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Covariate HR (95% CI) P value Points

Age at MF diagnosisa 1.07 (1.05-1.09) < .0001 0.15

Hb < 11 g/dL 2.3 (1.6-3.3 < .0001 2

PLT < 150 × 109/L 1.7 (1.2-2.5) .006 1

PB blasts ≥ 3% 2.9 (1.8-4.8 < .0001 2

CALR wild-type 2.6 (1.2-5.3) .001 2

Constitutional symptoms 1.5 (1.0-2.0) .03 1

a Continuous, 0.15 point/year.

Passamonti F, et al. Leukemia. 2017;31(12):2726-2731.MYSEC-PM 
Calculator: 

http://www.mysec-
pm.eu

Hb, hemoglobin; MYSEC-PM, Myelofibrosis Secondary to PV and ET-Prognostic 
Model; NR, not reached; PLT, platelet count; PB, peripheral blood; SMF, secondary 
MF.
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JAK2 inhibitors are not all the same
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CONCLUSIONI
-aumento del grado BMF è correlato a un livello più basso OS 

-riduzione delle dimensioni spleniche a W24 è correlata a una OS migliore 
negli studi COMFORT I e II

- la tp di prima linea con ruxolitinib è un predittore indipendente della 
risposta  splenica 

- pz con LGF e HGF hanno ottenuto benefici clinici da ruxolitinib, dai dati sulla 
risposta della milza, sull’OS e sulla PFS

- pz con LGF hanno maggiori benefici rispetto ai pz con HGF

-Inizio ruxolitinib subito dopo la diagnosi migliora i risultati

- risp splenica a w 24 per i pz con HGF > per chi iniziato la tp entro 2aa dalla 
diagnosi e dall'ultima biopsia



Ruxolitinib dose <20 mg bid 1 point

RBC transfusion at 3 and/or 6 months 1 point

Spleen reduction lenght <30% at 3 and 6 months 1.5 point

Need RBC transfusion at all timepoints 1.5 point

Low risk 0 points

Intermediate risk 1,1.5,2 points

High risk 2,5-4 points

RR6 MODEL





JAKARTA and JAKARTA2: study design and key eligibility criteria

Regulatory approvals of FEDR:

• United States approval in Aug 2019

• European Union approval in Feb 2021

Major FEDR clinical trials in MF:

• JAKARTA: Ph. 3, JAKi-naïve; completed   • FREEDOM: Ph. 3b, post-RUX; ongoing

• JAKARTA2: Ph. 2, post-RUX; completed • FREEDOM2: Ph. 3, post-RUX; ongoing

Key eligibility criteria Treatment phase

Fedratinib 400 mg 
(starting dose) 

N = 97

Patients could remain on drug until 
disease progression or unacceptable 

toxicity

• Age ≥ 18 years

• Primary, post-PV, or post-ET MF 
• Intermediate-1 (with symptoms), intermediate-2 or high-risk MF
• ECOG PS score 0–2
• Platelet count ≥ 50 × 109/L

• Received prior ruxolitinib for ≥ 14 days (resistant) or for any 
duration (intolerant) and discontinued ruxolitinib ≥ 14 days 
before starting fedratinib

• Age ≥ 18 years

• Life expectancy ≥ 6 months
• Primary, post-PV, or post-ET MF
• Intermediate-2 or high-risk MF 
• ECOG PS score 0–2

• Platelet count ≥ 50 × 109/L
• Palpable splenomegaly (≥ 5 cm below LCM)

Consecutive 28-day treatment cycles

Fedratinib 400 mg 
N = 96

Fedratinib 500 mg
N = 97

R
1:1:1

Patients randomized to placebo could 
crossover to fedratinib 400 mg or 500 

mg (R 1:1) after 6 cycles
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Patients benefiting from fedratinib 
after 6 cycles could remain on drugEO
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Spleen size and symptom scores 
assessed at BL and at the end 
of each cycle through EOC6
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Placebo
N = 96



JAKARTA and JAKARTA2: Spleen and symptom response rate
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Passamonti F. et al., Presented at the 25th Congress of the European Hematology Association (EHA), June 11–14, 
2020



JAKARTA: PFS and OS



JAKARTA2: PFS and OS



FREEDOM 

FREEDOM includes proactive strategies to mitigate potential safety concerns,
such as GI AEs, thiamine level decreases, and potential encephalopathy

(including Wernicke’s encephalopathy [WE])

EA MITIGATION STRATEGIES:

Assess the efficacy and safety of the JAK2 inhibitor, fedratinib, 
in patients with myelofibrosis previously treated with RUX

OBJECTIVE:

AE, adverse event; FREEDOM, A Trial of Fedratinib in Subjects With DIPSS, Intermediate or High-Risk Primary Myelofibrosis, Post-Polycythemia Vera Myelofibrosis, or Post-Essential Thrombocythemia Myelofibrosis and 
Previously Treated With Ruxolitinib; GI, gastrointestinal; MF, myelofibrosis; RUX, ruxolitinib; WE, Wernicke’s encephalopathy.
Gupta V. et al., ASH 2022 poster 1711



Fedratinib GI Mitigation Strategy















The primary endpoint was MFSAF TSS response 
rate at week 24, defined as the proportion of 
patients with a 50% or more reduction in mean 
MFSAF TSS over the 28 days immediately before 
the end of week 24 compared with baseline



In conclusion, treatment with momelotinib was associated with clinically
significant improvements in myelofibrosis-associated symptoms, anaemia
measures, and spleen size, with favourable safety compared with danazol
in symptomatic patients with anaemia and previous JAK inhibitor exposure.



Adult patients with primary or secondary myelofibrosis were eligible if they had intermediate-1, intermediate-
2, or high risk disease by the Dynamic International Prognostic Scoring System (DIPSS), platelet count less than 
or equal to 100 × 109 /L, and palpable splenomegaly 5 cm or larger below the left costal margin.

Patients were centrally randomized 1:1:1 via interactive web or voice response system to pacritinib 400 mg 
once daily, pacritinib 200 mg twice daily, or BAT; BAT included any physician selected treatment for 
myelofibrosis, symptom-directed treatment, or watch-and-wait





•
Pacritinib vs Best Available Therapy, Including Ruxolitinib, in Patients With Myelofibrosis: A Randomized Clinical Trial.Mascarenhas J, Hoffman R, Talpaz M, Gerds AT, Stein B, 
Gupta V, Szoke A, Drummond M, Pristupa A, Granston T, Daly R, Al-Fayoumi S, Callahan JA, Singer JW, Gotlib J, Jamieson C, Harrison C, Mesa R, Verstovsek S.JAMA Oncol. 2018 
May 1;4(5):652-659. doi: 10.1001/jamaoncol.2017.5818.

PERSIST 2 OS

https://pubmed.ncbi.nlm.nih.gov/29522138/


Conclusions 

The results of PERSIST-2 demonstrate the clinical benefit of pacritinib in 
patients with myelofibrosis and thrombocytopenia including those with 
prior JAK2i therapy

The benefit of pacritinib in terms of SVR and TSS reduction was 
observed in patients with baseline platelet count less than 50 × 109 /L 
and those with prior ruxolitinib treatment 

The pacritinib twice daily arm met both coprimary SVR and TSS 
reduction end points, and reduce grade and frequency of  
gastrointestinal toxic effects 

Clinical improvement in hemoglobin and reduction in transfusion 
requirements were also more frequent in patients who received 
pacritinib, particularly with twice-daily dosing



• FUTURO

Passamonti F, Harrison CN, Mesa RA, Kiladjian JJ, Vannucchi AM, Verstovsek S. Anemia in myelofibrosis: Current and emerging treatment options. Crit Rev Oncol Hematol. 2022 Dec;180:103862. doi: 10.1016/j.critrevonc.2022.103862. Epub 2022 Nov
1. PMID: 36332787.
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