2022 2023

RNA 2

Innate immune receptors recognizing RNA as regulating ILC2 function related with
pathogensis of asthma

Takashi, Ishii

3,600,000
ILC2 RNA
MDA5 RIG-1(RLRs)
MDAS ILC2 IL-33
MDAS RLRs
ILC2 /
MDA5 RIG-1(RLRs)
(1LC2) RLRs
MDAS ILC2 MDAS
MDAS ILC2

In this study, we focused on MDA5 and RIG-1 (RLRs), cytoplasmic RNA
recognition receptors, whose expression in ILC2 has been suggested by existing databases. Our aim
was to elucidate their functions, recognized ligands, and involvement in the pathogenesis of
bronchial asthma using a mouse model, as well as to assess their potential as drug candidates. The
results indicated that MDA5 plays a protective role in a house dust mite-induced bronchial asthma
model. Additionally, it was suggested that MDA5 contributes to the difference in response activity
to ligands potentially derived from in vivo reactivity with IL-33 in ILC2. We will continue to
investigate the protective mechanisms of RLRs in bronchial asthma and the roles of
exogenous/endogenous nucleic acids in ILC2.
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ILC2(2 BIHSR Y )BT IS ERHIE 2 B W &5 IL-33 SITGE L, filcBun i IL-
5IL-13 L &ICHEAL TT LAF—HKEREICERS BEE T oMl L GEFERE ST
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D FIHEMEZ/RFT L T2,
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HAR IS Z RO TRE B & OB 0 IZB W TR 32320 RLRs IZEFH L,
ILC2 Z BPA/MDAS KO ~ 7 A/ HEREL, H5#8 L7z, RLRs Z##i%32 H D & U CHMNAMRERE %2
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Hk ILC2 IZHHHZ DT LIV —RIEM/PIRIEME A T = — X —pE/E% gPCR X° ELISA, ~ /b
FFL w7 AFA NIA T A THRE LI,

l« Sca-1

FsC T1/ST2 CD25 cD127
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CSF R IL-13 SEVMEA 2 B 0 | HiliE OBUE B AR Lt L TEfETh > 72,

180

9,000
8,000

(pg/ml)

7,000

(pg/ml)
Y
5 3
—_—

6,000 m GM-CSF

5,000 mGM-CSF

H
=)
S

m|L-13

H
~
IS}
I —
I ——

o
2 c
= S
5 S
= =
5 5
o 4,000 mIL-13 @ IL-4
< 2 80
S 3000 IL-4 S TIMP-1
S 2000 TIMP-1 g o0 = MMP-12
© i
S 1000 MMP-12 2 .
=
= 0 - ] - . - | -
el < > O
(f& IS gv L & N gv & i
v Q &7 N Q &7 o mENE_ i _ EERN_ i l i
o AN CTR  5'pppRNA lyovec PIC  CTR  5'pppRNA \yovPC PIC
WT MDA5KO WT MDA5KO

Lyovec_PIC 2B L CiZiiia% s 5000/well—30000/well (2800 L CHK AT -7~ T 5 & GM-
CSF =2 IL-13 (It C= v b —L L v EFHEA 23887273, MDASKO TLC2 (23 T & [F&ELL
OBl A FLS . MDAS T72U> RLRs DB 5D Al REMEDS RIB S 7,

MDASKO TLC2 DEETAMEAIIT GM-CSF R TL-13 NEfE T > 7= FHIZH 2 AN LETH 573,
MDASKO ~ 7 Z 78 IL-33 #5412 xf L. L 0 @ ILC2 IEMA L 232 1T CW - ATREME b R S 5,

(2) ~ 7 A A = (HDM) F5 5805 BB 7 /L2315 5 WI/MDASKO ~ ™7 A DB D kEE

WT, MDASKO ~ 7 2|28 L CIX C57BL/6N &/ 3w 7 757 RTH5HA. RIG-T KO =7 AR L
TIE ICR ##ET CH7BL/6N %kt & R LACH &9 5 & BIEH R ITRENF R I b, £+
D=, R FEIL WT, MDASKO —f&i & L7-, HDM Mg EE T NAAER A 7Y 2 — /WILL T & L
Yl

Day 0 9 18 20 2223
l | 111
[ | P11
L L] Aoy sRasEnE
HDIN'25u8 ;',?g;f;}g (iR BN &% X mBak S &> Mo E
raum e o Ix B4 4> Bt 1
RERERIES > i

R R GE R ORI B TR O X 5 IS Riak, B OH % 238D 7253, MDASKO
VYUATLVEHETH- T,

% *
E *
S~
5 70
S
g w0
X 50
T 40
[
2 =wr
Ea BMDASKO
= S e
g o } |
N NG NG d 5
& & & & &
S S
& & N S S
« & & & K
N4 N
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AT A BT LD, IL-13 TR EELZROR)I o7, —F T MDASKO #ETE vV muv k
HERBDLKT 2 ONREESNTEY ., S&RiEMfr 2D 5 TEE LTND,
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