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Come facciamo la diagnosi di trombocitemia essenziale
(criteri WHO)

* Piastrinosi (conta piastrinica = 450 x 10°/L)

* Proliferazione eccessiva di megacariociti nel midollo

* Esclusione di altre neoplasie mieloidi

 Presenza di una mutazione somatica di JAK2, CALR o
MPL



Il nostro approccio alla diagnosi differenziale di
trombocitosi

( PLT count > 450 x10%L \

CBC count
Examination of peripheral blood smear
CRP & body iron status
BCR-ABL 1 rearrangement
\ JAK2/CALR/MPL mutation status )

Presence of JAK2 (V617F), Absence of JAK2 (V617F),
or a CALR exon 9 indel, or CALR exon 9 indels, and
MPL exon 10 mutations

Iron deficiency and/or
an MPL exon 10 mutation

inflammatory state

These patients have no evidence of

Reactive thrombocytosis Diagnosis of essential thrombocythemia
(o be re-evaluated is probable but bone marrow biopsy reactive thrombocytosis and are triple
following treatment of the (H&E or Giemsa, Gomori, and Perls negative, that is, negative for canonical
underlying disorder) staining) is required to confirm it, mutations in the 3 driver genes. They
excluding other myeloid neoplasms include: (i) cases of essential
(e.g., polycythemia vera, primary thrombocythemia associated with
myelofibrosis, myelodysplastic noncanonical somatic mutations of
syndromes, or the myelodysplastic/ MPL (outside exon 10); (ii) subjects
myeloproliferative neoplasm with ring with hereditary thrombocytosis
sideroblasts and thrombocytosis) attributable to germline mutations of
JAK2, MPL or THPO; (iii) individuals

with nonclonal disorders

Rumi & Cazzola. Blood. 2016 Nov 17;128(20):2403-2414



Geni mutanti nella trombocitemia essenziale

No.

3816

JAK2
(V617F)

557
68%

CARL MPL MPL . Triple

. . noncanonical .

indel mutation . negative
mutation

221 34 4 89

27% 4% 0.5% 11%

Clinica Ematologica, Pavia



Il nostro approccio alla diagnosi differenziale di

trombocitosi

PLT count > 450 x10%L

CBC count
Examination of peripheral blood smear
CRP & body iron status
BCR-ABL 1 rearrangement
JAK2/CALR/MPL mutation status

Iron deficiency and/or
inflammatory state

Reactive thrombocytosis
(to be re-evaluated
tfollowing treatment of the
underlying disorder)

Presence of JAK2 (V617F),
or a CALR exon 9 indel, or
an MPL exon 10 mutation

Diagnosis of essential thrombocythemia
is probable but bone marrow biopsy
(H&E or Giemsa, Gomori, and Perls

staining) is required to confirm it,
excluding other myeloid neoplasms
(e.g., polycythemia vera, primary
myelofibrosis, myelodysplastic
syndromes, or the myelodysplastic/
myeloproliferative neoplasm with ring

\sideroblasis and 1hr0mbocytosis))

Absence of JAK2 (V617F),
CALR exon 9 indels, and
MPL exon 10 mutations

These patients have no evidence of
reactive thrombocytosis and are triple
negative, that is, negative for canonical
mutations in the 3 driver genes. They
include: (i) cases of essential
thrombocythemia associated with
noncanonical somatic mutations of
MPL (outside exon 10); (ii) subjects
with hereditary thrombocytosis
attributable to germline mutations of
JAK2, MPL or THPO; (iii) individuals
with nonclonal disorders

Rumi & Cazzola. Blood. 2016 Nov 17;128(20):2403-2414



Perché facciamo la biopsia ossea: diagnosi differenziale
tra trombocitemia essenziale e mielofibrosi prefibrotica

Rumi & Cazzola. Blood. 2017 Feb 9;129(6):680-692



Perché facciamo la biopsia ossea: diagnosi differenziale tra trombocitemia
essenziale e neoplasia mielodisplastica/mieloproliferativa con sideroblasti ad
anello e trombocitosi
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Il nostro approccio alla diagnosi differenziale di

trombocitosi

PLT count > 450 x10%L

CBC count
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JAK2/CALR/MPL mutation status
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is probable but bone marrow biopsy
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staining) is required to confirm it,
excluding other myeloid neoplasms
(e.g., polycythemia vera, primary
myelofibrosis, myelodysplastic
syndromes, or the myelodysplastic/
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sideroblasts and thrombocytosis)

( Absence of JAK2 (V617F), \

CALR exon 9 indels, and
MPL exon 10 mutations

These patients have no evidence of
reactive thrombocytosis and are triple
negative, that is, negative for canonical
mutations in the 3 driver genes. They
include: (i) cases of essential
thrombocythemia associated with
noncanonical somatic mutations of
MPL (outside exon 10); (ii) subjects
with hereditary thrombocytosis
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Trombocitemia essenziale: geni mutanti e loro rilevanza
clinica

JAK2 (V617F): presente nel 60-65% dei pazienti
— Rischio piu elevato di complicanze tromboemboliche

 CALR: mutazioni dell’esone 9 nel 20-25% dei pazienti
— Rischio piu elevato di progressione a mielofibrosi

 MPL: mutazioni dell’esone 10 nel 4-5% dei pazienti

e Circail 10% dei pazienti non hanno mutazioni di JAK2, CALR o MPL
(cosiddetti pazienti tripli negativi)
— Decorso clinico indolente (favorevole)
— (Trombocitosi ereditarie)



Predisposizione genetica sviluppare una neoplasia
mieloproliferativa
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Trombocitosi ereditaria (mutazioni costitutive —
ereditarie- di JAK2 o MPL)
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