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The capacity for successful adaptation to stress declines during aging. One stressor that is required for immune defense but increases with age is the production of reactive oxygen species by cells of the innate immune system. Altered rates of reactive oxygen species production or removal can change redox signaling, favoring inflammatory and anabolic pathways. We now know that redox signaling is intricately linked to nutrient sensing and hence to providing a glucose-rich nutrient supply that will delay the resolution of inflammation in older adults. In addition, the failure to adapt to redox stressors contributes to the age-associated increase in oxidative damage. It is recognized that oxidative DNA damage accumulation can lead to impaired mitochondrial metabolism and senescence. Here we will explore how metabolic reprogramming happens in monocytes and macrophages. We will also consider how inefficient metabolic switching of immune cell phenotype plays a role in poor outcomes to sepsis in older adults. Finally, we will reflect on opportunities to shift the immune-metabolic axis to improve outcomes for older adults during sepsis.
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