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INFIAMMAZIONE ED ATEROSCLEROSI

CCR2 LDL il IL-1 NLRP3,__ e

l inhibitorIL_1l _l_
nmibior =PRG> \l) g INFLAMMATION

-~ /\\ 7N inhibitor

anti-oxidants @(LDL Th1 cell APC INFLAMMASOME

% CD40/CD40L 4 CD30 l

o FN-y / v IL-1Ra
%‘ T L Caspaze > 1L1B

- Macrophage Nefrin-1 IL-6 | IL-6/TNF

TNF inhibitor

Histamine . ‘ . /\
- o
||F:16v e w Foam Cell ©

Mast Cell

Khambhati, Atherosclerosis 2018






INFIAMMAZIONE E TESSUTO ADIPOSO
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Visceral adipose tissue
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Epicardial adipose tissue

Epicardial fat

Myocardium




TESSUTO ADIPOSO VISCERALE

Epicardial Fat Imbalance
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Lower glucose uptake Buffer against FFA toxic effect
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Epicardial adipose tissue and age
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' Epicardial adipose tissue andCAD

EAT thickness mean (mm)
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' Epicardial adipose tissue andCAD

In presenza di CAD aumenta Pinfiltrazione macrofagica
Polarizzazzione dei macrofagi M1/M2
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EAT is a source of inflammatory mediators in CAD pts
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Mazurek T et al. Circulation. 2003



' Epicardial adipose tissue andCAD

a quantita di macrfagi M1 correla con il livelli di :
IL-6; TNF-alpha; MCP-1
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Normal Aortic Valve
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!picardial adipose tissue Is increased In pts with
calcific aortic stenosis

p value < 0.0001

Controls

Parisi V et al, Int J Cardiol 2015



!picardial adipose tissue Is increased In pts with
calcific aortic stenosis
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relazione tra spessore EAT e secrezione di mediatorli
Inflammatori

Epicardial fat
Spearman p value
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IL-2 .790" 20
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IL-9 911™ 00
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' EAT and outcome In aortic stenosis
AVR-survival
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'EAT — sistema adrenegico nello scompenso
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EAT — sistema adrenegico nello scompenso
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' EAT and outcome In heart failure
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Rilascio citokine Rimodellamento adrenergico
Inflammatorie e pro-fibrotiche  secrezione catecolamine




' Statin therapy on EAT inflammatory profile
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In vitro effects of atorvastatinon on
EAT inflammatory profile

Secretome cytokines
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mpagliflozin, Cardiovascular Outcomes, and Mortality
In Type 2 Diabetes (EMPAREG trial)

B Death from Cardiovascular Causes

A Primary Outcome
20+

Hazard ratio, 0.86 (95.02% CI,0.74-0.99)

Hazard ratio, 0.62 (95% Cl, 0.49-0.77)
P=0.04 for superiority

P<0.001

Patients with Event (36)
Patients with Event (26)

No. at Risk No. at Risk

Empaglifiozin 4687 4580 2821 2359  15M4 370 Empaglifiezin 4687 4651 4608 4536 4128 3079 17 1722
Placebo 2333 2256 11 1330 1lel 741 166 Placebo 2333 2303 220 2243 12 1503 128] B2

C Death from Any Cause

D Hospitalization for Heart Failure
159

Placebo

Placebo

Hazard ratio, 0.68 (95% Cl, 0.57-0.82) /r‘ d

P<0.001 _~—" Empagifiozin

A
Hazard ratio, 0.65 (95% Cl, 0.50-0.85) e
P=0.002 - Empagliflezin

Patients with Event (%)
Patients with Event (%)

Month Month
No. at Risk No. at Risk

Empaglifiozin 4687 4651 4556 4128 3079 2617 Empaglifiozin 4687 4614 4427 3988 2950 2487  16M
Placebo 2313 2303 2243 2012 1503 1281 Placebo 2333 2271 2173 1932 1424 1202 775

N Engl J Med 2015




SGLT2 E TESSUTO ADIPOSO
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Take Home Message

[’aumento del grasso epicardico sembra essere associato associato
a peggiore outcome nelle patologie cardiovascolari

Tessuto adiposo epicardico potenziale nuovo target terapeutico
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