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Physiological significance of trained-innate lymphoid cells
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Group 2 innate lymphoid cells (ILC2s) Elay a pivotal role in initiating
allergic inflammation through the secretion of Th2 helper cytokines. Following activation by
allergic stimuli, a subset of ILC2s remains within the mucosal tissue. Upon re-exposure to
allergens, these "trained” ILC2s mount a robust response. In our study, we investigated the fate of
activated ILC2s, whether they transition to trained ILC2s or undergo cell death. To track the
activated ILC2s, we utilized fate tracer mice expressing tdTomato in KLRG1-, PD-1-, or
TIGIT-expressing activated ILC2s. Our findings indicate that TIGIT+ ILC2s, representing highly
activated cells, are swiftly eliminated from the airways through interaction with CD155+ alveolar
macrophages. We propose to term this tzpe of cell death "activation-induced cell death of ILC2s™
(ILC2 AICD). This newly discovered mechanism offers a promising approach to mitigating chronic
airway allergy.
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