(®)
2012 2013

Elucidation of the role of linear polyubiquitin chains in TNF-induced cell death
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SHARPIN and HOIL-1L function as accessory subunits of a linear ubiquitin chain ass
embly complex (LUBAC), which plays an important role in NF-kappaB activation. However, there still remains
to elucidate the functional difference between SHARPIN and HOIL-1L. Here we showed that SHARPIN deficienc
y sensitized mice and mouse embryonic fibroblasts (MEFs) to tumor necrosis factor TNF-alpha-induced apopto
sis more severely than HOIL-1L deficiency. In contrast, NF-kappaB activation by TNF-alpha was slightly mor
e impaired in Hoil-1 deficient MEFs than in Sharpincpdm MEFs. Overexpression of HOIL-1L restored NF-kappaB
activation in Sharpincpdm MEFs, but did not block TNF-alpha-induced apoptosis completely. These results s
uggest that SHARPIN, but not HOIL-1L, inhibits TNF-alpha-induced apoptosis in an NF-kappaB-independent man
ner.
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