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Analysis of the mechanism of myelofibrosis with Smad3 knock out mice
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We analyzed the mechanism of myelofibrosis with TEL-Lyn fusion gene and
Smad3 knockout mouse. In vitro study using leukemia cell line and TEL-Lyn fusion gene failed to show
overexpression of TGF-b. We are planning TGF-b expression analysis with iPS cell derived
megakaryocyte.
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Analysis of downstream target of TEL-Lyn
in Ba/F3 cells
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*TEL-Lyn induces constitutive phosphorylation of
STAT3, STAT5 and Akt
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Re-construction of retroviral Tel-Lyn
expression system
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Expandable Megakaryocyte Cell Lines
from Human Induced Pluripotent Stem Cells
D

Day 28~35 ,  MKCL and imMKCL (CI-2)
BCLXL
Day14

PO iix imMKCL

ImMKCL
| & mKeL

Hematopoietic progenitors
within the iPS-sac

)

Number of CD41a” cells

cdy
= < ol
w7
R T T T
0 4 e &
Culture day atter BCLXL transfection
A Genes ON Genes OFF
et E :
©-MYC/BMI/BCL-XL rpe=s A Pooled platelets imMKCL platelets
ge P No st No stimulation Thrombin

Thrombin
B ON OFF ? ;
"9 »® i i | o

Nakamuras. et al. Cell Stem Cell 14, 535-48, 2014

( iPS
)



ABC 113
p85-91 , 2016
O
O
@
TAKEUCHI, Masahiro
50466702
@
NAKASEKO, Chiaki
30323398
OHWADA, Chikako
80436352
A

YOKOTE, Koutaro
20312944
IWAMA, Atsushi

70244126

*

223




