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Analysis of circadian misalignment using Mouse Cohort Model
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Modern society characterized by a 24/7 lifestyle leads to misalignment
between environmental cycles and endogenous circadian rhythms. Persisting circadian misalignment
leads to deleterious effects on health and healthspan. However, the underlying mechanism remains not

fully understood. Here, we subjected adult, wild-type mice to distinct chronic jet-lag paradigms
named “ mouse cohort model” , which showed that long-term circadian misalignment induced significant
early mortality. We observed enhanced steatohepatitis with infiltration of inflammatory cells. The
investigation of senescence-associated immune cell subsets from the spleens and mesenteric lymph
nodes revealed an increase in PD-1+CD44high CD4 T cells as well as CD95+GL7+ germinal center B
cells, indicating that the long-term circadian misalignment exacerbates immune senescence and
consequent chronic inflammation.
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