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The elucidation of mechanisms underlying severe cutaneous adverse drug reactions
induced by neutrophils and the establishment of early diagnostic markers
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Stevens-Johnson syndrome/toxic epidermal necrolysis (SJS/TEN) are
life-threatening mucocutaneous adverse drug reactions characterized by massive epidermal detachment.
We found a mechanism by which neutrophils trigger inflammation during early phases of SJS/TEN.
Skin-infiltrating neutrophils undergoing neutrophil extracellular traps (NETs) released LL-37, an
antimicrobial peptide, which induced formyl peptide receptor 1 (FPR1) expression by keratinocytes.
FPR1-expression rendered keratinocytes vulnerable to necroptosis. Necroptotic keratinocytes further
released LL-37 to induce FPR1 expression on surrounding keratinocytes, which likely amplified the
necroptotic response. This pathway may be leveraged to establish both early diagnostic markers and

therapeutic targets.
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