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Domande tecniche

1) Descrivere organizzazione strutturale della cute e aspetti funzionali;

2) Descrivere modelli di studio di cute in vitro di diversa complessita e le possibili
applicazioni nell’ambito del progetto finalizzato.
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Domande di informatica

1) A cosa serve Excel?
2) Cosa ¢ la PEC?
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Oligomeric a-Synuclein induces skin degeneration in reconstructed

human epidermis
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(Aged and photoaged skin exhibit fine wrinkles that are signs of epidermal inflammation and degenera-
| tion. It has been shown that healthy elderly skin expresses amyloidogenic proteins, including o-Synuclein,
o | which are known (o oligomerize and trigger inflammation and neurodegeneration, However, fittle is
D‘x known about their putative role in skin physiology and sensitivity. To unravel this possible role, we inves-
| tigated the impact of aligomeric a-Synuclein {Oo-Syn) in 2D and 3D keratinocyte human models. Exoge-

Keywords: ¢ nous Ou-Syn caused degeneration of reconstructed human epidermis (RHE) by diminishing proliferation
Epidermis / and thickness of the stratum basale. Oa-Syn also increased NF-KB nuclear translocation in keratinocytes
Skin degeneration L and triggered inflammation in the RHE, by increasing expression of interleukin-18 and tumor necrosis
Inflammaging factor-alpha, and the release of tumaor necrosis factor-alpha in a time-dependent manner, Dexamethasone
Neurodegeneration

a-Synuclein

and an IL-18 inhibitor partially diminished RHE degeneration caused by Ow-Syn. These findings sug-
gest that Oa-Syn induces epidermal inflammation and decreases keratinocyte proliferation, and therefore

© might contribute to epidermal degeneration observed in human skin aging.
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1. Introduction

The epidermis is the outermost layer of the skin and is mainly
composed of keratinocytes. The proliferation of keratinocytes is

Abbreviations: o-Syn, «-Synuclein: Ger-Syn. oligomeric w-Synuclein; 1L, inter-
feukim TNF-w. tumor necrosis factor-alpha; UV, ultraviolet; NF-vB, nuclear factor
kappa-light-chain-enhancer of activated B cells; Ag, A-Amyloid; RHE, reconstructed
human epidermis; HEKn, himan neonatal epidermal keratinocytes; PBS, phosphate-
butfered saline; DMEM, Dulbecco’s Modified Eagle Medium; DAPI, 4',6-diamiding-
2-phenylindale,
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restricted to’ the basal layer, which is crucial to skin homeosta- -
sis and regeneration. Chronological skin aging, which is accompa-
nied by epidermal degeneration, is a natural process that occurs
throughout life. However, it can be accelerated by some. factors,
such as smoking {(Martires et al, 2009) and ultraviolet {(UV) ex-
pasure (Baumann, 2007), Aged skin displays high levels of inflam-
matory mediators including the proinflammatory cytokine tumor
necrosis factor-alpha (TNF-z). Many pro-inflammatory agents, in- .
cluding TNF-e, trigger the RelA/p65 NF-kB subunit translocation
to the nucleus, thereby regulating various processes including cell
proliferation and further expression of itself and other inflamma-
tory cytokines (Joyce et al, 2001; Lan et al, 2005; Pupe et al,
2003). NF-kB plays a pivotal role in skin homeostasis and aging
(Grinberg-Blever et al, 2015).
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