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            Key Points

                	
                  Innate lymphoid cells (ILCs) are a novel population of innate lymphocytes that are selectively enriched at mucosal sites

                
	
                  The ILC family comprises phenotypically and functionally distinct subsets that have been implicated in both maintenance and loss of mucosal homeostasis

                
	
                  ILCs are early producers of pathogenic cytokines in the intestine, such as interferon-γ and IL17, and have been implicated as important effector cells in preclinical models of inflammatory bowel disease (IBD)

                
	
                  Other ILC subsets produce cytokines involved in promoting intestinal epithelial homeostasis, such as IL-22, and might have protective roles in the gut

                
	
                  The number and composition of ILC subsets accumulating in the intestine of patients with IBD is dysregulated

                
	
                  Selective therapeutic targeting of ILCs might represent a novel treatment paradigm in IBD

                


              

Abstract
Innate lymphoid cells (ILCs) are a family of immune cells that selectively accumulate in mucosal tissues serving as sentinels at the vanguard of host protective immunity. However, they are also implicated as cellular mediators of immune-mediated diseases, most notably IBD. ILCs are subdivided into distinct lineages based on the expression of effector cytokines and master transcription factors that programme their differentiation and inflammatory behaviour. Strikingly, these subsets closely resemble CD4+ T-cell lineages, including T helper (TH)1, TH2 and TH17 cells that are similarly implicated in immune-mediated diseases. However, ILCs that promote the maintenance of intestinal epithelial cells, mostly through production of IL-22, also exist. ILCs rapidly respond to environmental cues, including cytokines, metabolic signals and luminal bacteria. They are potent and immediate producers of key cytokines linked to IBD pathogenesis, including TNF, IL-17, IL-22 and IFN-γ. Some subsets are implicated as mediators of chronic intestinal inflammation, whereas others might provide protective functions. They are present in the gut of patients with IBD and, intriguingly, closer scrutiny of IBD susceptibility loci shows that many of these genes are either expressed by, or are intimately linked to, ILC function. Looking forward, targeting ILCs could represent a new IBD treatment paradigm.
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                    Figure 1: Human ILC subsets closely resemble T-cell lineages.[image: ]


Figure 2: ILCs interact with other key mucosal cells in IBD.[image: ]


Figure 3: Current and emerging therapeutic strategies in IBD and how they might affect ILC function.[image: ]
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