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Keap1-NRF2

Keapl-NRF2 system is a potential therapeutic strategy to regulate pediatric
allergic disease.

Nagashima, Ryuichi
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The Keapl-NRF2 system plays a pivotal role in the oxidative-stress response.
Under stress, damaged epithelial cells release cytokines that activate type 2 innate lymphoid cells
(ILC2s), which mediate the allergic immune response. Here we investigated the role of the
Keapl-NRF2 pathway in ILC2 homeostasis and allergic inflammation, using NRF2-knockout mice. ILC2s
from NRF2-deficient mice showed highly proliferative capacity. In contrast, activating NRF2 with a
chemical inducer decreased the viability of the wild-type, but not of the NRF2-deficient ILC2s.
Using a mouse allergy model, we found that the activation of NRF2 in vivo decreased the number of
pulmonary ILC2s and eosinophils. These findings indicated that NRF2 is an important regulator of the
allergic response, by determining the survival and death of ILC2s, and suggest that NRF2 activation
is a potential therapeutic strategy for steroid-resistant allergy alleviation.
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BREEL7 LILF—RBIEIELIBMO—BZU>TED, NEHOF LILF—EEX
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PFUILF—REZSESTEILTWD] EWSRRZILZTUTOERZT oo

3. WHEDTTIE

FLILF—RREOBILEMFFICHEITS NRF2 OREIZHSHICT DD, BFEERE LT
NRF2-KO ¥ Rt L. UTOREFTZIT> T,

TR 29 £

(FtiE 1]
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WT LU NRF2-KO ¥ 7 ADffiH 5 ILC2 Z4EL. in vitro T ILC2 #eEx B9 S,
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5h% IL-33 [KERRSICE > THEESND 7 LILF—EREF. NRF2 SEHEHIORSICK
STREITSHI DS, Keapl REVIATHRAKORIGNE & FEL T, TDEWN
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T)NRF2-KO ¥ 7 XD ILC2 (& WT &bB U, invitro TIL-33 NDORIGHEIE < | IL-5,IL-13
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VT FIERETH > Teo
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ENTHolco T5IC. HERERB KLU PAS REIC K ZREFETICEWTH, NRF2JEMHELH
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