deletion; EPO, erythropoietin; ESA, erythropoiesis-stimulating agent; JAK, Janus kinase.
Adapted with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Myeloproliferative Neoplasms. V.2.2025. © 2025



Current JAK Inhibitor Landscape

JAKI Ruxolitinib Fedratinib Pacritinib Momelotinib

JAK2, JAK1 (less),
Targets JAK1, JAK2 FLT3, TYK2, many
others

JAK2, IRAK1, FLT3,

ACVR1 JAK1, JAK2, ACVR1

Intermed or high-risk
Indication  MF with platelets

Intermed or high-risk

IEMZE2 O M-I | b o platelets

Approved for MF

55 0 k MF wi th pl a <50k patients with Anemia
Less cytopenia- Less cvionenia-
Clinical Hematologic toxicities  inducing : cYIop
: : L . N inducing
practice Hematologic toxicities Gl toxicities Gl toxicities :
: : . : Rare peripheral
points Monitor thiamine Monitor QTc
neuropathy

Monitor for bleeding

Verstovsek et al NEJM 2012, Pardananni et al. JAMA Oncology 2015, Mascarenhaas et al. JAMA Oncology 2018,
Verstovsek et al Lancet 2023



Momelotinib and Pacritinib Inhibit ACVR1

BMP2, BMP6 — (@7

Hepatocyte
cellular
membrane

o Serum iron,
1 Hepcidin — hemoglobin,
erythropoiesis

20,
o
S
o

Chronic inflammation also drives hyperactivation
of ACVR1, elevated hepcidin , dysregulated iron
metabolism, and anemia of MF34

ACVR1, activin A receptor type 1; BMP, bone morphogenetic protein; EPOR, erythropoietin receptor; JAK, Janus kinase; MF, myelofibrosis; MPL, myeloproliferative leukemia
protein; SMAD1/5, mothers against decapentaplegic homolog 1/5; STAT, signal transducer and activator of transcription.

1. Chifotides HT, et al. J Hematol Oncol. 2022;15(1):7. 2. Verstovsek S, et al. Future Oncol. 2021;17(12):1449-1458. 3. Asshoff M, et al. Blood. 2017;129(13):1823-1830. 4. Oh
ST, et al. Blood Adv. 2020;4(18):4282-4291.



Pacritinib: Phase 3 Trial PERSIST -2
Pacritinib 400 mg QD or 200 mg BID vs BAT (Including JAK1/2 Inhibitors) in MF 1

In this phase 3 trial, 200 mg BID was also tested for potentially improved
tolerability, given PK modeling data demonstrating increased daily systemic
exposure with lower maximum concentration vs 400 mg QD?

Key Eligibility Pacritinib
Criteria {lpaal B  400mgQD

A PMF, PET-MF, PPV-MF Randomization . ]
A Intermediate- or high-risk N=311 Coprimary endpoints

disease N — Pooled pacritinib arms vs BAT
A Moderate-to-severe Stratification at —— SSVR 035% by MRI/CT
thrombocytopenia at randomization 200 mg BID JO50% redd8Fi on in

baseline9dO1(d Z Rebound platelet ITT-efficacy population,d baseline
A No exclusion for Hgb levels count? to week 24

or RBC-TD écD;IeZS?arlilch?;e%?]ry B BAT® including
A Prior JAK1/2 inhibitors Qe g JAK1/2 inhibitors

allowed

~40% of patients had baseline PLT < 50K

1. Mascarenhas J, et al. JAMA Oncol. 2018;4:652-659. 2. Al-Fayoumi S, et al. Blood. 2013;122;4080.



PERSIST-2: Spleen/Symptom Response

ITT Population Patients With Platelets <50 x109/L
SVR O0B5%050% reduction %n modiSfViReddBBYS O50% reduction #?2n modi fied TSS
Week 24 P=0.004 Week 24
P=0.001
30/
PAC 200 mg BAT PAC 200 mg BAT PAC 200 mg BAT PAC 200 mg BAT
BID BID BID BID

The proportions of patients with much improved or very much improved
scores were 57% with pacritinib 200 mg BID versus 28% with BAT

aExcludes individual symptom score for tiredness from MPN-SAF TSS v2.0; utilized in pivotal trials for other JAK inhibitors.
BAT, best available therapy; BID, twice daily; ITT, intention-to-treat; MPN-SAF, myeloproliferative symptom assessment form; PAC, pacritinib; SVR, spleen volume reduction; TSS, total symptom score.
1. Mascarenhas J, et al. JAMA Oncol. 2018;4:652-659. 2. Data on File. CTI Biopharma Corp. Pacritinib Clinical Overview.



Adverse Reactions PAC 20_0 mg BID
n=106

Any-grade AEs in >15% of patients in either arm, %

Diarrhea
Thrombocytopenia
Nausea

Anemia

Peripheral edema
Vomiting

Fatigue

Grade O3 AEs in >5% of patients in
Thrombocytopenia
Anemia
Neutropenia
Pneumonia

Anemia
Thrombocytopenia
Pneumonia

Congestive heart failure

Mascarenhas J, et al. JAMA Oncol. 2018;4:652-659.

Adverse Events

48 15
34 24
32 11
24 15
20 15
19 5
17 16
32 18
22 14
7 5
7 3
8 3
6 2
6 4
4 2

Diarrhea with pacritinib most often occurred during
weeks 1-8, was manageable, and resolved within 1-2
weeks

Neurological AEs and opportunistic infections rarely
reported with pacritinib

Grade 23 Events (Pooled 2)

m PAC 200 mg

Bleeding BID

Cardiac

Safety outcomes with pacritinib were similar for those
with <50x10 °/L vs 50-100x10°/L platelets at baseline



PAC203: Spleen and Symptom Response Across
Doses (Evaluable Population, Week 24)

Spleen Volume Change at Week 24 by Dose

80 4 m <50x109/L
60 - m>/=50x10%L

20 A

0 -
-20 - qquee ™
40 4

Baseline platelet count

0%

100 mg QD

100 mg BID 200 mg BID

TSS Change at Week 24 by Dose

X 100 -

<

£

3 40

(4]

o]

£

[o]

=

> -60

E -80 -

S -100
® 100 -
¢ 80 -
S 60
3 40
3 28 .
- ]
S -204
w40
o -60 -
E -80 -
S -100 -

Basealine platelet count
W <50x10%L
W =50x10%L

100 mg QD

100 mg BID 200 mg BID
Pacritinib dose arm

BID, twice daily; QD, once daily; SVR, spleen volume reduction.
Gerds AT, et al. Blood Adv. 2020;4:5825-5835.

Evaluable SVR in
patients with severe 0
thrombocytopenia 3 1 Y0
(<50x109/L) at baseline
treated with 200 mg BID

TSS analyzed as a continuous variable:
Deeper reductions with 200 mg BID

100mg QD 100mg BID 200 mg BID




Transfusion Independence (T1): Analysis of PERSIST -2

T1 Conversion Rate

Pacritinib BAT P_value
N=41 N=43

37% 7% 0.001

T1 conversion better on pacritinib than
BAT, including patients receiving
erythroid support agents as BAT

A Erythroid support agents were
prohibited on the pacritinib arm

Percentage of Patients

95% CI upper bound

Rate of Tl (Gale criteria) through Week 24

100

70

60

50 +

40

30—

20

10

= Pacritinib 200 mg BID
= BAT

o BAT=Erythroid support
]
]
]
:
P=0.001 '
M !
]
]
]
]
]
] —
]
]
— ]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
]
1
Overall Excluding PLT <50 JAK2 JAK2
41 PAC, recent RUX AB <50% AB O50%
43 BAT, 23 PAC 25 PAC 26 PAC 9 PAC
11 BAT=ES 33 BAT 26 BAT 25 BAT 9 BAT

AB=allele burden; BAT=Dbest available therapy; ES=erythroid support; JAK=Janus associated kinase; PAC=pacritinib; PLT=platelets; recent RUX=no ruxolitinib in prior 30 days; Tl=transfusion independence.

Oh ASH 2022



Platelet Response in Pacritinib-Treated Patients with Cytopenic Myelofibrosis:
a Retrospective Analysis of PERSIST-2 and PAC203 Studies

Pankit Vachhani,! Abdulraheem Yacoub,? Elie Traer,? Lina Benajiba,** Francesco Passamonti,® Ashwin Kishtagari,” Mojtaba Akhtari,® James McCloskey,® Sarah Buckley,'® Purvi Suthar,!® Karisse Roman-Torres,'° John Mascarenhas!!

10' Neal Comprehensive Cancer Center, University of Alabama, Birmingham, AL; 2The University of Kansas Clinical Cancer Research Center, Leawood, KS; 30regon Health & Science University, Portland, OR; Centre d'Investigations Cliniques, INSERM CIC 1427, Université Paris Cité, APHP, Hépital Saint-Louis, Paris,
France; SINSERM UMR 944, Institut de Recherche Saint-Louis, Paris, France; ®Universita degli Studi di Milano; Fondazione I.R.C.C.S. Ca’ Granda Ospedale Maggiore Policlinico, Milano, Italy; ’Division of Hematology & Oncology, Vanderbilt Ingram Cancer Center, Nashville, TN; 8Loma Linda University Cancer Center,
Loma Linda, CA; %John Theurer Cancer Center, Hackensack University Medical Center, Hackensack, NJ; 1°CTI BioPharma Corp., a Sobi company, Seattle, WA; !1Tisch Cancer Institute, Icahn School of Medicine at Mount Sinai, New York, NY

Figure 1. Mean change in platelet count from baseline over time on pacritinib
200 mg BID among HI-P responders vs non-responders, PERSIST-2 & PAC203
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0 4 8 12 16 20 24 36 48 60 72
Weeks
N
Responder 19 17 12 15 9 8 12 7 4 1 0
Non-Responder 98 87 50 72 44 40 45 28 13 8 1
Please note: assessment every 12 weeks after week 24.

19% of pacritinib treated patients on PAC203 and
PERSIST-2 trials experience an improvement in platelet

counts
Vachhani P et al. ASH 2023:Abstract 4554



