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                Trained innate immunity (TRIM) is a newly emerging field of study that is of focal importance in immunology. Defined as an enhanced immune responsiveness of innate immune cells to a future challenge owing to memory of a prior encounter, TRIM existed as a latent, yet ignored, concept even before it was coined as such and systematized as a new field1,2. Epidemiological studies indicating antigen-agnostic protective effects of certain vaccines unrelated to their target disease, experimental animal studies showing lymphocyte-independent enhanced resistance to secondary infection, and evidence of memory-based broad protection against reinfection in invertebrates and plants (reviewed in refs. 1,3) were largely overlooked in the face of the concept that immunological memory was the exclusive prerogative of adaptive immunity. Given the importance of immune memory for host defense and survival, it is now thought that trained innate immunity evolved first, as an epigenetically based memory devoid of specificity, before antigen-specific immunological memory developed in jawed vertebrates, leading later to the acquisition of recombination-activating genes and hence the ability to generate a diverse repertoire of antigen-specific receptors4.
Precise immunological nomenclature has always been a formidable challenge, given the complexity and plasticity of the immune response5, and this is particularly true for a newly emerged area of immunological research. Despite earlier efforts to clarify key terms in the field2, it may still be unclear whether TRIM is different from persistent innate immune activation or even from innate immune memory. The latter is so intimately related to TRIM that the two terms are often used interchangeably, especially given that TRIM represents a functional consequence of de facto innate immune memory. Although this is acceptable, for precision where this is warranted, we think that both terms are necessary in the immunological literature.
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                    Fig. 1: Induction of innate immune memory that leads to trained immune response after restimulation.
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