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Abstract:

A20 (also known as TNFAIP3) is a potent anti-inflammatory signaling molecule that restricts
multiple intracellular signaling cascades. More specifically, A20 restricts the duration and in-
tensity of signaling by several molecules involved in the NF-kB pathway. In addition, A20 can
also exert anti-apoptotic activities. Human genetic studies have strongly linked polymorphisms
and mutations in the A20 gene to inflammatory, autoimmune and malignant diseases. I will
discuss our biochemical and molecular studies that have unveiled complex mechanisms by
which A20 regulates ubiquitin-dependent NF-kB and cell-survival signals. In a second part I
will describe our studies in gene-targeted mice, showing that A20 regulates multiple immune
cell functions and prevents experimental diseases that closely mimic human conditions.



