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INTRODUCTION AND AIM Fiqure 3. TWEAK/Fn14-induced non-canonical activation of NFKB pathway is responsible for 20% of
TWEAK procalcific properties. It favors h-VSMCs loss of contractile phenotype and increases MMP9
activity but does not modulate neither bmp2 and Fn14 expression nor TNAP activity.

Medial calcification, which is a hallmark in chronic kidney disease (CKD), Is associated
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A. Fn14 downregulation blocks TWEAK-induced p100 processing into p52. B. and C. Exposure to RelB siRNA for 2 days
downregulates RelA expression by 80% (B.) and blocks TWEAK/Fn14-induced expression of the non-canonical NFkB target gene

CCL21 (C.). D. RelB down-regulation reduces by 20% TWEAK/Fn14-induced h-VSMCs calcification. Images scale bars: 500um.
E., F. and G. RelB downregulation reduces TWEAK modulation of myh11 mRNA (E.) but does not influence neither TWEAK-

MMP secretion
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Efgﬂfﬂfﬂg i‘iffﬂi{f induced modulation of bmp2 MRNA (F.) nor TNAP activity (G.). H. and 1. RelB downregulation abolishes TWEAK-induced MMP9
Human VSMCs activity (H.) but does not influence Fn14 expression (l.).
Fiqure 4. TWEAK/Fn14-induced MAPK activation is not involved in TWEAK pro-calcific effects.
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A. TWEAK promotes Pi-induced mineral deposition. *p<0.05 and **p<0.01 vs VSMCs not exposed to TWEAK. B. Fn14
downregulation blocks TWEAK-induced h-VSMCs calcification. Scale bars: 500um. C. and D. TWEAK decreases myh11 (A.)
and increases bmp2 (B.) mRNA expression. *p<0.05 and ***p<0.001 vs VSMCs cultured in 1.1 mmol/L Pi without TWEAK. E.
and F. TWEAK promotes TNAP (C,) and MMP9 (D.) activity. *p<0.05 and **p<0.01 vs VSMCs cultured in 1.1 mmol/L Pi without
TWEAK G. TWEAK favors Fn14 expression.

Figure 2. TWEAK/Fn14-induced canonical activation of NFkB pathway favors Pi-induced h-VSMCs
calcification, as well as osteogenic transition, Fn14 expression and both TNAP and MMP?9 acfivity
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A. and B. Fn14 downregulation blocks TWEAK-induced RelA translocation (A.) and subsequent phosphorylation (B.). Images scale
bars: 50um. C. and D. Exposure to RelA siRNA for 2 days downregulates RelA expression by 80% (C.) and blocks TWEAK/Fn14-

induced RelA phosphorylation (D.). E. RelA downregulation reduces TWEAK/Fn14 procalcific effects by 80%. F., G. and H. RelA
downregulation decreases TWEAK modulation of myh11 mRNA (F.) and blocks TWEAK-induced modulation of bmp2 mRNA (G.) as

well as TNAP activity (H.). |. and J. RelA downregulation abolishes TWEAK-induced MMP9 activity (1.) and Fn14 expression (J.).
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