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Cell death, especially necrotic cell death, induces acute inflammation. It is supp
osed that this acute responses underlie many pathological conditions including autoimmune diseases, but th
e molecular mechanisms of the danger signals to evoke inflammation or the key pathways responsible for neu
trophil recruitment are not well studied.

We investigated the molecular mechanisms responsible for inducing inflammatory responses to necrotic cells
in vivo. In our system the inflammation to cell death depends on IL-1. IL-1 is transcribed as an immature
protein and requires cleavage by Caspase-1. Here we identified a novel molecular pathway to cell death-in

duced inflammation that is dependent on IL-1, but not on Caspase-1. IN addition, we identified Cathepsin C
as one of the key molecules involved in this Caspase-1 independent pathway in vivo. Cathepsin C is known

to maturate neutrophil serene proteases including proteinase 3 that was shown to have ability to maturate

IL-1 in vitro.
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