EMORY

WINSHIP
CANCER
INSTITUT

vvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvvv
Comprehensive Cancer Center

Rethinking PV Management in 2026

Anthony Hunter, MD

Associate Professor

Leader, Myeloproliferative Neoplasm Program
Winship Cancer Institute of Emory University



Rethinking Risk Stratification and Treatment
Goals

Other factors:

Leukocytosis (or NLR)

LOW—RISk * JAK2 allele frequency High Risk

No prior thrombosis . Prior thrombosis
CV risk factors

AND OR
Symptoms

Age <60 . . Age >60
Risk of progression, age

(Other mutations?)

Phlebotomy to hematocrit <45% Phlebotomy to hematocrit <45%

. Aggressive cardiovascular .

risk modification
Low dose aspirin Low dose aspirin

Monitor for indications for Cytoreductive Therapy

cytoreductive therapy

Tefferi A, et al. Am J Hematol 2020; 95: 1599-1613 Winship Cancer Institute | Emory University



Real-World Data Demonstrates Inadequate Disease
Control in US Clinical Practice

Table 2. Treatment patterns.

Overall (N=5871)

High risk at diagnosis n=4185
First-line cytoreductive treatment,* n (%)
Hydroxyurea 2068 (49.4)
Ruxolitinib 182 (4.3) L
Anagrelide 47 (1.1) 90 -
Interferon/PEGylated interferon 2 (0.0) E . 80
Busulfan 3(0.1) £ ‘:_ 0
Radiophosphorus 1 (0.0 89
No pharmacologic cytoreductive treatment 1882 (45.0) 58
Low risk at diagnosis n=1686 sQ
First-line cytoreductive treatment, n (%) § ‘g‘
Hydroxyurea 480 (28.5) 22
Ruxolitinib 45 (27) 23
Anagrelide 12 (0.7) o
Interferon/PEGylated interferon 3(0.2)
No pharmacologic cytoreductive treatment 1146 (68.0) 0 -
HCT > 45% Uncontrolled WBC PLT
[632/1106] myeloproliferation > 10 x 109L > 400 x 109/L
[303/1106] [497/1106] [544/1106]
Had
‘ . High-risk suboptimal
I, B patignts response?
| received r
90%* t}:éjatar:;nl-t | pharmacologic 570/0? ;tt)ent:s of
¥ cytoreductive pharmacologic
treatment cytoreductive
treatment

Lyons RM, et al. Curr Med Res Opin. 2025 Jan;41(1):43-51. Grunwald MR, et al. Clin Lymphoma Myeloma Leuk. 2020; 20(4):219-225.
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Hydroxyurea Resistance Predicts Inferior OS
and Risk of Progression
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Definition of Resistance/Intolerance to Hydroxyurea 0.2-
1. Need for phlebotomy to keep hematocrit <45% after 3 months of at least 2 g/d of hydroxyurea, OR 3
2. Uncontrolled myeloproliferation (ie, platelet count >400 x 10%/L AND WBC count >10 x 10%/L) after 3 months of at 0.0
least 2 g/d of hydroxyurea, OR o s o g o U og
3. Failure to reduce massive* splenomegaly by >50% as measured by palpation OR failure to completely relieve A
symptoms related to splenomegaly after 3 months of at least 2 g/d of hydroxyurea, OR
4. Absolute neutrophil count <1.0 x 10%/L OR platelet count <100 x 109/L OR hemoglobin <10 g/dL at the lowest dose Resistance ===w=- Non resistance
of hydroxyurea required to achieve a complete or partial clinicohematologic response,t OR
5. Presence of leg ulcers or other unacceptable hydroxyurea-related nonhematologic toxicities, such as B 1.0
mucocutaneous manifestations, Gl symptoms, pneumonitis, or fever at any dose of hydroxyurea
0.8
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Alvarez-Larran A, et al. Blood 2012;119(6):1363-9. NCCN MPN guidelines, Version 2.2026



Rusfertide Provides Effective Hematocrit
Control in Patients with PV 100-

" 76.9%
o 80 - n=113
Polycythemia Vera Rusfertide Reduces Erythrocytosis 'g
Macrophage Hemat’;::%:: Macrophage e 8_ 60 -
45 | : N
Hematocrit Q
. Control (1'd 32.9%
i Ferroportin 0 0 Y 40— n=48
Ferroportin ioced} o
(open) °9 ( o { © Q N
* » of° Rusfertide °© 20 -
Low Hepcidin Hepcidin mimetic
N B < B
j > . 4 @ £ je 0 0-
L e
. % ¥ +5 Intent-to-Treat
Bone Marrow y o Y .
Bone Marrow Popu lation

}-’ Transferrin (TF) © Iron (Fe) p TF-FE @ Erythroblast & JAK2 e Red Blood Cell === Placebo (n=146)
mmm Rusfertide (n=147)

Responder = absence of phlebotomy eligibility
(confirmed Hct 245% and =23% higher than baseline
Hct OR Hct 248%), no phlebotomies, and completion

of Part 1a.
Ritchie EK, et al. Blood. 2023; 142 (Supplement 1): 745 o ) ) )
Kuykendal A, et al. J Clin Oncol 43, LBA3 (2025) Winship Cancer Institute | Emory University



Ropeginterferon Provides Effective Long-term
Hematologic Control

1004 -@- Ropeginterferon alfa-2b (n=95)
~®- Hydroxyurea (n=76)
90 -

80~ Discontinuation at 5 years

Hydroxyurea 25.0%

70
60
Ropeginterferon 26.3%

50

40

Proportion of patients (%)

30+

20

10

Gisslinger H, et al. Lancet Haematol 2020;7(3):e196-e208 Winship Cancer Institute | Emory University



Moving Beyond Hematocrit Control:
Ropeginterferon Provides Evidence of Disease Modification

in PV
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Ropeginterferon Demonstrates Superior Molecular
Response which Correlates with EFS

Hydroxyurea Ropeginterferon

Molecular 19.4% 66.0%
Response

Median JAK2 50.4% 8.5%

V617F allele (baseline 39.4%) (baseline 37.3%)
burden
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Ruxolitinib is Effective in Patients with
Resistance/lntolerance to Hydroxyurea

B Ruxolitinib W Standard therapy
70~ '
P<0.001 l
60.0
60— Odds ratio, 28.6 |
/ I
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Composite Primary =35% Reduction Hematocrit
End Point in Spleen Volume Control

Vanucchi AM, et al. N Engl J Med 2015;372:426-35
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Ruxolitinib Highly Effective at Controlling
PV-Related Symptomatology
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Beyond Hydroxyurea: Ruxolitinib Provides Benefit
Beyond Hematologic Control in PV

. C EFS
A Duration of CR
100 100 HR, 0.58 (95% CI, 0.35 to 0.94; P - .03)
HR, 0.38 (95% Cl, 0.24 to 0.61; P < .001)
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— BAT
— T
] 1 ] 1 ]
0 1 2 3 4 5
Time Since Random Assignment (years)
No. at risk: No. at risk:
BAT 51 17 8 3 0 0 BAT 87 68 65 41 33 10
RUX 62 38 27 20 9 1 RUX 03 81 72 62 53 19

* CRrate: 46% vs. 23% with BAT (ORR 97% vs. 93%)

Harrison CN, et al. J Clin Oncol. 2023 Jul 1;41(19):3534-3544. Winship Cancer Institute | Emory University 11



Molecular Response Observed with
Ruxolitinib and Correlates with EFS

A Change in JAK2 Raw Value at the Latest Time Point C EFS by Molecular Response at 12 Months
100 4
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-100 -
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Patients (n = 127) :; at risk:

PR

66 56 43 6 n
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24
* Molecular response (>50% JAK2 V617F VAF reduction): 56% vs. 25%

* PFS, EFS, and OS all correlated with molecular response at last
timepoint in total cohort and ruxolitinib-treated patients (not in BAT)

Harrison CN, et al. J Clin Oncol. 2023 Jul 1;41(19):3534-3544. Winship Cancer Institute | Emory University



Many Novel Agents are Under Development in

MPNs
Q="

P-selechn Anti-P-selectin mAB

Immunotherapy

Crizanlizumab

Anti-CALR-mutant

monoclonal antibodies
Anti-CALR-mutant vaccines

Inhibitory peptides

Monocyte Fibrocyt es\
(TGF-p) Normal HSC
Anti-fibrotic -_i
agents
PRM-151 TGF- [;1 i3 trap LOXL2 inhibitors
: AVID200 GB2064
Tumor micro- e
environment i-TGF-
and fibrosis NIS793

Anti-SLAMF7 mAB
Elotuzumab Elotuzumab

N /

Fubrocytes

SLAMF7__¢

SLAMF7-highn 4 6-neg
monocytes

IDH2 inhibitors
Enasidenib

Immunotherapy

CD123-targeted antibody
Tagraxofusp

HDM2 inhibitors
Navtemadilin

HSPZ0 inhibitors
PU-H71

PIM1 inhibitors
PIMD— " " Tp-3654

G1 CDK4/6 inhibitors
\CDK4/8 Abemaciclib
1
M Cell-cycle S
G2 T -‘7
JAK2VB17F
PIM1 inhibitors
TP-3654

Apoptosis

Chiftoides HT, et al. Clin Lymph, Myeloma, Leuk. 2022;22(4):210-223

BCL-2/BCL-xL inhibitors
Navitoclax

Signaling and
Proliferation

JAK inhibitors

LSD1 inhibitors
Bomedemstat

Telomerase

Inhibitor
Imetelstat

Pacritinib
Momelotinib/ k
®

@ ERK1/2 inhibitors
® Rineterkib

STA
MEK

inhibitors
Binimetinib

BET inhibitors
Pelabresib

Nuclear export |
inhibitors
Selinexor

PRMTS inhibitors
PRT543

HMAs
Azacitidine
Decitabine
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Key Points

* Decision to initiate cytoreduction should involve factors beyond age >60 and
history of thrombosis

* Rusfertide improves hematocrit control and restores iron levels with modest
symptom benefit

* Ropeginterferon and ruxolitinio demonstrate potential for broad disease
control beyond hematologic response

* Frequent molecular responses which correlate with EFS

 Therapeutic choice should be individualized based on a variety of patient and
disease-related characteristics

Winship Cancer Institute | Emory University 14



