ABSTRACT

Large Vessel Vasculitis (LVV) is a family
of autoimmune diseases characterized by
inflammation, smooth muscle cell prolif-
eration, and aneurysm formation in the
large vessels, leading to ischemia and/or
increased risk of vessel rupture. We pre-
viously reported the presence of autoanti-
bodies to 14-3-3¢ in the sera of LVV pa-
tients, as well as its increased expression
in regions of inflamed vessel tissue in the
majority of LVV patients. 14-3-3¢ is one
of seven mammalian isoforms of 14-3-3
family of proteins. Like other autoim-
mune disease, LVV patients have in-
creased levels of IL-17A, therefore, we
questioned the role of 14-3-3¢ in the IL-
17A signaling and the pathogenesis of
LVV. Earlier results show that 14-3-3( is
required for IL-17A-induced IL-6 produc-
tion, and that it binds to TNF Receptor
Associated Factor (TRAF) 2, 6, and espe-
cially 5. Current results indicate 14-3-3¢
role in IL-17A signaling via its influence
on TRAFS5, its binding partner. 14-3-3¢
was found to promote TRAF5 degrada-
tion. We hypothesized that 14-3-3¢ regu-
lates TRAF5 levels in basal and cytokine-
stimulated environments to influence the
outcomes. Our results indicate that the
expression of 14-3-3¢ negatively corre-
lates with TRAF5 levels in different cell
types. Furthermore short-term stimula-
tion of cells with IL-17A also resulted in
degradation of TRAF5, which was found
to be reversed after prolonged treatment.
Our study provides mechanistic details of
14-3-3¢ role in regulation of IL-17A sig-
naling.
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