EfEAXFZZHMBHRI NI U
Keio Associated Repository of Academic resouces

Title

IVAORIFUZERMAD) EBRILE N L 8B EEEEMNIER O REMRF O FH

Sub Title

Analysis of the onset mechanism of myeloproliferative neoplasm through the phosphorylated
erythropoietin receptor

Author

%#, % < &(Tago, Megumi)

Publisher

Publication year

2020

Jtitle

REHRBEHBSHMERRERSESE (2019.)

JaLC DOI

Abstract

FO O FF—HIAKRO RZEK (V617F) HMEMEHEIBEMER (MPN) OREEEFELTEH
BTN, JARODREZEEZNIMPNERET D ANZAAICRFALIN ZV, ZFRTE. JAK
RERKNFTEIDHERRICE, TUAORIF ZEK (EpoR)
OHRBANVETHDEZRBH LU, £z, EpoRMDY343, Y460, Y464DIEDOF OV HED
D2 BALD . BERFSTATSO U VB{EEN LT, BEBRIAZITFINEFETBE2HS
AICU7e —%. EpoRDY401D U BALIE, MERFCISHREEL . JAKRZEREFICLDRN A
UOFINEEICHHTAREEEREL I,

A point mutant of tyrosine kinase JAK2 (V617F) was identified as a responsible gene for
myeloproliferative neoplasm (MPN). However, the molecular mechanism by which JAK2 V617F
mutant causes the onset of MPN has not yet been elucidated. In this study, we found that the co-
expression of erythropoietin receptor (EpoR) was required for JAK2 V617F mutant-induced cellular
transformation. We also clarified that the phosphorylation of three tyrosine residues in EpoR (Y343,
Y460, Y464) was essential for JAK2 V617F mutant-induced tumorigenesis through STAT5
activation. Furthermore, we found that CIS which is a negative regulator of the JAK-STAT pathway
interacted with phosphorylated EpoR at Y401 and prevented activation of STAT5 in the
transformed cells.

Notes

3R 28R (C) (—i)
WSS AR - 2017 ~ 2019
REES : 17K08286
MEDEH S TFIIEE

Genre

Research Paper

URL

https://koara.lib.keio.ac.jp/xoonips/modules/xoonips/detail.php?koara_id=KAKEN_17K08286seika

BRZZBAZEMERIRD MU (KOARA)ICEHE M TWLWAR OV TUY OEFER. ThThOEEE, FLFLFHRLRTECREL. TOERMGEFEEELCELST
REENTVET, 5|ACHLE> TR, BEFRELEZETLTIFALEZL,

The copyrights of content available on the KeiO Associated Repository of Academic resources (KOARA) belong to the respective authors, academic societies, or
publishers/issuers, and these rights are protected by the Japanese Copyright Act. When quoting the content, please follow the Japanese copyright act.



http://www.tcpdf.org

©
2017 2019

Analysis of the onset mechanism of myeloproliferative neoplasm through the
phosphorylated erythropoietin receptor

TAGO, MEGUMI

3,600,000
JAK2 (V617F) (MPN)
JAK2 MPN JAK2
(EpoR)
EpoR Y343 Y460, Y464 3 STATS
EpoR Y401 cIs JAK2
JAK2 (EpoR)
(MPN) EpoR Y343 Y460
Y464 STATS EpoR Y401 cIs

MPN

A point mutant of tyrosine kinase JAK2 (V617F) was identified as a
responsible gene for myeloproliferative neoplasm (MPN). However, the molecular mechanism by which
JAK2 V617F mutant causes the onset of MPN has not yet been elucidated. In this study, we found that
the co-expression of erythropoietin receptor (EpoR) was required for JAK2 V617F mutant-induced
cellular transformation. We also clarified that the phosphorylation of three tyrosine residues in
EpoR (Y343, Y460, Y464) was essential for JAK2 V617F mutant-induced tumorigenesis through STATS
activation. Furthermore, we found that CIS which is a negative regulator of the JAK-STAT pathway
interacted with phosphorylated EpoR at Y401 and prevented activation of STAT5 in the transformed
cells.
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