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Clinical spectrum of the disease

Gustav Heuck- 1879

two pts with massive splenomegaly, circulating

RBCs, increased WBCs and marrow fibrosis

Leukoerythroblastic blood film

Massive splenomegaly

cachexia

BM fibrosis

Anemia



 Highly heterogeneous disease phenotype

 Allogeneic stem cell transplant is the only curative option

 Problem oriented approach

 Conventional treatments are largely unsatisfactoy

MF patients have largely unmet clinical needs

Terapia



Terapia

Only CURATIVE approach: ALLOGENIC BONE MARROW TRANSPLANT



Passamonti F: “Stem cell transplant in MF: it’s time to personalize” 
Blood, 2019



Problematiche cliniche che richiedono un intervento terapeutico 

Passamonti F et al, Blood 2009

Mesa RA et al, Leuk Res 2009

Barbui T et al, Blood 2010



Clinicalneed Intervention
Anemia • Corticosteroids

• Danazol

• EPO (< 500 U/l)

• IMIDs

Splenomegaly • HU

• Cladribine

• JAKi

Splenectomy

Splenic irradiation

Extramedullary

hematopoiesis

• JAKi Radiation tp

Thrombotic events • ASA

• HU

• JAKi?

Constitutional symptoms • Corticosteroids

• JAKi

Risk of leukemic

transformation

None (HSCT)

Survival improvement • HSCT

• JAKi?

Approccio terapeutico «problem-oriented»

Barbui T et al, Blood 2010



Stratificazione rischio clinico: primo step per la decisione terapeutica

SCORE DI RISCHIO «CLINICI»: tutti i pz



International Prognostic scoring system (IPSS) Dynamic IPSS (DIPSS)





Karyotype-enhanced

Stratificazione rischio clinico: primo step per la decisione terapeutica

SCORE DI RISCHIO «MOLECOLARI» pz candidati a HSCT

Tefferi A et al, J Clin Oncol. 2018;36:1769-1770



Stratificazione rischio clinico: primo step per la decisione terapeutica

SCORE DI RISCHIO «MOLECOLARI» per la MF secondaria

Passamonti F, Leukemia 31, 2726–2731 (2017)



Tefferi A. Am J Hematol. 2021;96:145–62



JAK1/2 inhibitor Ruxolitinib

First JAKi approved for MF (2011 US, 2012 EU, 2013 Italia)

Verstovsek S, et al. N. Engl. J. Med. 2012;366(9):799–807

Harrison C, et al. N. Engl. J. Med. 2012; 366(9), 787–798



Ruxolitinib improves spleen size, symptoms and OS compared to placebo

(COMFORT-1 & updates)



5-years survival benefit of Ruxolitinib vs. placebo/BAT 

(COMFORT-1 and COMFORT-2)



Ruxolitinib treatment related toxicities

Barraco F et al, Br J Haematol. 2020 Dec;191(5):764-774



JAK2 & FLT3 inhibitor Fedratinib (US and EU approved)

Second JAKi approved for MF (2019 US, 2021 EU) as FIRST and SECOND line in MF

Clinical hold (2013-2017) for suspected fatal encephalopathy, including Wernicke encephalopathy 

Mullally A, Blood Adv. 2020 Apr 28;4(8):1792-1800



Fedratinib reduces splenomegaly and symptoms as 2 line therapy 

(JAKARTA-2) 

symptoms spleen volume

Change in total symptom score (A) and spleen volume (B) from baseline to end of cycle 6, according to reason for ruxolitinib discontinuation

35% reduction

50% reduction

Harrison C et al. Lancet Haematol. 2017 Jul;4(7):e317-e324.



Novel agents

Tremblay D, Mascarenhas J. Cells. 2021 Apr 27;10(5):1034.



Myelofibrosis: conclusions

MF is heterogenous in presentation and course

Risk startification requires molecular testing

Treatment is goal-oriented

JAKi therapy represented the first major advance in MF treatment

Patients have still largely unmeet clinical needs

Complications: thrombosis, therapy-related toxcities, risk of AML evolution


