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Developing Th17 differentiation regulators that target integrated stress
response using chemical biology approaches

HAMADA, Yoshimasa
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There is a need to develop a therapeutic agent for IL-17 pathogenic diseases
by inhibiting Thl7 differentiation via integrated stress response (ISR) kinase. From HTS using ISR
reporter cells, we identified Nigericin (Nig), which activates the ISR, and found that Nig activates
OMA1-DELE1-HRI signaling by altering mitochondrial membrane potential. CD4+ T cells were extracted

from mouse spleen and human blood, and differentiated into Thl7. In the control group, IL-17
secretion was detected, but in the group co-treated with Nig during differentiation induction, IL-17
seﬁr?tion was suppressed; in EAE pathology and psoriasis induction experiments, Nig improved the
pathology.
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