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Study of target molecules of rheumatoid arthritis-associated miRNA.
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MicroRNAs are deeply involved in the pathogenesis of rheumatoid arthritis.
We are interested in miR-124_3p, which is a specifically decreased miRNA in the synovium of
rheumatoid arthritis patients. We discovered MCP1, a inflammatory cytokine, and CDK2, a cell cycle
regulator, as the specific target mRNAs of miR-24.3p before. In this study, we newly discovered
MAPK14 and RANKL as target mRNAs of miR-124.3p using Luciferase reporter assay.

RNA



RA 70 18

RA (0A) miRNA
RA miR-146 5 mIRNA
miR-124a miR-124.3p miR-124a miRBase database
MiRNA miR-124a miR-124a RA
miR-124a miRBase
CDK2 MCP-1 miR-124a
CDK2  MCP1 RNA 3
miR-124a
miR-124
miR-124a
NFATcl miR-124a RA
miRBase database miR-124.3p
CTGF Adiponectinreceptor2 AdipoR2 MAPK14 CTGF RA
Adiponectin
RA Adiponectin receptor
P38MAPK (MAPK14) TLR NFkB
miR-124.3p mRNA RA
CTGF AdipoR2 MAPK14  miR-124.3p
RA RA miR-124.3p
CTGF AdipoR2 MAPK14 RA
miR-124.3p
miR-124.3p
RA miRNA-124.3p RNA RA
RA miRNA-124.3p
RA miR-124.3p
1)miR-124.3p  CTGF AdipoR2
MAPK14  mRNA 2)miR-124.3p

CTGF AdipoR2 MAPK14

CTGF,AdipoR2,MAPK14  miRNA-124.3p
E11  miRNA-124.3p 2000 miRNA-124.3p
CTGF,AdipoR2,MAPK14,RANKL ~ mRNA  3' -UTR PCR
CTGF-Luc, AdipoR2-Luc,MAPK14-Luc,RANKL-Luc,CTGF-Luc
E11 pre-miRNA-124.3p
CTGF-Luc 3" UTR



Ell MAPK14-Luc miR124-3p MAPK14 RNA
MAPK14-Luc(mut) miR124.3p

RANKL RANKL ~ RNA RANKL-Luc(mut)
miR124.3p MAPK14 RANKL
miR124.3p CTGF  AdipoR2 miR124.3p
MAPK14
14

12 T
10
3 T
6
a
| N
0

mock  negative miR-124a miR-142

mock  negative miR-124a miR-142

wild type mutant

MAPK-Luc miR-124a

RANKL

30

25

20

15 [
10

5

: [

mock  negative miR-124a miR-142 | mock negative miR-124a miR-142

wild type mutant

RANKL-Luc miR-124a

CDK2 MCP1 MAPK14 RANKL miR124.3p
mIRNA
RA smal IRNA
SIRNA
RA miR124.3p

RA



2
1 Ohnuma K, Saegusa J, Nakamachi Y, Kawano S, et al.  MicroRNA-124 inhibits TNF-a and

IL6-induced osteoclastogenesis. Rheumatol int. 10.1007/s00296-018-4218-7. ( )

2 Nakamachi Y, Saegusa J, and Kawano S. MicroRNA-124: a promising therapeutic agent

for various human diseases, including rheumatoid arthritis. RNA & Disease. 2016, 3: €1252.
Doi:14800/rd 1252.

RNA-124 TNF-a /1L-6

2018)
o 0
o 0
@
Saegusa Jun
8 20514970
Nakamachi Yuji
8 80379429
@

Noguchi Yoriko

Kasagi Shimpei

Onuma Kenichiro



