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LU'essentiel en Prévention

« Lesrecommandations ESC de Prevention cardiovasculaire (2021)

* Lipides: le come-back et la controverse des Omega-3

* Le choix des traitements du diabete pour les pts CV
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LU'essentiel en Prévention

Les recommandations ESC de Prevention cardiovasculaire
(2021)

Lipides: le come-back et la controverse des Omega-3

Le choix des traitements du diabéte pour les pts CV
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Catégories de Caractéristiques des sujets

risque CV ESC 2021

*  MCV atheroscléreuse documentée (coro, AVC, AOMI) _
* DB+ AOC (organe cible) ou 3 FDR

* |nsuffisance rénale, DFG < 30 ml/mn

* SCORE-2 a 10 ans > 7,5% (<50a) > 10% (50-70a) > 15% (>70a)

e HF +1FR majeur

* 1FDR majeur: LDL>1,9 g/l ou HTA grade 3

* DB sans AOC, avec ancienneté > 10 ans ou 1 FDR

* HF sans autre FDR

* Insuffisance rénale, DFG 30-59 ml/mn

* SCORE-2 a10ans: 2,5-7,5% (<50a) 5-10% (50-70a) 7,5-15% (>70a)

Risque modéré * DBage<50a (Db type 2), ancienneté < 10 ans ou O FDR

Risque faible / SCORE-2 3 10 ans: <2,5% (<50a) <5% (50-70a) <7,5% (>70a)

modéré

» https://academic.oup.com/eurheartj/article/42/34/3227/6358713#302948452
@)
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Catégories de sujets en prévention primaire

(Recommandations Prevention CV, ESC 2021)

3 catégories de Patients avec une pathologie a risque CV
majore:
»Recommandations spécifiques: pas de calcul SCORE
»Diabetes

* Risque modéré si Db < 10a, 0 FDR, 0 AOC
* Haut Risque si un des éléments ci-dessus
» Tres Haut Risque si DFG < 45/ 45-59+MAU / MicroAP -3 sites / MCV avérée

»Insuffisance rénale:

+ Haut Risque si DFG 30-44 ou 45-59 avec MAU+
» Tres Haut Risque si DFG < 30 ou 30-44 avec MAU +

»Hypercholestérolémie Familiale

* Haut Risque en I'absence d’autre FDR
» Tres Haut Risque si autre FDR majeur

Sujets apparemment en bonne sante
»Calcul SCORE-2
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Risque d’événement CV fatal et non fatal a 10 ans
au-dela de 70 ans dans les pays européens a bas risque

SCORE2 & SCORE2-OP
10-year risk of (fatal and non-fatal) CV
events in populations at low CVD risk
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2021 ESC Guidelines on cardiovascular disease prevention in clinical practice
(European Heart Journal 2021 — doi:10.1093/eurheartj/ehab484)
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Risque d’événement CV fatal et non fatal a 10 ans
(entre 40 et 70 ans) dans les pays européens a bas risque
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2021 ESC Guidelines on cardiovascular disease prevention in clinical practice

www.escardio.org/guidelines (European Heart Journal 2021 — doi:10.1093/eurheartj/ehab484)
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Catégories de risque CV basées sur SCORE-2 chez des sujets
apparemment en bonne santé et options thérapeutiques

<50years 50-69 >70years
years i i i i i

Low-to-moderate CVD <2.5% <5% <7.5% Pas d'objectif chiffré particulier
risk: risk factor treatment gen- ‘ (possib/ement modulé selon d’autres
erally not recommended facteurs comme : stress, genetique...)
High CVD risk: risk factor 25to <75% 5to<10% 7.5to<15%
treatment should be =N Traitement des FDR en tenant compte
considered des préférences du patient
Very high CVD risk: risk fac- >75% >10% >15%
tor treatment generally =) | Traitement des FDR recommandé
recommended®

Recommandé pour tous:

e Sevrage du tabac

* Recommandations de mode de vie

* PAS <160 mmHg

£sc 2021 « LDL-c<1,9g/l
Q
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Les objectifs pour le LDLc selon le risque CV

Risque CV Objectif idéal LDL-C Indication formelle Trait.
médicamenteux
- < 0,55 g/l (1,4 mmol/l) >0,55 g/l (1,4 mmol/I)

- <0,55 g/l (1,4 mmol/l) >0,70 g/l (1,8 mmol/l)
- <0,70 g/1 (1,8 mmol/l) >1 g/l (2,6 mmol/l)

Risque modéré <1g/1(2,6 mmol/l) > 1,90 g/l (4,9 mmol/l)

R. faible < 1,15 g/1 (3 mmol/l) >1,90 g/l (4,9 mmol/l)

o _ ESC 2019
> https://academic.ouficomgurhearti/atiele(dd111/5556353 revenTion



LU'essentiel en Prévention

« Les recommandations ESC de Prevention cardiovasculaire (2021)

 Lipides: le come-back et |la controverse des Omega-3

* Le choix des traitements du diabete pour les pts CV
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Synthesis pathways of n-6 and n-3 LC-PUFA

*/

Sunflower, Corn, Peanut

n-6 PUFA

2 AG essentiels

18:2 n-6 (LA) 18:3 n-3 (LNA)
‘ A6 desaturase ‘
18:3 n-6 18:4 n-3
Elongase ;
20:3 n-6 20:4 n-3
‘ A5 desaturase
20:4 n-6 (AA) 20:5 n-3 (EPA)
‘ Elongase
22:4 n-6 22:5n-3
‘ Elongase ‘
24:4 n-6 24:5n-3
! A6 desaturase ‘
24:5 n-6 24:6 n-3
B-oxidation g
22:5 n-6 22:6 n-3 (DHA)

Walnuts, Flaxseed, Rapessed

Joffre C, https://www.intechopen.com/chapters/68423
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REDUCE-IT Trial: EPA 4 g/d vs placebo

Inclusion criteria:
 Statin-treated M/F

« TG1,5-5¢l

« LDLc0,4-14ll

» Established CVD: 70%
» Diabetes + 1 RF: 30%
* Diabetes in 59% of pts

EPA blood concentration
=183 ug/ml (IPE)

A Primary End Point
100+

90
80+
70
60—
50+
40+
30+

Patients with an Event (%)

20+
10

0

30+

20+

10+

Hazard ratio, 0.75 (95% CI, 0.68-0.83)
P<0.001

wl
L]
l.--- o
Placebo‘.-"" 25/)

lcosapent ethyl

0

Years since Randomization

Bhatt, NEJM 2019, 380:11-22

e,
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JELIS: an older trial with pure EPA

(primary and secondary prevention)

| (80%) & Il (20%) Prevention: Statin vs Statin + EPA 1800 mg

Chol > 6.5 mmol/I

Mean age: 61 yrs; M/F: 31/69%

LDLc— 25 % (in 2 groups)

P°1:1,4vs1,7% (-18%, ns); P° Il: 8,7 vs 10,7% (-19%, p=0.048)

JELIS study

Primary end point

Entire cohort

TG>150mg/dl and HDL-C <40mg/dl

at baseline
401 HR:0.81 (0.69-0.95) 509 HR:0.47 (0.23-0.98)
P=0.11 control P=0.043
) 40
3.0 8 control
" EPA 3.0
2.0 il
<4 i EPA
4
10 // il
y/4
0 0 . v . | .
1 2 3 4 5 0 1 2 e, = .
Years Years
h =4

EPA blood
concentration =170

pug/ml (EPA)

Yokohama, Lancet 2007;
369:1090-98
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Effect of High-Dose Omega-3 Fatty Acids vs Corn Oil on Major Adverse

> Aucun bénéfice avec
EPA + DHA 4 g/d

(Epanova 4g = EPA + DHA)

Nicholls, JAMA 2020

@ sava network

Cardiovascular Events in Patients at High Cardiovascular Risk:
The STRENGTH Randomized Clinical Trial

QUESTION In statin-treated patients with high cardiovascular risk, high triglycerides, and low HDL cholesterol, does adding a carboxylic
acid formulation of omega-3 fatty acids (EPA and DHA) to ongoing treatment improve cardiovascular outcomes?

CONCLUSION The findings from this randomized trial do not support use of this omega-3 fatty acid formulation to reduce major adverse

cardiovascular events in patients at high cardiovascular risk.
POPULATION .

8510 Men N
4568 Women 6539
Omega-3

4.g/d of omega-3 CA (carboxylic
acid) capsules containing EPA
and DHA for up to 5 years

PRIMARY OUTCOME

INTERVENTION

Adults with high triglycerides

and low HDL levels, treated with
statins, and at high risk of adverse
cardiovascular outcomes

Mean age: 62.5 years

LOCATIONS

675 Hospitals
in 22 countries

13078 Patients randomized

6539
Corn oil

Comparator capsules
for up to 5 years

@

Composite of cardiovascular death, nonfatal myocardial
infarction, nonfatal stroke, coronary revascularization,
or unstable angina requiring hospitalization

FINDINGS

Occurrence of composite outcome events

Omega-3 Corn oil
785 of 6539 patients 795 of 6539 patients
12.0% 12.2%

At early trial termination, there was no significant
difference between groups in the primary outcome:

R, 0.99 (95% c1,0.90-1.09); P= 84

|i| Primary MACE, total population |£| Core MACE
254 25+
Omega-3 CA
® 204 Corn oil 20
= — k=
] @
o S
= 154 = 15+
= =
; 10+ ; 10-
@ g _——
£ 5 g s —
HR, 0.99 (95% Cl, 0.90-1.09); P= .84 HR, 1.05 (95%Cl,0.93-1.19)
0=" — — — 0 — — — ; .
0 G 12 18 24 30 36 42 48 54 0 ] 12 18 24 30 36 42 48 54
Months from randomization Months from randomization
No. at risk No. at risk
Omega-3CA 6539 6372 6200 6060 5917 5751 4900 2965 1535 567 Omega-3CA 6539 6426 6302 6190 6070 5933 5069 3091 1604 596
Carn oil 6539 6373 6207 6083 5906 5754 4899 2995 1508 562 Corn oil 6539 6420 6312 6212 6091 5966 5093 3132 1588 595
TOUMOIVI CEOUNUNELT, S o Ty, EARNTGTC L S T IV T ToTw




QJESFC ‘ Recent large outcome trials using

Osrc

high dose ®3FA

STRENGTH! JELIS? REDUCE-IT?
Plasma EPA Plasma EPA Serum EPA
180 180 180 169 168
162 -
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144
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5 : 5
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T 60 o 60 T 60
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26
21
20 20 20
0 0 0
Baseline Year 1 Baseline End of Study Baseline Year 1 Year 2 Year 3 Year 4 Year 5
e 13-34 47-132 SD+55 (mean 4.6 years) |QRug/ml:  17-40 81-205 95-237 88-234 82-235 78-226
Drug: 850 mg mixed omega-3 carboxylic acid / 1g capsule >980 mg EPA ethyl ester / 1g capsule 1g icosapent ethyl (EPA ethyl ester) / 1g capsule
Dose: 4g/d 1.8g/d 4g/d
Population: International Japanese International

Plasma and serum EPA levels have been strongly correlated, with plasma levels being slightly higher than serum levels*>

1. Nicholls SJ, et al. JAMA. 2020 Nov 15:62022258 2. Itakura H, et al. J Atheroscler Thromb. 2011;18:99-107. 3. Bhatt DL, et al. ACC 2020 Scientific Session (ACC.20)/World Congress of Cardiology (WCC): Abstract 20-LB-20501-ACC. Presented March 30, 2020. 4. Dunbar RL, et al. Poster
presented at the Gordon Conference on Atherosclerosis, June 16-21, 2019, Newry, Maine. 5. Dunbar, RL, et al. poster presented at NLA Scientific Sessions, Dec 9-12, 2020.

Communication M Farnier

\ B th_1cth
Q FORUM EUROPEEN, CCEUR, EXERCICE & PREVENTION ~ January, 1270155, 2022
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- Comment expliquer I'impact différent EPA vs EPA + DHA ?

—mm

-22,4% - 15,6% - 6,8%
LDL-c +2,6% -0,7% +3,3%
nonHDL-c -1,2% -2,9% +1,7%
HDL-c +7,3% +1,4% +5,9%

Jacobson TA, ] Clin Lipidol 2012

Omega-6 Omega-3
Arachidonic Acid EPA DHA
C20:4n-6 C20:5n-3 C22:6n-3
| Leukotrienes I |Prostaglandlns| I Lipoxins ” Resolvins “ Protectins “ Maresins I
Pro-inflammatory Anti-inflammatory and pro-resolution
Dobson, JLR 2013
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Les fortes supplémentations en EPA et/ou DHA
semblent majorer le risque de FA !

- Incidence Om-3 vs Pbo HR (IC 95%)

REDUCE-IT 1 5.3% vs. 3.9% 1.36, p=0,003
STRENGTH 2 2.2% vs 1.3% 1.69 (1.29-2.21)
OMEMI 3 7.2% vs 4% 1.84 (0.98- 3.44)

1. Bhatt, NEJM 2019,
2. Nicholls, JAMA 2020
3. Kalstad, Circulation 2021

Q :
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176 studies
’ [ 4,143,517 patients J
I nto I e ra n ce Asian race Age

N25.4% N33.1%

aux statines Bk race \ / / paez 65 yurs @ESC

European Society
of Cardiology

Obesity \
N

30.6% Fem??
130.6% P NAT.9%
( m Etaan al y se de Hypothyroidism Overall preva Depression
. 137.6% > [ 919 (8.1- > V12.2%
176 études sur ‘
. Diabetes mellitus e | A "= Chronic liver disease
4143517 sujets) 126.6% . F 124.3%
Antiarrhythmics / e \ Chronic renal failure

Alcohol consumption Calcium channel blockers
N22% N35.5%

Exercise High stsatin dose
N23.2% N37.5%
’ Arterial Duration of statin
( Smoking j ( hypertension ] ( therapy )

( White race ) (Caucasian racej ( Hispanic race J [ Warfarin )

Bytici, EHJ 2022: Eur Heart J, ehac015, https://doi.org/10.1093/eurheartj/ehac015 @ OXFORD

UNIVERSITY PRESS

2% /’ \\ .2%

The content of this slide may be subject @pyright: please see the slide notes for defails. 5
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LU'essentiel en Prévention

« Les recommandations ESC de Prevention cardiovasculaire (2021)

* Lipides: le come-back et la controverse des Omega-3

 Le choix des traitements du diabéte pour les pts CV
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Meta-analyse de I'effet des analogues GLP-1 et des inhibiteurs SGLT2
sur les événements cardiovasculaires majeurs et la survenue d’une

insuffisance cardiaque

1/ Prévention Cardiovasculaire

2/ Insuffisance cardiaque

Trials Patienis Evanis Welghts AR 855 ¢ |
Fetahfichad dtharpgelorolic Cardiovascular Disease
3 4365 B2t .- 08T ji 05
20850 el e = 084 j0.60. 0.0
-14%
andom Elech Tor WSCVD [P valsg=0 007 —— 0.8 (0,80, 0.93)
Multiple Risk Factor
GLF Rl i 508 a4 =l 104 joarT, 123
BGLTH 13872 T4 L] L i 1.00 joaT, 1.18)
Randam Efets Tor MRF [Pvaluesd.B1) e 101 [0.87, 1.19]
1
050 160 150
Harard Rt

Events

Treatment
Events
per 100 ptyrs per 100 ptyrs

Placebo
Events

Weights

HR [95% C1]

Trials Patients
GLP-1 ag.

ELXA ©coce

LEADER 9340

SUSTAIN-0 3297

EXSCEL 14752

Fixed Effects for HHF (P-value=0.20)

i-SGLT2

EMPA-REG OUTCOME 7020

CANVAS Program 10142

DECLARE-TIMI 58 17160

09

06

06

-
———
-
——
%
-31%
r T T 1
0.50 1.00 1.50 200
Hazard Ratio

0.96 (0.76, 1.23]

0.87 [0.73, 1.05)

1.1 (077, 1.61]

084 [0.78, 1.13]

0.93 [0.83, 1.04)

0.65 [0.50, 0.85]

0.67[0.52, 0.87]

0.73(0.61, 0.88]

Thomas A. Zelniker. Circulation. Comparison of the Effects of Glucagon-Like Peptide Receptor Agonists and Sodium-Glucose Cotransporter 2 Inhibitors for
Prevention of Major Adverse Cardiovascular and Renal Outcomes in Type 2 Diabetes Mellitus, Circulation 2019, Volume: 139, p: 2022-2031

e,
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SFD 2019

S
(habete

_ﬁ?atient présentant une maladie rénale chronique, une insuffisance cardiaque\

ou une maladie cardiovasculaire avérée

En cas d’échec de la metformine (HbAlc non a l'objectif)

Maladie cardiovasculaire avérée Maladie rénale chronique ou insuffisance cardiaque
METFORMINE + GLP-1 RA Préférentiellement METFORMINE + iSGLT2
ou si DFG adéquat
METFORMINE + iSGLT2 ‘
K si DFG adéquat 2¢me chojix : METFORMINE + GLP-1 RA* /

Darmon P et al. Médecine des Maladies Métaboliques 2019. www.sfd.org

Trois points clés

1. Population cible

Maladie cardiovasculaire avérée = événement cardiovasculaire ou lésion athéromateuse significative

(sténose artérielle > 50% ; angor instable; IMS documentée ; claudication intermittente avec IPS < 0,9)
Insuffisance cardiaque (GLP-1 RA déconseillés si FEVG < 40%)
Maladie rénale chronique

2. Stratégie selon le profil du patient (en add-on de metformine)

Maladie cardiovasculaire avérée : GLP-1 RA = iSGLT2
Insuffisance cardiaque ou maladie rénale chronique : iISGLT2 > GLP-1 RA

3. SiHbA1c non a l'objectif sous m@formine
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