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Creation of cerebroprotective therapy in cerebral infarction by targeting IL-27
and IL-27-related molecules
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The purpose of this study is to elucidate the mechanism of action of IL-27
in cerebral infarction and drug discovery. To this end, we first examined the extent of cerebral
infarction and expression of inflammatory cytokines in a mouse model of cerebral infarction using
knockout mice. Compared to wild-type mice, the volume of cerebral infarction 24 hours after
infarction was reduced in IL-27 knockout mice. The expression of inflammatory cytokines was also
reduced. In the acute phase of cerebral infarction, suppression of IL-27 expression may provide
brain protection. We plan to continue experiments including the method of administration.

IL-27



7
DAMP
T
(Shichita., Folia Pharmacol. Jpn. 2018)( 1)
IL-23  yOT
IL-17 IL-23 DAMP TLR2 TLR4
IL-27  p40 Epstein-Barr Virus-induced gene 3(EBI-3) p35 p28
IL-12,23 CD4 T
IL-12 Thl
(Yoshida, Jpn. J. Clin. Immunol. 2009)( 2) IL-27
IL-12 B2 WSX-1 B1 IL-6
gp130 IL-27
in vitro
LPS IL-27 IL-27  IL-23

(Kawanokuchi et al., Clinical and Experimental Neuroimmunology. 2013)
IL-27
(Zhao etal., nature
commnications.2017)

IL-27
IL27
IL27
(A) IL-27 (B) riL-27
A IL-27
IL-27 p28 KO IL-27 EBI3 IL-27 WSX1
WT 4
60
24 MAP2
gRT-PCR ELISA  IL-18 IL-6 TNF-a MMP-3 MMP-9 IL-17
IL-23 TGFB mMRNA
IL-27
IL-27p28 IL-27
IL-27
IL-27
(B)riL-27
IL-27 riL-27
MAP2

gRT-PCR  ELISA IL-18 IL-6 TNF-a MMP-3 MMP-9 IL-17
IL-23 TGFB mRNA
IL-27 ( )



IL-27 p28

IL-27 p28
OMEGAFLOW, OMEGAWAVE Inc, Japan
20%
24
(A) IL-27
4%
1mm MAP2
IL-27 p28KO 24
1
MAP2#t& BiEZE AR (mm?)
60 -
x\. 50 ~ J_‘*
| 40 \
30 | J
20 A
dy . plan 10 4
WT IL-27p28KO 0
GEeEEg s MEES L TEH W KO
L sElE E RS =HE (n=9) (n=5)
24 WT n=9, IL-27p28KO n=5 *P<0.05
gRT-PCR IL-18 IL-6 TNF-a mRNA
IL-27 p28
2
IL-27 p28 )
MHCclass2
IL-27 p28 3
Relative mRNA expression (/GAPDH)
IL-18 TNF a IL-6
3 60
’ Sham WT KO ' Sham WT KO ' S WT KO
2. WT IL-27p28KO 24 RNA
*P<0.05; **P<0.01 ; ***P<0.001.
CD45
10°
10° 4 1
100 ] ]
101
107100 107 102 10° 107100 10" 102 10°
MHC class 2
WT IL-27p28KO
3. WT IL-27p28KO 24 MHCclass2



IL-27p28

(B)rlL-27

IL-27 p28

IL-27

IL-27
24
IL-27

IL-27

IL-27 p28

IL-27



2 0
1L-27
21
2021
1L-27
STROKE2022
2021 2022




