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Incolvement of microRNA via TET gene regulation in the pathology of idiopathic
pulmonary fibrosis
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The purﬁose of the present study was to clarify the association between
miRNA22 and TET gene in idiopathic pulmonary fibrosis. A model of lung fibrosis was created in
miRNA22KO mice and compared with wild type mice, but no significant difference was observed in lung
fibrosis. Therefore, we focused our research on the TET gene and proceeded with the research. The
expression of TET1 gene was attenuated in the lung of a model mouse of pulmonary fibrosis. The
expression of o SMA was enhanced in the cultured human lung fibroblasts in which the expression of
TET1 gene was attenuated. Inhibition of lung fibrosis was observed by intratracheal administration
of a DNA methylation inhibitor to pulmonary fibrosis model mice. The present study suggested that
the TET gene is involved in the pathological condition of pulmonary fibrosis.

TET DNA



5
Ten-eleven translocation TET
DNA COPD
TET Lancet Respir Med 2015; 3:769
12% TET mutation Oncotarget 2016; 7:61755
TET
NLRP3
Science 2017; 355:842
microRNA miRNA 21 25 RNA
30%
miRNA-22  TET
Cell 2013; 154;311 miRNA-22  TET
EMT
2
TET
3
microRNA-22 dificient microRNA22/-
4% 2% 2mg/Kg
14 24 40
DNA 5
RNA PCR
normal human lung fibroblast (NHLF Lonza ) FGF2 Lonza
Lipofectamine iMAX small interfering RNA siRNA-negative control, siRNA-
TET1 24 TGFB  5ng/ml/well 6
24 RNA
PCR Western blot
RNA TET1
PCR
4

microRNA-22 dificient microRNA22~/-
Collal PCR



microRNA-227/- Collal
1 microRNA-22

15+

microRNA-22/-  Collal - WT
— ) "
Col1a2 é - =3 microRNA22
<
2 2
< 5
8 T
oL M .
naive bleomycin
microRNA-22 B1. microRNA227/%w 7 R (8~12B#h) THOT LA ~A Y Vv EEMRHEEET L
microRNA
1.5
miR-22 g
o 1.04
TET g
©
g 0.5
O
miR-22 - :
TET WT microRNA22”
2. microRNA227/-<w ™ R (F#h : 24~40BE) TD
TLF YA YV BEMIREET T L
TET1 3
naive TET1 4
TET1 TGFB o SMA
control 5
DNA 6
2.5
TET1 T 2.0
[a)
DNA & 1.54
Qo
B \
w
'—
0.5
.—w
DNA 0.0

T T
mild severe

3. iREESEMICBITATETIEGFRIR
oA mild: $R¥EL HYFFWNERAL  severe:fRHE(L HV32 W EB{L



1.5

°
z T
B0 ——
< o
o °
- °
o 0.5- I
h
°
0.0 T 1
control bleomycin

M4, TLF<A Y BFERMGHEEICB T ATETIEREFOEL

ActB — ———— —— —

si-cont si-TET1 si-cont si-TET1
TGFB —J (-) (+) (+)

X5. b MPRESFMREICE TS aSMADER
si-cont: si-negative control
TGF B 5ng/ml 48h

8_
[ ]
6_
i
4- L

COL1a1/GAPDH

¢80

0 T T T
control bleomycin bleomycin
+decitabine

6. 7LA~A Y BEGHEICH T ADNAX FIL{LBAEZEEDEEME




1 0 1

Takagi Koichi Machida Kentaro, Inoue Hiromasa, et al

Involvement of TET in the pathology of diffuse diseases

ATS 2020 international conference

2020




