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IL-33, a member of IL-1 family, is deeply associated with allergic reactions. In
this study, we explored the anti-IL-33 agents. We established an in vitro assay system using KU812 cells
that are known as immature human basophilic cell line to investigate the anti-IL-33 agents. Reported
crystallographic structure of complex of IL-33 and the receptor ST2L was referred to select already known
compounds or to synthesized novel compounds for the evaluation. As a result, two novel compounds, named
Fi-10 and Fi-11, interestingly showed highest anti-IL-33 activity in the examined compounds in this
study. It was suggested that the two compounds directly act to IL-33 to inhibit the activity. Further
optimization of the chemical structure based on our results should be required to develop highly specific
anti-I1L-33 agents in the future.

1L-33




IL-33
IL-33
IL-33
1L-33
Kug812 10%FCS
RPMI Recombinant human
IL-33  KU812
IL-5 ELISA
Kug812
WST-8 Cell counting kit-8
invitro IL-33
IL-33 R&D systems recombinant human
1L-33 KU812
1x10°cells/ml (1mL, 24 well plate)
1L-33 10 ng/ml, 50
ng/ml, 100 ng/ml 24 h
100 ng/ml
IL-33 0 h, 14 h, 24 h

IL-5

ELISA ELISA R&D
systems  Quanikine® ELISA human IL-5
1L-33
IL-5

100 ng/ml 1L-33

100 ng/mL  IL-33

IL-5
1L-33 24 h IL-5
IL-33  1L-33 ST2L

IL-1 receptor accessory protein
(IL-1 RAcP)

Kug12 1L-33
IL-5 IL-33
ST2L
(10 pg/ml)
1L-33 IL-5
1L-33 IL-5
40%
Ku812
1L-33 IL-5 IL-33
1L-33
1L-33
1
TGSI-0
TGSI-1, TGSI-2, TGSI-3, TGSI1-4
1L-33 TGSI
IL-33  ST2L
(PNAS 2013)
150 300
TGSI 0.1mM 1mM
TGSI Ku812

Cell counting kit-8



WST-8
630
nm 450 nm
0.1
mM 1 mM
TGSI-0~TGSI-4
IL-33 0.1
mM 1 mM 1L-33
IL-5
1L-33
11
11
200~1000
Fi-1 Fi-2 Fi-3 Fi-4 Fi-5 Fi-6 Fi-7
Fi-8
1 1L-33
ST2L
Ku812
IL-5 IL-33
OuM, 0.1 uM, 1 uM,
10 uM, 100 pM, 1000 pM
Fi-1 100 pM 1000 pM
1000 uM
100 pM 90
IL-5 1000 pM
100 pM
IL-5
Fi-2 1000 pM
100 uM 50%
1000 pM IL-5
100 pM
IL-5 10 pM

Fi-2 IL-5

Fi-3 1000 pM
Fi-4 1000 pM
IL-5
Fi-5 Fi-6 Fi-7
1000 uM
IL-5
1000 pM
IL-5
Fi-8 1000 uM
80
1000 uM
IL-5
10
11 Fi-2
IL-5
IL-33  IL-33
1L-33

Fi-7
IL-33

Fi-9, Fi-10, Fi-11

IL-5

1000 pM

100 uM
10 pM
IL-5

100 uM

10 uM

Fi-4

IL-33

1000 pM

IL-33



Fi-9 1000 pM
1000 pM IL-5

Fi-10
Fi-10 10% 100 pM
IL-5 1000 pM
100 pM
60 IL-5
Fi-11 1000 pM
100 pM
IL-5
1000 pM 100 pM

30%
Fi-10 Fi-11  IL-33
IL-33

Fi-10 Fi-11  IL-33
1L-33
100 pM KU812
1L-33 KU812
1/10

1000 pM

IL-5
Fi-11
Fi-10 30%
Fi-6, Fi-9,
Fi-6 1L-33
IL-5

Fi-10 Fi-11
1L-33 1L-33

IL-33  ST2L
(PNAS 2013)
IL-33

Fi-10 Fi-11
1L-33

1L-33

IL-33
URL
http://ww.pharm.kumamoto-u.ac. jp/Labs/
emhs/
@

SHOJI, Shozo

60040317



