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Myelofibrosis (MF), including primary MF (PMF), post-essential thrombocythemia MF (post-ET/MF), 

and post-polycythemia MF (post-PV/MF), is a progressive myeloid neoplasm characterized by clonal 

ineffective hematopoiesis, extramedullary hematopoiesis, a reactive bone marrow environment 

resulting in reticulin deposition ad fibrosis, and a propensity toward leukemia transformation. 

Although the identification of driver mutations in JAK2, CALR, and MPL has contributed to a better 

understanding of disease pathogenesis, implicating near-universal upregulation of JAK-STAT 

signaling, and has led to the development of the targeted therapy for MF, the JAK2 inhibitors. 

Although the clinical development and approval of ruxolitinib and fedratinib have been achieved, use 

of these medication is limited by their side effects including anemia and thrombocytopenia. Recently, 

for thrombocytopenic patients who were a group of patients with a significant unment clinical need, 

pacritinib was approved for patients with thrombocytopenia (baseline platelet count <50x109/L). 

Momelotinib showed significant improvements in anemia measures as well as MF-associated 

symptoms and spleen size compared with danazol in symptomatic and anemic patients with prior JAK 

inhibitor exposure. Although the remarkable development for JAK inhibitors, medical needs to modify 

the natural course of the disease remain. Therefore, many novel treatments are in clinical development. 

Agents targeting BET protein, anti-apoptotic protein Bcl-xL, and phosphatidylinositol-3-kinase delta 

have been studied as combination with a JAK inhibitor in the frontline and ‘add-on’ approaches to a 

JAK inhibitor in the second line. In addition, several investigational agents are being studied as 

monotherapies in ruxolitinib-resistant or ineligible patients.  

Herein, I review several new MF treatments in advanced stages of clinical development and treatment 

options for cytopenic patients.  

 

 

 


