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IEC

N symptomes Nmortalité \YWhospitalisations
E.l.: hypotension, I.R., hyperkaliémie, toux
C.l.: angio-cedeme, hyperkaliémie, grossesse, sténoses bilat a. rénales, AINS

Faible dose
PA, iono urée créat, kaliémie 7 jours apres

Prudence chez sujet a risque



ARA 2 et Anti aldostérone

Bloquent le récepteur AT1 de I'angiotensine 2
Action proche des IEC, efficacité comparable
Meilleure tolérance: moins de toux

Diurétiques épargneurs K+

N symptomes Nmortalité N hospitalisations

E.l. hypotension, impuissance, gynécomastie (préférer éplérénone)
C.l. Insuffisance rénale sévere — hyperkaliémie

Pas de triple association IEC + ARA 2+ Aldactone



Bétabloquants

Pour IC symptomatique (systématique apres IDM)
Carvédilol/Bisoprolol/Metoprolol/Nebivolol
N mortalité N mort subite N symptomes Nhospitalisations

En pratique

Faible dose — paliers hebdomadaires

Patient stabilisé

Maintien si |.C. sauf si sévere (choc...)

Surveillance FC et PA

C.l.: asthme/BPCO sévere/bradycardie/hypoTA/BAV 2 ou 3



Effets dose sur le pronostic de I'IC

IEC/ARA II Beta-bloquant Diurétique

’
de Panse
A B C
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Schmidt S et al. Eur Heart ] 2014; 35: 1051



Sacubitril-Valsartan

En cas d’insuffisance cardiaque® :
I'hypervolémie et I'étirement des fibres
myocardiques entrainent une hausse
réactionnelle du BNP®*

Ce BNP n’est pas stocké et est rapidement Pro BNP

dégradé par la néprilysine®s
(demi-vie du BNP : 20 mn®)...
NT-Pro BNP

BNP (inactif)

La néprilysine
dégrade le BNP

composeés
inactifs



SACUBITRIL‘

AUGMENTE

les effets des peptides natriurétiques

en bloquant leur dégradation par la
néprilysine, qui peuvent résulter en
différents effets physiologiques"’ :

® vasodilatation
@ natriurése et diurése

@ augmentation filtration glomérulaire
et débit sanguin rénal

® inhibition de la libération de la rénine
et de l'aldostérone

© diminution de l'activité sympathique
® effets anti-hypertrophique et anti-fibrotique

Meécanisme

g
0 VALSARTAN

INHIBE

les effets du SRAA en bloquant les
récepteurs AT1 de I'angiotensine I1*

La néprilysine dégradant également l'angiotensine I,
son inhibition peut avoir un effet vasoconstricteur "
le valsartan permet d'inhiber les effets délétéres
de I'angiotensine I1.""!

(>] vasoconstriction
[>] rétention hydrosodée

(>] activation de la croissance et de la
prolifération des cellules entrainant un
remodelage cardiovasculaire mal adapteé

(>] libération d’aldostérone



Inhibiteurs du SGLT2

Figure 1: Fonction du transporteur SGLT2 et conséquences de
son inhibition pharmacologique
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Schéma extrait de Cherney DZ, et al, JACC, 2019




Dapagliflozine/Empagliflozine

* Inhibiteur du co-transporteur Na-Glu type 2

* Augmente excrétion urinaire de glucose

* Réduit réabsorption de NaCl, Diurese osmotique
* Diminution pré-charge et post-charge

* Effets indésirables: infections urinaires/génitales, augmentation du
risque d’'amputation (diabétiques type 2), gangrene de Fournier,
acido-cétose (D2)



Déces CV et hospitalisation pour IC

Ivabradine, Etude SHIFT

* IC FEA (FEVG < 35%)
* NYHA II-IV
* RS avec FC > 70 bpm

* Traité par IEC/B- depuis 4 semaines

Ivabradine n = 793 (14,5 % PA) — Placebo n = 937 (17,7 % PA)
HR =0,82;p < 0,00m
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Déces par IC

Ivabradine n = 113 décés (3 %) — Placebo: 151 décés (5 %)
RR=0,74;p=0,014

= [vabradine

Placebo = 26 %
(- 38 déces)
o é 1'2 1% z|4 3'0
Mois

SHIFT Investigators. Lancet 2008



Carence martiale et IC

Prévalence Causes

* 37-50% * Malabsorption
* 57-61% en présence d’anémie * Malnutrition

o T avec la sévérité de la maladie * Perte digestive

* 70% dans I'IC aigiie * Inflammation



Correction de la carence martiale et
pronostic de I'lIC

Critére primaire : distance parcourue au test de marche de 6 min
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Insuffisance cardiaque a FEVG préservee

DIASTOLE

SYSTOLE

Pibarot P. J Am Coll Cardiol 2012



Insuffisance cardiaque a FEVG préservee

: .,.k Cardiomyocyte
= (75% of myocardial
structural space)

— Collaben
(type 1 and type lik=24%
=" of structural space)
Cardiac .
Interstitium
(25% of muscle cell

myocardial
structural space)
Macrophaga
mast cells
(synthesls of - ‘/

Reactive interstitial a5 W"’"““ "’m’

fibrosis: Yo Myoﬂbroblam. 7 b ; Infiltrative interstitial fibrosis:
-hypertension -valvular disorders Nfggg:“" &/ 4 ¢ -amyloidosis

-diabetes -genetic -aging . collagen # 5 -Anderson-Fabry

Replacement/scarring
fibrosis:

-acute/chronic ischemia, infarction

-renal insufficiency (chronic)
-myocarditis -sarcoidosis

-genetic -toxic

Mewton et al JACC 2011



Insuffisance cardiaque a FEVG préservee




Insuffisance cardiaque a FEVG préservee

A: Arythmies

B: Blood pressure (IEC/ARA2/Antialdo)

C: Comorbidities (diabete, ischémie, FA...)
D: Diuretics (furo/thiazidiques)

E: Exercise

F: Follow-up
G: Gliflozines
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Antiarrhythmic drug therapy
Stable HFmrEF Absence
HFrEF (LVEF 41-49%), 2 : :
(VEF <40%) coronary heart discase. orm:jr:;r::ie heart - or propafenone is recommended in
valvular heart disease patients with AF requiring long-term rhythm control
l l l X to prevent recurrence and progression of AF,

! I , - ' |(am| I)! ‘ (Class ) \ excluding those with impaired left ventricular systolic
H function, severe left ventricular hypertrophy, or
t

. 526,577 585590
‘ (Class lib) t (Class lIb) l coronary artery disease.
I J
Recurrence of AF symptoms

!

ESC Guidelines
Atrial fibrillation 2024



Contre indications FLECAINE LP

* |nfarctus du myocarde aigu

* |nfarctus du myocarde ancien

* Insuffisance cardiaque

* Bloc de branche gauche complet en labsence dappareillage

* Bloc bifasciculaire en l'absence d'appareillage

* Bloc auriculoventriculaire du 2éme degre en l'absence d'appareillage
* Bloc auriculoventriculaire du 3éme degre en l'absence dappareillage
* Dysfonctionnement sinusal en [absence d'appareillage

» Maladie de loreillette en labsence d'appareillage

* Choc cardiogénique

* Syndrome de Brugada



Recommendations Class® Level®

Intravenous iron supplementation is recommended
in symptomatic patients with HFrEF and HFmrEF,

and iron deficiency, to alleviate HF symptoms and
c 12,41,47—49

improve quality of life.
Intravenous iron supplementation with ferric
carboxymaltose or ferric derisomaltose should be
considered in symptomatic patients with HFrEF and lla

HFmrEF, and iron deficiency, to reduce the risk of HF
c 12,41,43-46

© ESC 2023

hospitalization.

ESC Guidelines
Heart Failure 2023
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Anticoagulation

NSTE-ACS

D

Routine
antiplatelet
pretreatment

:-b

-

Choice of
P2Y 12 inhibitor®

o

Default DAPT
strategy for the

first |2 months
after ACS®

-

Default strategy
beyond the first
|2 months
after ACS

>

@®Esc—

ESC Guidelines
Acute coronary syndrom 2023



Antiplatelet strategies to reduce bleeding risk in the first 12 months after ACS

Abbreviated DAPT strategies

In HER

DAPT de-escalation strategies

dent In HBR. and
patients

only

() --- - SSEEEEEEE - SmE———— — - - = = = = -

| month
DAPT

Potent FI‘I’II inhibitor-based DAPT

non-HBR patients

De-escalation

i Change from potent P2Y, i
inhibitor to clopidogrel

I
Aspirin + Clopidogrel

Time
(Months)

P2Y ,, inhibitor
or
aspirin monotherapy

ESC Guidelines
Acute coronary syndrom 2023



Patients with ACS and an indication for OAC
Default strate Strategy to reduce
o ischaemic risk?
Time from ACS m

(Class Ila)

up to | month ---

3 months ---

12 months ---- _SUTTUTPIRSCISIINNNY. _ . | Settateeeseeeee—" ., _

Beyond
12 months

ESC Guidelines

~ Acute coronary syndrom 2023



3 months

6 months

Long term

Patients with CCS without indication for OAC undergoing PCI

Non-high bleeding risk

v v
Non-high
ischaemic risk

Prasugrel 10 mg 0.d.°

— Assess bleeding risk

!

@ Rivaroxaban 2.5 mg b.i.d.

@ Ticagrelor 60 mg b.i.d.

@ Ticagrelor 90 mg b.i.d.

@ESC

ESC Guidelines
Chronic coronary syndrom 2024



Antithrombotic therapy post-percutaneous coronary intervention in chronic coronary syndrome patients with an indication for oral
anticoagulation

In patients with an indication for OAC who undergo PCl, initial low-dose aspirin once daily is recommended (loading dose when not on C
maintenance dose) in addition to OAC and clopidogrel.

In patients who are eligible for OAC, DOAC (unless contraindicated) is recommended in preference to VKA.6176%8

After uncomplicated PCl in CCS patients with concomitant indication for OAC:
+ early cessation of aspirin (<1 week);
+ followed by continuation of OAC and clopidogrel:

o up to 6 months in patients not at high ischaemic risk;" or

o up to 12 months in patients at high ischaemic risk;"
« followed by OAC alone;
is I'ECDI‘T'II'T'IEI'I’dEd.m 6619622627 659

- e

Continuation of aspirin up to 1 month after PCl, in addition to OAC and clopidogrel, should be considered in patients at high ischaemic risk®

or with anatomical/procedural characteristics judged to outweigh the bleeding rick 620-622¢

When concerns about high bleeding risk prevail over concerns about stent thrombosis or ischaemic stroke:

rivaroxaban 15 mg daily should be considered in preference to rivaroxaban 20 mg daily for the duration of concomitant antiplatelet therapy;*'® Ha
dabigatran 110 mg twice daily should be considered in preference to dabigatran 150 mg twice daily for the duration of concomitant lla
antiplatelet therapy.®'’

In patients with an indication for VKA in combination with single or dual antiplatelet therapy, targeting VKA intensity to an INR in the lower lla
part of the recommended range and to a time in therapeutic range >70% should be considered.5'>660-6¢3

The use of ticagrelor or prasugrel is generally not recommended as part of triple antithrombotic therapy with aspirin and an OAC. -

ESC Guidelines Chronic coronary syndrom 2024



Score PRECISE-DAPT

&

Hémoglobine : g/dl
Age: ans
Leucocytes : /mm°

Clearance creéatmine - ml/'min

[ Antécédent hémorragique nécessitant une prise en charge médicale.

Score :

Risque : | Eleve |

Risque hémorragique a 12 mois (TIMI):

Mineur ou Majeur: |> 4.14 %
Majeur:|>= 2.06 %



Patients are considered at HBR if at least 1 major or 2 minor criteria are met

Major PRECISE-DAPT criterion
Score >257
Major ARC-HBR criteria®

Anticipated use of long-term OAC
Severe or end-stage CKD (eGFR < 30 mL/min/1.73 m?)
Haemoglobin <11 g/dL

Spontaneous bleeding requiring hospitalization and/or transfusion in the

past 6 months or at any time, if recurrent

Moderate or severe baseline thrombocytopenia (platelet count <100 x 10°/L)
Chronic bleeding diathesis

Liver cirrhosis with portal hypertension

Active malignancy (excluding non-melanoma skin cancer) within the past
12 months

Previous spontaneous intracranial haemorrhage (at any time)

Previous traumatic intracranial haemorrhage within the past 12 months
Presence of a brain arteriovenous malformation

Moderate or severe ischaemic stroke within the past 6 months

Recent major surgery or major trauma within 30 days prior to PCI

Non-deferrable major surgery on DAPT

Minor ARC-HBR criteriac

Age >75 years
Moderate CKD (eGFR 30-59 mL/min/1.73 m?)
Haemoglobin 11-12.9 g/dL for men or 11-11.9 g/dL for women

Spontaneous bleeding requiring hospitalization and/or transfusion within the

past 12 months not meeting the major criterion

Chronic use of oral non-steroidal anti-inflammatory drugs or steroids

Any ischaemic stroke at any time not meeting the major criterion

© ESC 2024



ORIGINAL ARTICLE

Aspirin in Patients with Chronic Coronary
Syndrome Receiving Oral Anticoagulation

G. Lemesle,'* R. Didier,*’” P.G. Steg,** T. Simon,**!"1* G. Montalescot,'*1*1®
N. Danchin,*'” C. Bauters,'*'* D. Blanchard,* C. Bouleti,*®*! D. Angoulvant,*?*
S. Andrieu,” G. Vanzetto,” M. Kerneis,'* V. Decalf,” E. Puymirat,®'*%

D. Mottier,®7#*3 A, Diallo,'>1%313% E, Vicaut,'*'®*33 M. Gilard,”” and G. Cayla,'®***
for the AQUATIC Trial Investigators*

A Cardiovascular Death, MI, Stroke, Systemic Embolism, Coronary Revascularization, or Acute Limb Ischemia

100+ 40—
90 35 Adjusted hazard ratio, 1.53
(95% Cl, 1.07-2.18)
804 307 p=0.02
3 254 Oral anticoagulant+aspirin
=
= 70+ 20 Oral anticoagulant+placebo
£ 604 157
° 504 107
g >
£ 407 0- T | T | | T | 1
S 30- 0 6 12 18 24 30 36 42 48
s
20 —
7 J-Z’__,—/_Jp—d"—'_’rf -
0 ] ! I I ! I I |
0 6 12 18 24 30 36 42 48
Months since Randomization
No. at Risk
Oral anticoagulant+aspirin 433 373 311 257 206 145 109 39 4

Oral anticoagulant+placebo 439 386 340 278 238 183 129 58 2



Major Bleeding According to ISTH Criteria

100 40—
90 35 Adjusted hazard ratio, 3.35
o] (95%Cl, 1.87-6.00)
y 80 ;5‘ P<0.001
S 70- 20— r Oral anticoagulant+aspirin
E‘E 60- 15-
° 504 10- .
o0 3 Oral anticoagulant+placebo
£ 407 0 | | | | | | |
S 30- 0 6 12 18 24 30 36 42 48
[+ b]
& 20- _
10— —
U#— I I I I I |
0 6 12 18 24 30 42 43
Months since Randomization
No. at Risk
Oral anticoagulant+aspirin 429 367 307 257 206 149 40 4
Oral anticoagulant+placebo 437 387 345 289 248 192 64 3



Death from Any Cause

100+ 40—
904 35 Adjusted hazard ratio, 1.72
o  (95%Cl, 1.14-2.58)

w  80- 25_ P=0.01
_E 70- 20— Oral anticoagulant+aspirin
&  60- 154 ,
% 10— Oral anticoagulant + placebo

50-
B >
£ 407 0 | | | | | | I |
§ 30— 0 6 12 18 24 30 36 42 48
1]
& 20- ,

10— -

#’_
0_ | | | | | | | |
0 6 12 18 24 30 36 42 48
Months since Randomization
No. at Risk
Oral anticoagulant+aspirin 433 382 327 277 225 163 120 43 4

Oral anticoagulant+placebo 439

389 352 297 256 197 142 64
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Events (% per annum)

Statin or

more intensive

Control or
less intensive

RR (Cl) per

1 mmol/L
reductionin
LDL cholesterol

Participants without vascular disease

=55 years

=55 to =60 years
=60 to =65 years
=65 to =70 years
>70to =75 years
>75 years

Total

290 (0-8)
350 (1-0)
416 (11)
374 (1-2)
400 (2-1)
295 (2-7)
2125(1-3)

Trend test 3=3-85 (p=0-05)

Participants with vascular disease

=55 years

=55 to =60 years
=60 to =65 years
=65 to =70 years
>70to <75 years
>75 years

Total

1927 (4-0)
1391(42)
1822 (4-4)
1889 (4-3)
1593 (4-8)

756 (6-0)
9378 (4-4)

Trend test y;=1-42 (p=0-2)
i 99%Cl <> 95%Cl

408 (1-2)
415 (1-2)
545 (1.5)
581(1-8)
462 (2-4)
308 (2-8)
2719 (1-6)

2370 (51)
1692 (5-2)
2178 (53)
2286 (55)
1877 (5-8)

845 (6-8)

11248 (5-4)

m

0-68 (0-56-0-83)
0-81(0-67-0-99)
0-73 (0-61-0-87)
0-61 (0-51-0-73)
0-84 (0:70-1.01)
0-92 (0-73-1-16)

0-75 (0-71-0-80)

0-77 (0-71-0-83
0-80 (0-73-0-88
0-81 (0-75-0-88
079 (0.73-0-86
0-80 (0-73-0-88
0-85 (0.73-0-98
0-80 (0-77-0-82)

)
)
)
)
)
)

1
05 0-75
.‘_
Statin or more
intensive better

| spereet o

1

15
—
Control or less
intensive better




Interpretation Statin therapy produces significant reductions in major vascular events irrespective of age, but there is
less direct evidence of benefit among patients older than 75 years who do not already have evidence of occlusive
vascular disease. This limitation is now being addressed by further trials.

Cholesterol Treatment Trialists' Collaboration — Lancet 2019



https://www.thelancet.com/journals/lancet/article/PIIS01406736(18)31942-1/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS01406736(18)31942-1/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS01406736(18)31942-1/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS01406736(18)31942-1/fulltext

“Enhanced thrombotic/ischaemic risk criteria for extended treatment with a second antithrombotic agent (Supplementary data, Table 53). Thrombeotic risk encompasses (i) the risk of
thrombosis occurring, and (i) the risk of death should a thrombotic event occur, both of which relate to anatomical, procedural, and clinical characteristics. Thrombotic/ischaemic risk
factors for CCS (that may also apply to CABG) patients include stenting of left main stem, proximal LAD, or last remaining patent artery; suboptimal stent deployment; stent length of
>60 mm; diabetes mellitus; CKD; bifurcation with two stents implanted; treatment of chronic total occlusion; and previous stent thrombosis on adequate antithrombeotic therapy.
*Bleeding-risk criteria according to PRECISE-DAPT or ARC-HBR (Supplementary data, Table 52).
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