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Caspases are a family of protease enzymes called Cysteine Aspartic Proteinases. There are 12 
known Caspases in humans. Caspases 1, 4, 5, 11 and 12 are all inflammatory caspases and 2, 3, 6, 
7, 8, 9 and 10 are all associated with apoptosis.[1] Caspase-1, is the principal enzyme responsible 
for cleavage and activation of pro-Interleukin-1β (pro-IL-1β) to its active form IL-1β, which in 
turn is involved in the pathogenesis of several inflammatory disorders including acne vulgaris.[2] 

In a recent study, we reported a comparison of lesional versus non-lesional biopsies of patients 
with inflammatory acne and through transcriptomic and proteomic studies, we showed a strong 
induction of IL-1β mRNA and IL-1β protein in lesional biopisies.[3] Consequently, the treatment 
of inflammatory acne with a topical agent targeting Caspase I presented an exciting opportunity 
for the treatment of moderate to severe acne. This presentation will focus on the design and 
synthesis of a novel class of peptidomimetic inhibitors for topical application.[4] 
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