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Current standard of care treatment
* JAK inhibitors

* Ruxolitinib, Momelotinib, (Fedratinib, Pacritinib)
* Allogeneic stem cell transplant
* (Supportive care)

* JAK inhibitors + Add on therapies
« BETi, MDM2i, XPO1
* (PeglFN, BCL2-BCL-XL inhibition, LSD1i, telomerase inhibitor)

* Anti-clonal therapies



JAK inhibitors — Mainstay of MF treatment

Cytokine

/1

N e Ruxolitinib (JAK1/2i)
u.j e * Works on the JAK signaling pathway,

Cromosn S (o irrespective of driver mutation status
A\ » Effective in reducing splenomegaly,
O ® symptoms and QOL
2
TN

* 5 year follow up confirms improved OS

Listed on PBS Australia since 2016 and only available therapy until April 2025

Nucleus STAT

ISRE

Harrison et al, 2012 NEJM
Verstovsek et al, 2017 J Haematol Oncol



JAK inhibitors — Mainstay of MF treatment

Reasons for
discontinuation

*  40% of patients discontinued ruxolitinib after 3

years

lack of response

* Discontinuation associated with acquisition of

B loss of response

additional mutations e.g. RAS pathway

B RUX-related adverse events

RUX-unrelated adverse events

e Risk of non-melanomatous skin cancers

] ] B blast phase
 Dose dependent anaemia and thrombocytopenia

O alloSCT in response

occurs frequently
Palendri et al. 2019. Cancer



Momelotinib
JAK1+2iand ACVR1/ALK2

Fedratinib
>300x more selective for
JAK2, FLT3i

*not licensed in Aust

Pacritinib
JAKZ2i, ACVR1i, FLT3j,
IRAK1i

*not licensed in Aust

JAK1
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Momelotinib: On PBS as 1st/2nd line treatment for patients with MF & anaemia <100g/L

(since 1 April 2025)

Inhibits JAK1, JAK2, and ACVR1 to address symptoms, spleen & anemia

EMPZ, EMPG

Hepatocyte
cellular
membrane

Serum iron,
Hepcidin § — hemoglobin,

erythropoiesis

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



Momelotinib: 3 Large phase 3 trials

SIMPLIFY-1 SIMPLIFY-2 MOMENTUM
Phase 3 trial, MMB vs RUX (N = 432) Phase 3 trial, MMB vs BAT (N = 156) Phase 3 trial, MMB vs DAN (N = 195)
Eligibility: Eligibility: Eligibility:
= MF untreated with JAK inhibitors « pMF pretreated with RUX = MF pretreated with JAK inhibitors
Results: Results: Results:
= SVR35: noninferior to RUX = SVR35: not superior to BAT = SVR35: 23% (vs 3% DAN; P = .0006)
(27% vs 29%; P = .011) (7% vs 6%:; P = .89)
’ » TSS50: 25% (vs 9% DAN; P = .0095
= TSS50: inferior to RUX (28% vs 42%; « TSS50: superior to BAT (26% vs 6%; ( )
P = .98) P = .0006) * RBC-TI: 31% (vs 20% DAN, 1-sided
= RBC-TI: 67% (vs 49% with RUX; « RBC-TI: 43% (vs 21% with BAT: P = .0064)
P < .001) P=.0012)
Mesa RA, et al. | Clin Oncol. 2017;35:3844-3850; Harrison CM, et al. Lancet Haematol. 2018;5:e73-281; Verstovsek 5, et al. Lancet. 2023;401:269-280.

Slide adapted from Beth Psaila



Momelotinib: Practicalities

* How to choose?

o Anaemic Side effects

o Symptomatic with sweats, massive & Neutropeniaand
spleen

thrombocytopenia
e How to switch? o Neurological
o (neuropathy,
o No need to taper from ruxolitinib to hypotension, dizziness)
momelotinib o GI
e Remember! o Infections

o Don'tstop abruptly



Allogeneic stem cell transplant

Criteria used to determine if a patient is a candidate for transplantation:

Criteria
Age Patient Spleen Disease features Molecular genetics Treatment
<70 years Performance Moderate size Portal hypertension Driver mutation Response with MTD ruxo
>70 years with long life Comorbidities Large size with good Portal vein thrombosis ASXL1 and TP53 Suboptimal/loss of
expectancy Preferences performance Thrombocytopenia Cytogenetics response to 1st or 2nd line

Disease-specific risk

PMF SMF PMF + SMF

DIPSS DIPSS/MYSEC-PM
Intermediate-2/high MYSEC-PM Low/intermediate-1

Intermediate-2/high
MIPSS70 MIPSS70
High Low/intermediate
Transplant-specific risk
with MTSS

Decision-making according to

risk, patient preferences, accessibility, and timing

Transplant

Kroger et al, blood

* Only curative treatment
* Decision to transplant is a complex one



Allogeneic stem cell transplant
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JAK + add on therapies

JAK inhibitors have
limited ability to lower
driver mutation allele
burden, bone marrow
fibrosis, or prevent
disease progression.



JAK + add on therapies
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Novel approaches in myelofibrosis, Hemasphere Koschmeider 2024



JAK + add on therapies (BETi)

Hematopoietic stem cell (HSC)

Oﬁ JAK inhibitors
Differentiation into

 BET inhibitor (Pelabresib) i BET — megakaryocytes

signaling SEnElng l /

Pro-inflammatory

! cytokines
T / NFkB target
Pelabresib \@X o

Telomerase

* NF-kB-mediated inflammation




JAK + add on therapies (BETI)

*MANIFEST-2 phase 3 study

*Pelabresib + ruxolitinib vs
placebo + ruxolitinib in JAK
inhibitor-naive patients with
myelofibrosis

*Key eligibility — DIPSS= Int-1,
peripheral blast <5%, plt
>100

*Similar baseline
characteristics

Screened
(N =559)

Randomized
(N = 430)

Excluded
(N =129)

Pelabresib + ruxolitinib (N = 214)

Treated (n = 212; 99.1%)
No treatment (n = 2; 0.9%)

Double-blind treatment discontinued
(n=58; 27.1%)
Adverse event (N = 23; 10.7%)
Physician decision, including lack of
benefit (N = 9; 4.2%)
Eligible for transplant (N = 8; 3.7%)
Disease progression (N = 5; 2.3%)
Other® (N = 13; 6.1%)

Double-blind treatment ongoing®

(n=154; 72.0%)

Rampal et al, 2025, Nature

Placebo + ruxolitinib (N = 216)
Treated (n = 214; 99.1%)
No treatment (n = 2; 0.9%)

Double-blind treatment discontinued
(n=54; 25.0%)

Adverse event (n =14; 6.5%)
Physician decision, including lack of
benefit (n = 20; 9.3%)

Eligible for transplant (n = 9; 4.2%)
Disease progression (n = 5; 2.3%)
Other® (n = 6; 2.8%)

Double-blind treatment ongoing®

(n =160; 74.1%)




Splenic response 3@

Change in spleen volume

Symptom response

from baseline at week 24 (%)

50 ¢

-100

Pelabresib + Placebo +
Primary endpoint ruxolitinib ruxolitinib | Pvalue
(N=214) (N =216)
Patients with spleen 65.9% 35.2%
response at week 24
Difference (95% ClI) 30.4% (21.6, 39.3) <0.001

M Pelabresib + ruxolitinib (n =171)

[ Placebo + ruxolitinib (n = 183)

200 ~
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Change in TSS from
baseline at week 24 (%)
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Probability of not having
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spleen response (%)

=— Pelabresib + ruxolitinib (N = 214)
= Placebo + ruxolitinib (N = 216)
O Censored

Number of patients at risk:
Pelabresib + ruxolitinib 214
Placebo + ruxolitinib 216

p d Pelabresib + Placebo +
eg sef:c;n ary ruxolitinib ruxolitinib | P value
endpoin (N =214) (N =216)
Patients with o o
TSS50 at week 24 52.3% 46-3%
Difference (95% Cl) 6.0% (-3.5, 15.5) 0.216

B Pelabresib + ruxolitinib (0 =184) [ Placebo + ruxolitinib (n = 193)
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24
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Time to spleen response (weeks)
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Pelabresib + ruxolitinib (N=214) Placebo + ruxolitinib (N=216)

TSS50 response: SVR35 response: TSS50 response:
112 patients (52.3%) 76 patients (35.2%) 100 patients (46.3%)

SVR35 response:
141 patients (65.9%)

Both SVR35
and TSS50:

Both
SVR35 and TSS50:
n=86
40.2%

n=40
18.5%

Safety

Most frequent serious adverse events were pneumonia (3.3% vs 2.8%)

Most frequent haematological AE was anaemia and thrombocytopenia

Most frequent non-haematological AE was diarrhoea, altered sense of taste (tx) and constipation (placebo)
Grade 23 TEAEs were lower for pelabresib-treated patients (49.1% vs 57.0%)

Greater reduction in fibrosis 18.8% vs 11.2% and inflammatory cytokines. Longer term data needed to assess
JAK2 V617F VAF



JAK + add on therapies (XPO1 inhibitor)

*Selinexor is an inhibitor of XPO1

' - % i Paseds O O O fNucIcar p53, p21, p27
¢ A p53 p21 | P CDK4/6

‘ 6/’_\ P27 |xs oMy
/ _ & Bcl-xL and Mcl-1

I"Nu( IearlkB S
= X~

]

|

1. Results in cell-cycle arrest
arrest & apoptosis . .
2. Decreased NF-xB signalling

3. Decreased activation of STAT pathway

[‘ MPN stem cell ]

« BM microenvironment

\\‘J *Broad use in MM and other tumours
& L e ® *Evaluated as monotherapy in JAK
\ \ / # increase refractory/intolerance in previously
Cytoplasm O $ Cytoplasmic AKT e & Decrease .
X & STAT phosphorylation C (” IARISTAT Sigoaling j « Normalization treated MF (ESSENTIAL) and in

treatment naive MF (XPORT-MF-044)




JAK + add on therapies (XPO1 inhibitor)

*Phase 1 (XPORT-MF-034) - Selinexor and ruxolitinib in treatment naive Myelofibrosis
 Favourable impact on spleen and symptoms

Overlap of SVR35 and TSS50 Symptom improvement at
response at Week 24 Week 24
SVR35 response TSS50 response Mean (SD) absolute change in TSS: -19 (14)
11714 (79%) 7112 (58%) Symptom score change from baseline

. Spleen-related symptom Cytokine-related symptom . Physical symptom

01
-25 1

s % =
<100 =

Mean (SD) % change from
baseline at Week 24

125

*At week 24, 5 patients (38%) had a VAF reduction 220%
*Reduction in cytokines were also seen and corresponded to spleen and symptom response



XPORT-MF-034 (XPO1 inhibitor)

Phase 3 double-blind

Selinexor 60 mg PO
> QW (RP2D)
s-1 + Ruxolitinib PO BID*
JAK inhibitor- | | ,.0ndomization
naive MF w/
stratification Placebo PO QW
l—’ + Ruxolitinib PO
BID?
o N e
—
Ongoing

Stratification Factors:

« Dynamic International Prognoestic Scoring System risk
category intermediate -1 vs. ntermediate -2 or high-risk

* Spleen volume <1800 cm’® vs. >1800 cm® by MRI/CT scan

« Bascline platelet counts 100-200 = 10°/L vs. =200 = 10°/L

XPORT-MF-034: A Phase 3 study to
evaluate selinexor + ruxolitinib vs
placebo + ruxolitinib in treatment-naive
patients with myelofibrosis

Key eligibility:

Inclusion: Splenomegaly >450cm3;
platelet count >100

Exclusion: >10% blasts in blood or
marrow; prior JAKi

Trial enrollment closed at OCR



JAK + add on therapies (Navtemadlin)

Nucleus

*MDM?2 is increased in ME which is a negative regulator of P53

*Navtemadlin (MDM2 inhibitor)

*Inhibiting MDM2 restores P53 function allowing it to kill cancer cells



JAK + add on therapies (Navtemadlin)

* BOREAS (Phase III) - Navtemadlin monotherapy vs best available therapy in patients with
relapsed/refractory MF with prior JAKi therapy

* Patients on navtemadlin (n =123) - 15% achieved an SVR35 at week 24 compared with 5%
(n =60).

* TSS50 rates at week 24 were 24% and 12%.
* Patients remained on navtemadlin for 1.5 years vs 6 months.

» At week 24, patients on navtemadlin (n =82) achieved a reduction of driver gene VAF of at least
50% at a rate of 21% compared with 12% (n=33)

Mascarenhas et al, 2024, ASH abstract



JAK + add on therapies (Navtemadlin)

* KRT-232-109 (Phase Ib/II) study - Addition of navtemadlin to ruxolitinib in patients who have a
suboptimal response to ruxolitinib

* Patients who received navtemadlin (n =19)

* Spleen volume reduction of 25% at week 24 achieved in 42% of patients and spleen volume
reduction of 35% at week 24 achieved in 32%.

* TSS50 at week 24 was 32%.

*These findings formed the basis of the following trial...

Mascarenhas et al, 2023, EHA abstract



JAK + add on therapies (Navtemadlin) - POIESIS study

RUXOLITINIB RUN-IN PERIOD

RANDOMIZED ADD-ON PERIOD

M=600 M=180
Mavtemadlin 240 mg QD Co-primary Endpoints:
3 — Davs 1-7/28- ) " nhyr o
Suboptimal Response P ;”F‘:_:L :[ ::l.i;i‘:-:‘l 'IZ’;';' cycle L:i :;Tr::}:-,};nsl-:ﬂgi;algﬁr;? _:2 I-.;?:::r- am
Patients With Ruxolitinib Monotharapy SVR »0% but <35% and E (n=1200 randomization bazeline and SVRES from
My‘elﬂfibrﬂsis who =18 weeks but <25 weeks TS5 reduction = 0% but = 50% ) : ! the pre-rumolitinib baseline (MRLCT
inhibi f treatme » B wienks Siratified t E scan central review)
HI'E.' JAK inhibitor “ :I'I;'I'-‘m"-_rr Flnh_d- ‘“_:1_: N JII_.-:L, :-I.': bl =20% w5 SYR =20% bur <35% g Placabo QD +  The proportion of subjects who achieve
nalve stable ruxolitinib dose TS5 =% BT <30% v& TSS =30% bl <5075 = Days 1-7/28-day cycle TE530 frorn the pee-randormization
Pkt = 20 mg B e = 20vg BAD o + HI..IIU-| Itlnib? baseline and 15550 from the pre
munalitini baseline [MFSAF v4.10)
[A=60)
Spleen or TSS Responders
EQS
and Refractory Non-responders

*Key eligibility *Key exclusion

|PSS intermediate-1, intermediate-2 or high *Blasts >10%

*Spleen >450
*Plt >100, WCC <50, ANC >1.5

*Currently recruiting at RPH and SGCH



Immunotherapy trials in MPN - a new horizon

Inhibitory mut-CALR antibody

- J

4 )

Anti-mutCALR bispecific antibodies

- /

4 )

CAR-T cell therapies
(pre-clinical phase)
b ) b & wrd

CAR-T cell
therapy




Discovery of the CALR mutation in 2013

Polycythemia Vera Myelofibrosis
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mutCALR-induced
TPO-R dimerization

NIRRT
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signaling
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NUCLEUS Oncogenic cell

proliferation Reis et al, Blood 2024




INCAO033989 inhibits TPO-R dimerization and signaling

mutCALR-induced se

'\
TPO-R dimerization
PLASMA MEMBRANE \

Anti-mutCALR

j\’-' antlbndg

e

CYTOPLASM
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. mutCALR\éé

NUCLEUS

Reis et al, Blood 2024



INCA33989 - Phase | CALR antibody trial

A
2,000 -
=
©
T 1,500
€
3 1,000 ’l‘
o
2
e et e 24 to 250 mg
e |l = L L T

I I I [ [
C3D15 C4D1 C4D15 C6D1  C6D15
(n=24) (n=23) (n=22) (n=19) (n=17)

31’5‘"’" Early data for the INCA33989 ESSENTIAL
§ 1 THROMBOCYTHEMIA (ET) cohort
>400mg

c1D1 C1D15 C2D1 C2D15 C3D1 C3D15 C4D1  C4D15 C6D1  C6D15
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3
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-100 Mascarenhas et al, EHA abstracts, 2025



Phase | CALR bispecific antibody trial

Schematic explaining mechanism of action: INJ-8B549968 is a T-cell rediracting bispecific
antibodythat recognizes the C03 antigen an T lymphocytes and CALRmut on an MPN clone.

Cytotoxic CD3' T cell

g )
*JNJ88549968 (Johnson & Johnson) @ " «
CD3—

*INCA035784 (Incyte)

Y CALRmut/MPL
tetrameric complex

” MPL CALRmut' MPL® MPN cell

Created with BioRender.com

Kuchnio et al, Blood abstract 2023



Phase | CALR bispecific antibody trial

INCA035784 (Incyte)

* Drug - 30 min infusion, every 2 weeks
* Potential side effects — Cytokine release syndrome, ICANS, cytopenias
* Key eligibility
* MF - int2 or high risk DIPPS, prev JAKi 212 weeks, <20% blasts (marrow), splenomegaly

* ET - High risk (>60 y.o or hx of thrombosis/major bleeding or plt >1500/1000 with evidence of
VWB)

 Atleast 1 prior line of treatment for MF or 2 prior lines for ET.

*Exclusion
* Plt <50, ANC <1

* Requires stopping current treatment for 5 half lives or 4 weeks

*Currently recruiting at SGCH/linear



Take home messages

* JAK inhibitors and allogeneic stem cell transplant remain standard of care
* Limited options for JAKi refractory patients

* Combination therapies show promise for improving symptom control and spleen
reduction, ?disease modification

* CALR immunotherapies are a novel treatment for MPN
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