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Elucidation of mechanism of activation of JAK2 in myeloproliferative disease
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i o _ Novel mutation of myeloproliferative neoplasm wituout JAK2/TPOR mutation was
identified, however its mechanism of pathogenesis was unknown. Our reserch revealed that TPOR was
despensable in the pathogenesis of MPN with CALR mutation, and it induced activation of JAK-STAT

pathway .
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”Next generation sequence to Next generation targeted therapy”
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Hematol, 2013)
2. CALR _ JAK2-STATS
JAK2-STATS
Wt del-CALR Ba/F3-TPOR
JAK2V617F Ba/F3
GSEA
3. CALR C 50
CALR C CALR
o JAK2-STATS
Ba/F3-TPOR-wt-CALR
Ba/F3-TPOR-del-CALR FLAG wt-CALR
del-CALR
4. Wt del-CALR Ba/F3-TPOR



(400

) 0.2, 1, 5uM 2
1. SOCS1,3, SHP2, SHIP, LNK, CBL JAK2
2. GSEA del-CALR Ba/F3-TPOR myc hypoxia
MPD
3. del-CALR actin-related protein 3 [Mus musculus]

4. Sanguinarine(Na/K/Mg ATPase inhibitor), Dequalinium(K channel inhibitor)
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