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ABSTRACT
The discovery of mutations in the calreticulin encoding gene (CALR)
is a remarkable biological achievement, especially as it opens new
perspectives in the understanding of megakaryocytic proliferation
in JAK2-negative myeloproliferative neoplasms (MPNs). But if we
look on its impact in our everyday practice, maybe the impact of
this discovery is far from what we have experienced with the
discovery of the JAK2 V617F mutation in 2005. During the last 10
years, we learned a lot about the so-called “JAK2-negative” patients,
of whom the vast majority are indeed CALR-mutated:
• Their haemoglobin and white blood cells count are lower,
• They have a lower risk of thrombosis,
• They have a lower tendency to evolve from Essential
Thrombocythemia to Polycythaemia Vera
• Have a higher risk to develop myelofibrosis.
In terms of therapy, CALR mutations are potential targets for new
drugs.
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