protein indicated that patients had higher IL-18 lavel than controls, considered both
together (303.76 = 132.23 pg/mL vs.124.75 + 15.03 py/mL, mean + S0, P < 0.0001)
and after subdiision in CABG (262,89 = 79.33 pg/ml, P< 0.004) and VR
palients(354.79 = 211.94 pg/mL, P < 0.01). Also after classification of the patients in
subgroups according to thelr body mass index (BMI) {normak-weight and over-
weightiobesel, IL-18 levels were higher than those in contro! group. Conclusions: It
seems that although these two different grougs of patients had similar ingreased
circulating levels of iL-18, which were independent of the BMI status of the subjects,
a differentiocal biology for 1L-18 may exist at EAT level,

CVBMS. Interleukin-15, Coronary Arthery Disease and Epicardial Adipose
Tissue: Possible Corretation

E Viarsello’, G, Dogliolti*, E. Galliera’, E. Dozio', G. Schmitz?, M. Corsi Romaneliit
"Universita deghi Studi di Milano, Milano. itafy; *Universita df Regensburg,
Regensburg, Germany

Background: The epicardial adipose fissue (EAT) has been shown to increase in
obesity and to play & potentiai role in the development of coronary artery disease
(CAD) by secreting different mediators Interieukin-15 (IL-15) is one of the cylokines
expressed by the inflammatory cells located at atherosclerotic plaques.In our study
we measured fL-15 plasma level in two groups of patients with different degree of
adiposity.1)patients affected by CAD and undergoing caronary artery bypass grafting
surgery {CABG). 2) patients without CAD undergoing valve replacement surgery
(VR).We also compared gene expression levels of IL-15 and its receplor (IL-15RA)
in EAT samples isolated from CABG and VR patients. Metheds: Blood samples of
patients CABG or VR were collected afler an overnight fasting to measure IL-15 level
by immung-enzymatic assay. IL-15 and IL-15RA gene expression were evaluated on
EAT biopsy hiarvested from CABG and VR patients. Results: IL-15 plasma level
resulted higher in CABG than in VR patients {3.70 £ 1.17pgimLys.2.52 = 1.04
pg/mL: mean + SD; P < 0.05).Afler ctassification according 1o BMI, IL-15 level
rezulied higher in overweightiobese (OB} CABG compared to OB VR patients (4.54
+0.30 pgimL vs.2.18 £ 0.52 pg/nL; P < 0.01}. A trend of increase was also
abserved in rormal-waight (NW) CABG compared to NW VR patients (3.58 + 0.40
pg/mL vs.2.63 + §.08pg/mlL). Only in CABG group IL-15 level was higher in OB than
in NW group (4.54 +4.30pg/mL vs.3.58 + 0.40 pg/mL; P < 0.001). Conclusions:
The increased IL-15 circulating level ohserved in CABG vs. VR patients seemed
mare correlated to the CAD pathology than to the obestty status of the patients.
Whether EAT may significanty contribute to increase IL-15 circulating levess in these
patients need further investigation.

CVBMS, Pathophysiological implications of inflammation and Genetic
Inflammatory Factors in Hypertensive and Oid Patients Affected by Sporadic
Thoracic Aortic Aneurysm

C. Balistrerf’, G. Candore?, C. Pisanc®, L. Vaccaring?, L. Scoia?, G. Colonna-
Romano?. E. Mares?, G. Ruvolo?, C. Caruso?, D. Lio?

Wniversity of Pafermo, Palermo, italy, 2Department of Patfobiology and Medical and
Ferensic Biotechnologles, Falemno, ifaly; *Unit of Cardiac Surgery, Department of
Surgery ang Oncology, Palenmo, Haly; *Department of Patholegic Anatomy,
Universify of Pafermo, ftaly, Palermo; Haly, ftaly

Background: Sporadic thoracic aorfic aneurysm (3-TAA) is polentially devastating
with severe morbicity and merality. Current evidence suggests inflammation as main
mechanism of its pathophysiology associated with both aging and age-related
hypertension. Thus, we assessed whether inflammation is the principal mechanism
of medial degeneration in hypertensive and old S-TAA, Methods: Histopathological
and immungcistochemical aoita examination was executed. Furthermare, genotyping
of len SNPs in cases and controis was performed Plasma inflammatory molecules
were alse deiected in patients and controls using ELISA technique. Results: A
significant inflammatoryimmune CD3+CD4+CD8+CDRB+CD20+ cellylar infitrate
mainly in vasa vasorum of adventitia was observed in case aorlas, suggesting its
possible migration from these vessels info média and its role in destroying ail
components of extracellular matix and vascular smooth misscle Gells (VSCM)s.
Conzistent with these data, significant higher plasma levels of systemic infammatory
mediators charactenzed ihe cases. Different acrta abnomalities, apoptosis of
VSCMs and severe MMP-9 amounts were also found in S-TAA aorlas. in zddition,
five very significant associations with S-TAA risk were detected. OF these, D11 ACE
and -1562 C/T MMP-3 SNPs are indeperident isk factors for 5-TAA, Higher tissue
and plasma levels of MMP-9 were also observed in -1582T MMP-9 allele carriers. A
high S-TAA risk genotype was also detected significantly associated with high levels
of systemiz inflammatory medialors, immunefinflammatory cells and hypertension.
Conclusions: Results obtained agree emerging evidence of infammation as shared
patological mechanism for S-TAA, suggesting the role of inflammatory products and
genetic profile as possible 5-TAA risk biomarkers.
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CVBM?7. Role of Oxysterols in the Progression of Atheroscierotic Lesions
5. Gargiulo’, P. Gamba®, B. Soffere’, G. Testa’, G. Poli", G. Laonarduzzi’
"Departiment of Clinical and Biological Sciences, University of Turin, Orbassano, fialy
Background: Atherosclerosis has been associated with chronic inflammation which
contributes 1 atherosclerotic plaque progression and rupture, Matrix
metalloproteinasas (MMP), secreted mainly by macrophages, play a major role in the
extracellular matrix remodeting. Dysregulation between MMP and tissue inhibitars of
metalioproteinases (TIMP} can rarder the plague vuinerable. Increased MMP-9
expression has been found in atherosclerotic plaques of patients experiencing
cardiovascular diseases. An association between oxidized LDL. and coronary heart
disease has also been demonstrated. Oxysterols, cholestero! oxidation products
which are abundant in oxidized LDI., appear fo be involved in the pathogeness of
atherosclerosis. Methods: Human promonocytic U937 cells were treated with an
oxysterol mixture, whose composition is simitar to that found in human plagues.
MMP-, TIMP-1/TIMP-2 expression was measured by real ime RT-PCR whereas
MMP-S and TIMP protein levels were analyzed by Western biotting; MMP-9
enzymatic activity was analyzed by zymography. The production of reactive oxygen
species (ROS) was cbserved by confocal microscope. Results: Our results show
that the oxysterols induce a significant increase of expression, synthesis and
enzymatic activity of MMP-S, whereas they don’t affect the expression and synthesis
of the inhibitors TIMP-1/TIMP-2. Using inhibitors or specific SIRNAS, we
demonstrated that oxysterols induce MMP-9 expression through: 1) PKC-megiated
NADPH oxidase- and mitochondria-dependent ROS overproduction: 2) up-regulation
of ERK1/2 and JNK signaling pathways; 3) up-regulation of AP-1- and NF-«B-ONA
binding. Morecver, oxysterols induced inflammatory cytokine expression which might
contribute to plaque vulnerability by inducing MMP-9 expression. Conclusions: In
cenclusion, oxysterols significantly contribute lo the plague vulnerability by promoting
MMP-9TIMP-1/2 imbaiance in phagocytic cefls.

CELL DEATH PATHWAYS

CDP1. Magnesium and its Mitochondrial-Specific Channel {mrs2) in
Doxorubicin-Induced Apoptosis of Mammary Epithelial Ceils

V. Trapani®, L Mastrototaro’, A. Cittadini’, F. Wolf?

"Université Catlalica def Sacro Cuore, Roma, Haly

Background: Several apoptotic stimuli induce & magnesium release from
mitochandria that seems to be functional to the apoptotic progess. Mitochandrial
RNA splicing gene 2 (mrs2) trascribes a channe! protein, homologous to the
bacterial CorA, which mediates a membrane potential-driven magnesium uptake into
mitochondnia. Interestingly, mrs2 expression has been associated to tumour
mullidrug resistant phenotype, although the mechanism remains unclear. We here
investigated the role of mrs2 in doxorubicin-indused apeptosis in mammary epithelial
cells. Methods: Mammary epitheliai celis (HC11) were adapted to grow in low or
high magnesium medium, Control HG11, high-Mg and low-Mg HC11 were assessed
for sensitivity to doxorubicin-induced apoptosis {annexin-fit, mitochondiral
membrane potential and cytochrome ¢ release} and mrs2 expression (Western bict).
mrs2-siRNA cells were assessed for doxorubich sensitivity and compared to wild
typs counterparts. Resuits: Our results show that sensiéivity to doxarubicin depends
on magnesium avaiiability. High-Mg cells and magnesium-supplemented #C11 cells
(10mM for 48h) are more resistant io doxerubicin-induced apoptasis. Interestingly, in
both cell lines mitochondrial mrs2 protein was up-regulated compared 10 control or
untreated cels. Silencing of the mrs2 gene enhanced doxorubicin-induced apoptosis
in all cells. Conclusions: Cur data suggest that increased magnesium availability
protects HC11 cells from doxo-induced apopiosis. The expression of the
mitochondrial protein mrs2 is involved in apoptosis resistance as mrs2-siRNA
increased doxo sensitivity also in high-magnesium cells. Since mrs2 overxpression
has been associaled to mulidrug resistance {Chen, 2008} we hypothesise that mrs2
and the associated mitochondrial magnesium uptake have acrucial role in the
mechanism of drug resistance.

ENDOCRINE AND METABOLIC DISORDERS

EMD1. Novel Mutations in SAR1B and MTTP Genes in Children with
Chylomicron Retention Disease and Abetalipoproteinemia
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Neji'. N. Shimane?
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Background: Manogenic hypobetalipoproteinemias (mHBLs) include Familial
Hypobetalipoproteinemia (FHBL) with a dominant transmission ang



