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Flagellin, the protein unit of the bacterial flagellum, stimulates the innate
immune receptor Toll-like receptor (TLR)5 following pattern recognition, or
evades TLR5 through lack of recognition. This binary response fails to explain
the weak agonism of flagellins from commensal bacteria, raising the question
of how TLR5 response is tuned. I will describe a novel class of flagellin-TLR5
interaction, that we termed silent recognition. Silent flagellins are weak
agonists despite high affinity binding to TLR5. This dynamic response is tuned
by TLR5-flagellin interaction distal to the site of pattern recognition. Silent
flagellins are produced primarily by the abundant gut bacteria Lachnospiraceae,
many of which I will show share an evolutionary history with human populations.
These findings provide a mechanism for the innate immune system to tolerate
commensal-derived flagellins.
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