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Rethinking Risk Stratification and Treatment 
Goals

Low Risk
No prior thrombosis 

AND

Age <60

High Risk
Prior thrombosis 

OR

Age >60

Phlebotomy to hematocrit <45%

+

Low dose aspirin

Phlebotomy to hematocrit <45%

+

Low dose aspirin

Cytoreductive Therapy

+

Monitor for indications for 
cytoreductive therapy

Tefferi A, et al. Am J Hematol 2020; 95: 1599-1613

Other factors:

• Leukocytosis (or NLR)

• JAK2 allele frequency 

• CV risk factors

• Symptoms

• Risk of progression, age

• (Other mutations?)

Aggressive cardiovascular 
risk modification



3Winship Cancer Institute | Emory University

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

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.  
Grunwald MR, et al. Clin Lymphoma Myeloma Leuk. 2018;18(12):788-795  
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Hydroxyurea Resistance Predicts Inferior OS 
and Risk of Progression

Alvarez-Larran A, et al. Blood 2012;119(6):1363-9.   NCCN MPN guidelines, Version 2.2026
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Rusfertide Provides Effective Hematocrit 
Control in Patients with PV

Responder = absence of phlebotomy eligibility 
(confirmed Hct ≥45% and ≥3% higher than baseline 
Hct OR Hct ≥48%), no phlebotomies, and completion 
of Part 1a.

Ritchie EK, et al. Blood. 2023; 142 (Supplement 1): 745
Kuykendal A, et al. J Clin Oncol 43, LBA3 (2025)



6Winship Cancer Institute | Emory University

Ropeginterferon Provides Effective Long-term 
Hematologic Control 

Gisslinger H, et al. Lancet Haematol  2020;7(3):e196-e208

Discontinuation at 5 years

Hydroxyurea 25.0%

Ropeginterferon 26.3%
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Moving Beyond Hematocrit Control: 
Ropeginterferon Provides Evidence of Disease Modification 
in PV

Gisslinger H, et al. Lancet Haematol. 2020; 7:e196-208.  Gisslinger H, et al. Leukemia. 2023; 37:2129-2132. Kiladjian J, et al. HemaSphere. 2025;9:e70137
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Ropeginterferon Demonstrates Superior Molecular 
Response which Correlates with EFS

At 6 years Hydroxyurea Ropeginterferon

Molecular 
Response

19.4% 66.0%

Median JAK2 
V617F allele 
burden

50.4% 
(baseline 39.4%)

8.5% 
(baseline 37.3%)

Gisslinger H, et al. Lancet Haematol. 2020; 7:e196-208.  Gisslinger H, et al. Leukemia. 2023; 37:2129-2132. Kiladjian J, et al. HemaSphere. 2025;9:e70137
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Ruxolitinib is Effective in Patients with 
Resistance/Intolerance to Hydroxyurea

Vanucchi AM, et al. N Engl J Med 2015;372:426-35
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Ruxolitinib Highly Effective at Controlling 
PV-Related Symptomatology

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

• CR rate: 46% vs. 23% with BAT (ORR 97% vs. 93%) 

Harrison CN, et al. J Clin Oncol. 2023 Jul 1;41(19):3534-3544.
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Molecular Response Observed with 
Ruxolitinib and Correlates with EFS

• 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.
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Many Novel Agents are Under Development in 
MPNs

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


