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The pathogenesis of myeloproliferative neoplasms induced by TET2 mutation

Shimoda, Kazuya

3,700,000
JAK2/TET2 2 JAK2
TET2 (MPN)
TET2 TET2
JAK2 MPN JAK2  MPN

Acquired mutations of JAK2 and TET2 are frequent in myeloproliferative
neoplasms (MPNs). We examined the individual and cooperative effects of these mutations on MPN
development. Recipients of JAK2V617F cells developed MPNs, and the addition of loss-of-TET2 worsened

this JAK2V617F-induced disease. In a serial competitive transplantation assay, JAK2V617F cells
resulted in decreased chimerism in the 2nd recipients, which did not develop MPNs. In contrast,
cooperation between JAK2V617F and loss-of-TET2 developed and maintained MPNs in the 2nd recipients
by compensatin? for impaired hematopoietic stem cell (HSC) functioning. Transcriptional profiling
revealed that loss-of-TET2 affected the expression of many HSC signature genes. We conclude that
loss-of-TET2 has two different roles in MPNs; one is as a disease accelerator, while the other is as
a disease initiator and sustainer in combination with JAK2V617F.
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