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Abstract

Aims

Inflammatory cvtokines play a critical role in the progression of calcific aortic
valve disease (CAVD), for which there is currently no pharmacological
treatment. The aim of this study was to test the hypothesis that interleukin-8
(IL-8), known to be involved in arterial calcification, also promotes aortic valve
calcification (AVC) and to evaluate whether pharmacologically blocking the IL.-
8 receptor, CXC motif chemokine receptor 2 (CXCR2), could be effective in
preventing AVC progression.
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Abstract

Within the cardiovascular system, the protein vasorin (Vasn) is predominantly expressed
by vascular smooth muscle cells (VSMCs) in the coronary arteries and the aorta. Vasn
knockout (Vasn™") mice die within 3 weeks of birth. In the present study, we investigated
the role of vascular Vasn expression on vascular function. We used inducible Vasn
knockout mice (Vasn“REERTKD gnd yigsn>MMHC-CRE-ERTZKOD in which respectively all cells or
SMCs only are targeted) to analyze the consequences of total or selective Vasn loss on
vascular function. Furthermore, in vivo effects were investigated in vitro using human
VSMCs. The death of VasnRE-ERTKD mjce 21 days after tamoxifen injection was
concomitant with decreases in blood pressure, angiotensin Il levels, and vessel
contractibility to phenylephrine. The Vasn>MMHC-CRE-ERTZKO mice displayed concomitant
changes in vessel contractibility in response to phenylephrine and angiotensin 1l levels. In
vitro, VASN deficiency was associated with a shift toward the SMC contractile phenotype,
an increase in basal intracellular CaZ* levels, and a decrease in the SMCs' ability to
generate a calcium signal in response to carbachol or phenylephrine. Additionally,
impaired endothelium-dependent relaxation (due to changes in nitric oxide signaling)
was observed in all Vasn knockout mice models. Our present findings highlight the role
played by Vasn SMC expression in the maintenance of vascular functions. The
mechanistic experiments suggested that these effects are mediated by SMC phenotype

switching and changes in intracellular calcium homeostasis, angiotensin Il levels, and NO
signaling.
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In chronic kidney disease {CKD), calcium-sensing receptor (CaSR) expression and
function have been extensively studied in parathyroid tissue and vascular tissues. To

examine whether similar changes occurred in other tissues, we measured total and
surface CaSR expression in monocytes of patients with various stages of CKD and healthy
volunteers respectively in cross-sectional studies. We further explored invitro the impact

of uremic serum on Ca5R expression in monocytes (U937 and THP-1 cell lines), and
whether human peripheral blood mononuclear cells or U937 and THP-1 monocytes
might modify vascular calcium deposition in rat carotid arteries invitro. CKD was

associated with a decrease in peripheral blood mononuclear cell CaSR expression both in
total and at the monocyte surface alone (43% and 34%, respectively in CKD stages 4-5).
This decrease was associated with a reduction in the ability of monocytes to inhibit
vascular calcification invitro. Pretreatment with the calcimimetic NPSES5G68 of peripheral
blood mononuclear cells isolated from patients with CKD significantly improved
monocyte capacity to reduce carotid calcification invitro. The fewer peripheral blood

maononuclear cells expressing cell surface CaSR, the more calcimimetic treatment
enhanced the decrease of carotid calcium content. Thus, we demonstrate that monocyte
CaSR expression is decreased in patients with CKD and provide invitro evidence for a
potential role of this decrease in the promotion of vascular calcification. Hence, targeting
this alteration or following monocyte CaSR expression as an accessible marker might
represent a promising therapeutic strategy in CKD-associated arterial calcification.
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Decreased monocyte calcium sensing receptor expression in patients with

chronic kidney disease is associated with impaired monocyte ability to
reduce vascular calcification.
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Abstract

Rationale & Objective

Adverse drug reactions (ADRs) are common in patients with chronic kidney disease
(CKD). The impact of kidney function decline on serious ADR risk has been poorly
investigated. We sought to comprehensively describe ADRs and assess the relationship
between eGFR and serious ADR risk.
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Abstract

Background

Speckle tracking strain echocardiography allows one to visualize the timing of maximum
regional strain and quantifies left ventricular-mechanical dispersion (IV-MD). Whether
LV-MD and LV-global longitudinal strain (LV-GLS) provide similar or complementary
information in mortality risk stratification in patients with severe aortic stenosis (5AS)
remains unknown.

Objectives

We hypothesized that LV mechanical dyssynchrony assessed by LV-MD is associated with
an increased risk of mortality and provides additional prognostic information on top of
LV-GLS in patients with SAS.
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CENTRAL ILLUSTRATION: Prognostic Implications of Left Ventricular Me-
chanical Dispersion in Severe Aortic Stenosis, Preserved Left Ventricular
Ejection and Without Severe Symptoms
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