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ABSTRACT
The recent discovery of mutations in the calreticulin (CALR) gene
had an important impact in the field of JAK2 V617F and MPL
unmutated essential thrombocythemia (ET) and primary
myelofibrosis (PMF). Currently, only 10-15% of ET and PMF patients
lack a recurrent mutation and are defined as “triple negative”.
In addition to their diagnostic value, that supported the inclusion
of the CALR mutation as a major diagnostic criterium in the
recommended revision of the WHO classification, mutations in the
CALR gene have resulted in a better understanding of the
phenotypic characteristics of patients along with greater accuracy
in prognostic stratification. In particular, several studies have pointed
to mutated CALR ET patients as being at lower risk of vascular
events compared to mutated JAK2 V617F and MPL, although a group
of triple negative patients appear to have the lowest rate of
thrombosis. On the other hand, patients with PMF harboring CALR
mutations have better overall survival than mutated JAK2 and MPL,
and particularly triple negative patients who demonstrate lower
survival rates. Mutated CALR patients had overall better disease
state than the others, with a lower risk of developing anaemia,
thrombocytopenia or leukocytosis. There may also be differences
between the two major types of CALR mutations, with type 1
(i.e. deletion of 52 bp) being associated with longer survival than
type 2 (i.e. insertion of 5 bp) in PMF in at least some studies. Overall,
the three phenotype driver mutations in JAK2, MPL and CALR are
providing valuable information for ET and PMF patients in terms of
disease presentation and progression as well as overall prognosis.
However whether this information can be translated into different
therapeutic approaches remains to be further explored.
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