How can the mutational profile in myeloproliferative neoplasms (MPN) help to
inform diagnosis and prognosis?
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Driver mutations can play important roles in MPN, and characterization of the mutational
profile of each patient is essential to better understand the disease. For example, some
reports suggest that patients with primary myelofibrosis who lack one of the three
classic driver mutations – referred to as ‘triple-negative’ patients – have an adverse
prognosis compared to patients who have one or more of these mutations. 1-4 As an
additional example, patients with essential thrombocythemia (ET) due to CALR
mutations have a different thrombosis risk than those who have JAK2 V617F
mutations.5 Moreover, an alternate diagnosis may be considered if patients with
Philadelphia chromosome-negative MPN lack one of the three classic driver mutations
that are associated with this disease.
Still, it is important to remember that multiple mutations generally occur within these
malignant cells. For example, approximately one-fourth of patients with ET have a
second or third mutation, and about 35% of patients with polycythemia (PV) and ET
have a second, third, or fourth mutation.6,7 Thus, the mutational profile of each patient
must be considered in whole prior to developing a definitive treatment plan.
For more information on MPN driver genes and the importance of molecular
genetic testing, please view the full newsletter by clicking here.
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