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Patho-physiological function of the ubiquitin ligase that generates linear
ubiquitin chains (LUBAC)

IWAl, Kazuhiro

35,900,000
LUBAC NF-k B
LUBAC HOIP HOIL-1L SHARPIN 3
HOIL-1L SHARPIN NZF
SHARPIN K63 LUBAC TNF K63
SHARPIN SHARPIN

Linear ubiquitin chains and the LUBAC ubiquitin ligase that specifically
generate linear chains are involved in NF-kappaB activation and cell death suppression. LUBAC is
composed of catalytic HOIP and accessory SHARPIN and HOIL-1L subunits. In this research project, we
analyzed functional difference between SHARPIN and HOIL-1L. Although both subunits have NZF domains
that can bind to ubiquitin, SHARPIN NZF but not that of HOIL-1L can bind to K63-linked chains. Since

LUBAC can be recruited to the activated receptor complex by recognizing K63 chains, loss of SHARPIN
attenuated the recruitment of LUBAC to the receptor complex. Then loss of SHARPIN augmented cell
death, which leads to the chronic dermatitis that specifically observed in SHARPIN null mice.
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