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Limitations with Ruxolitinib-Based Treatment in MF



Criteria for ruxolitinib failure used in the re-analysis of the JAKARTA-2, 

PAC203, and FREEDOM trials (adapted from Bose P., Verstovsek S. Hemasphere, 2020;4:E424)

Relapsed
Ruxolitinib for ≥3 months with spleen regrowth (defined as <10% SVR or <30% decrease in spleen size by palpation 

from baseline) following an initial response*

Refractory Ruxolitinib for ≥3 months with <10% SVR or <30% decrease in spleen size by palpation from baseline

Intolerant

Ruxolitinib for ≥28 days complicated by development of RBC transfusion requirement (≥2 units/month for two 

consecutive months);

or grade ≥3 thrombocytopenia, anemia, hematoma/hemorrhage or other, non-hematologic adverse events while on 

ruxolitinib

*Response is defined as ≥35% reduction in spleen volume from baseline or ≥50% reduction in spleen size for baseline sizes >10cm 

below LCM, a non-palpable spleen for baseline spleen sizes between 5cm and 10cm below LCM, or not eligible spleen response for 

baseline spleen <5cm below LCM (Harrison CN. et al. Am J Hematol, 2020;95:594-603).

LCM, left costal margin; RBC, red blood cell; SVR, spleen volume reduction.

Claire N. Harrison, et al. ASH 2023, #2355



Where to Go from Here? (allogeneic SCT excluded!) 



Secondline JAKi - Fedratinib

Claire N. Harrison, et al. ASH 2023, #3204

Efficacy and Safety of Fedratinib in Patients with MF Previously Treated with 

Ruxolitinib: Results from the Phase 3 Randomized FREEDOM2 Study
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Secondline JAKi - Momelotinib
Verstovsek et al Front Oncol 2021

Results from the Momentum of Momelotinib (MMB) 

Versus Danazol (DAN) in Symptomatic and Anemic MF 

Patients Previously Treated with a JAKi

Verstovsek S, et al. Lancet. 2023.



Secondline JAKi - Momelotinib

RBC Transfusion Independence Is an Independent Predictor of Survival: A Post Hoc 

Time-Dependent Analysis of the Phase 3 Simplify-1, Simplify-2, and Momentum Trials

Vikas Gupta, et al. ASH 2023, #3188



• Pacritinib has demonstrated clinical 
benefit at the recommended dose of 
200 mg BID in patients with cytopenias 
in the Phase 2 dose-finding PAC203 and 
Phase 3 PERSIST-2 studies

• Patients with baseline platelets < 50 x 
109/L treated with pacritinib 200 mg 
BID in PERSIST-2 and PAC203 or BAT in 
PERSIST-2 were included in a 
retrospective analysis

Baseline characteristics (pacritinib 200 

mg BID)
N = 71

Median platelet count, 109/L 30

Platelet transfusion dependent, n (%) 13 (18)

Prior JAKi, n (%) 45 (63)

10

Mascarenhas J, et al. Blood. 2021;138:3640.

Some AEs (all grades) N (%)

Thrombocytopenia 23 (32)

Any grade bleeding 49 (58)

Grade ≥ 3 bleeding 11 (16)

Grade ≥ 3 cardiac AE 6 (9)

Secondline JAKi - Pacritinib



Combination Therapy

David Lavie et al. ASH 2023, #623

BMS-986158, a potent BET inhibitor, in combination with Rux or Fedratinib

in patients with Int- or high-risk MF: updated results from a phase 1/2 study
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Combination Therapy

Minghui Duan et al. ASH 2023, #4578

The Efficacy and Safety of Selinexor in Combination with Rux in Rux-Treated

MF Patients: the Interim Analysis of a Prospective, Open-Label, Multicenter, 

Parallel-Cohort, Phase 2 Study
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Non-JAKi Therapy - Imetelstat

Mascarenhas J, et al. J Clin Oncol. 2021



Non-JAKi Therapy - Imetelstat

A Randomized Open-Label, Phase 3 Study to Evaluate Imetelstat (GRN163L) Versus BAT 

in Patients with Int.-2 or High-risk MF Relapse / Refractory to JAKi
Protocol GRN163LMYF3001



Non-JAKi Therapy – PIM1 Kinase-i

Phase 1/2 Study of TP-3654: Preliminary Data Showed Clinical Activity and Cytokine 

Reductions in Patients with Relapsed/Refractory MF

Lindsay A.M. Rein et al. ASH 2023, #626
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