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-Contexte et histoire clinique (antécédents, signes fonctionnels)
-Examen clinique

-ECG

-Echocardiographie: toujours

-Peptides natriurétiques: toujours si possible

J



Natriuretic Peptides: cut-offs for EXCLUSION

Situation Valeur predictive | Valeur prédictive
néegative positive

|IC Chronique 0,95 0,50

IC aigue 0,95 0,66

Therefore, the use of NPs is recommended
for ruling-out HF, but not to establish the
diagnosis.”




Natriuretic Peptides: cut-offs for EXCLUSION

NATRIURETIC PEPTIDES

* NT-proBNP >125 pg/mL
* BNP >35 pg/mL

Roberts E, et al.. BMJ 2015; Zaphiriou A, et al. Eur J Heart Fail 2005;
Fuat A, et al. Br J Gen Pract 2006;Yamamoto K, et al. J Card Fail 2000;
Cowie MR, et al. Lancet 1997; Krishnaswamy P, et al. Am J Med 2001;

Kelder JC, et al. ]J Card Fail 2011. @
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AFonction systolique préservée
AFEVG > 50%

AFonction systolique altérée
AFEVG < 40%

A Fonction systolique modérément (moyennement ?)
altérée

A FEVG 40-49% J



Influence of ejection fraction on outcomes and @) ..o ot 37055

doi:10.1093/eurheartj/ehv464

failure with preserved ejection fraction

Scott D. Solomon'*, Brian Claggett', Eldrin F. Lewis', Akshay Desai', Inder Anand?,
Nancy K. Sweitzer?, Eileen O’Meara“, Sanjiv ). Shah®, Sonja McKinlay®, Jerome L. Fleg’,
George Sopko’, Bertram Pitt? and Marc A. Pfeffer!, for the TOPCAT Investigators

Primary outcome

1

« TOPCAT:n=3444; EF=45%;
« spironolactone vs. placebo
 Primary outcome: neutral

« HFmMrEF greater treatment
effect than HFpEF

15 225
1

0.5

Treatment effect
incidence rate ratio
1
|
‘me Favors Placebo

AN cNn on N 80

Identifying HFmMrEF as a separate group will stimulate research into
underlying characteristics, pathophysiology and treatment of this population L)
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Definition of heart failure with preserved (HFpEF),
mid-range (HFmrEF) and reduced ejection fraction (HFrEF)

Type of HF HFrEF HFmrEF HFpEF
Symptoms t Signs' | Symptoms + Signs’ Symptoms + Signs®
LVEF <40% LVEF 40-497% LVEF 250%

CRITERIA

|. Elevated levels of natriuretic peptides”;

2. At least one additional criterion;
a. relevant structural heart disease (LVH and/or LAE),
b. diastolic dysfunction (for details see Section 4.3.2).

|. Elevated levels of natriuretic peptides’;

2. At least one additional criterion:
a. relevant structural heart disease (LVH and/or LAE),
b. diastolic dysfunction (for details see Section 4.3.2).

*Signs may not be present in the early stages of HF (especially in HFpEF) and in patients treated with diuretics.
"BNP>35 pg/ml and/or NT-proBNP>125 pg/mL.

Identifying HFmMrEF as a separate group will stimulate research into
underlying characteristics, pathophysiology and treatment of this population J

www.escardio.org/guidelines CaRDRL OO



ATraiter 'HTA (IA)

APrescrire des statines chez les sujets a haut risque et les
coronariens (lA)

APrescrire un IEC pour une dysfonction VG asymptomatique (I1A)
APrescrire un béta-bloguant pour une dysfonction ventriculaire

gauche en post infarctus (IB)
J



APlaces respectives de : IEC / Béta bloqueurs / Anti-
aldostérones / LCZ 696 / Ivabradine




Les médicaments qui améliorent
le pronostic

IEC/ARA Il / (LCZ 696)

B-
Spironolactone/Eplérénone
lvabradine

SRA Fc

Augmentation du VES et de la FEVG

FEVG et traitements améliorant le pronostic




Peuvent étre débutés ensemble des le diagnostique
d’IC a fonction systolique altérée posé

Pas d’argument pour débuter un béta bloquant avant I'lEC

J
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Patient with symptomatic* HFrEF® Bl cass |
¢ Class Ila

Therapy with ACE-I° and beta-blocker

(Up-titrate to maximum tolerated evidence-based doses)

Still symptomatic No

and LVEF =35%

Yes |

Add MR antagonist®*

(up-titrate to maximum tolerated evidence-based dose)

Yes

Still symptomatic
and LVEF =35%

Yes l




ALCZ 696

Alvabradine




Critere primaire : Mortalité cardiovasculaire ou hospitalisation

pour aggravation doinsuffisance cC:
407 PARADIGM

0/ SHIFT )
Al lvabradine Enalapril
1 (n=4212)

w
N

301 = Placebo

N
~

LCZ696

20" (n=4187)

—_
(s3]

10° HR = 0.80 (0.73-0.87)
P = 0.0000002

Number needed to treat = 21

Kaplan-Meier Estimate of
Cumulative Rates (%)

0]

HR=0,82 p<0,0001

v - = 0 } 4 4 ' 4 : !
18 30 Mois 0 180 360 540 720 900 1080 12¢€
SHIFT Study PARADIGM Study
o . ET .
Ivabradine si Fc > 70 bpm et rythme sinusal Lcz 696 sauf si PAS < 100 mmHg P




Therapeutic algorithm for a patient with symptomatic HF with reduced
ejection fraction. (cont..)

Able to tolerate Sinus rhythm,"”
ACEI (or ARB)"2 HR =70 bpm

ARNI to replace -
ACE-1 Ivabradine

These above treatments may be combined if indicated

-

Resistant symptoms

Yes l l No
v

Consider digoxin or H-ISDN No further action required
or LVAD, or heart transplantation Consider reducing diuretic dose
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APatients IC avec dysfonction systolique VG, symptomatiques, en
rythme sinusal et Fc > 70 bpm

AMalgré le traitement de premiére ligne (B-, IEC, MRA)

If-channel inhibitor

A O U Ivabradine should be considered to reduce the risk of HF hospitalization and cardiovascular death in symptomatic pati

blocker (or maximum tolerated dose below that), ACE-l (or ARB), and an MRA (or ARB).

with LVEF <35%, in sinus rhythm and a resting heart rate 270 bpm despite treatment with an evidence-based dose of beta-

ents

I 4
N e to | e ra n t p a S u n B- Ivabradine should be considered to reduce the risk of HF hospitalization and cardiovascular death in symptomatic patients with

LVEF <35%, in sinus rhythm and a resting heart rate =70 bpm who are unable to tolerate or have contra-indications for a
beta-blocker. Patients should also receive an ACE-l (or ARB) and an MRA (or ARB).

A ou Treatment of stable angina pectoris with symptomatic HF (NYHA II-IV)

with reduced ejection fraction

Avec Angor

Recommendations

| Class?* I Level ® |

Step |

A beta-blocker (in an evidence-based dose or maximum tolerated) is recommended as the preferred first-line treatment to relieve
angina because of the associated benefits of this treatment (reducing the risk of HF hospitalization and the risk of premature death).

Step 2: on top of beta-blocker or if a beta-blocker is not tolerated

Ivabradine should be considered as an anti-anginal drug in suitable HFrEF patients (sinus rhythm and HR >70 bpm) as per
recommended HFrEF management.

-



Conclusion(2) Si on attend d’avoir titré les |
Entresto et les B- pour introduire procoralan....
On est responsable d’une perte de chance (?)

7092 patients IC, stabilisés

= dose cible =2>50% dose cible

=2

70,009
00% 63,30%

60,00%

51,80%

50,00%

39,50%
40,00%

30.00% 27,90%

20,00% 14,80%

10,00%

6,90%

0,00%
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Komajda M, Anker SD, Cowie MR, et al. Physicians' adherence to guideline-recommended medications in heart failure with reduced ejection fraction: data
QUALIFY global survey. Eur J Heart Fail. 2016;18(5):514-22.
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'ivabradine améliore le pronostic

chez des patients IC déja traités notamment par BB...

Diminution de la mortalité CV et des hospitalisations pour
aggravation de |01 C

Patients with primary composite endpoint (%)

Number at risk

40

20 4

10

Heart rate =75 bpm
HR=0.76 (95% C! 0.68-0.85), p<0.0001

SH;T

26% de patients

a dose cible

1837
1785

12

1614
1521

Placsbo /”-/"_/24% 100
= ' : 80
=l il 60
S Nabcagne 40
20
0
ng
18 24 )
Time (months)

1318 715 261
1227 657 257

B Groupe ivabradine + traitement standard

B Groupe placebo + traitement standard

Chez des patients recevant
le traitement standard

19



... Y compris chez des patients dont I'lIC est récente.

HF duration Ivabradine Placebo Adjusted HR, 95% ClI P P
(N=3241) (N=3264) interaction
n  %PY n %PY

Primary composite endpoint of CV death or HF hospitalizations

<1.5 years 267 10.68 333 13.47 0.83[0.70;0.97] 0.0222

——t5to<dyears—217 +5-32 yazas: +9-6% 0-80-16-67;6-97 0-6266

>4 years 309 19.78 360 23.32 0.83[0.71;0.97] 0.0176 0.9597

Hospitalization for worsening HF

<1.5 years 163 6.52 230 9.31 0.73 [0.60;0.90] 0.0027

1.5to<4years 142 10.03 176 13.71 0.73[0.58;0.91] 0.0052

>4 years 209 13.38 266 17.23 0.76 [0.63;0.91] 0.0025 0.9632

Bohm et al. European Journal of Heart Failure (2017) 19 (Suppl. S1), 225



Conclusion (3): Procoralan et Entresto
peuvent (et doivent ?) étre titrés de concert

Comme cela est indiqué dans les Guidelines

Able to tolerate Sinus rhythm,”
ACEI (or ARB)"z HR =70 bpm

ARNI to replace -
ACE-I Ivabradine

! These above treatments may be combined if indicated




Conclusion (3): Procoralan et Entresto p
(et doivent ?) étre titres de concert

Entresto en premier Procoralan en premier
A HTA A hypoTA
A FA A RS> 70 bpm

T



Therapy with ACE-I* and beta-blocker
(Up-ttrate to macdmum tolerated evidence-based doses)

Still symptomatic
and LVEF =35%

- |

Add MR antagonist!~
(up-titrate to maximum tolerated evidence-based dose)

¥

— Still symptomatic - >
- and LVEF <35%

g Yes l

g : ' ‘

<

s Able to tolerate Sinus rhythm, Sinus rhythm,*

i ACEI (or ARB)“ QRS duration =130 msec HR =70 bpm

]

=

ARNI to replace Evaluate [ TT1 E 515 hvabradine
These above treatments may be combined if indicated

1

Resistant symptoms

v ) e ¢ O

Consider digoxin or H-ISDN Mo further action required
or LYAD, or heart transplantation Consider reducing diuretic dose

Diuretics to relieve symptoms and signs of congestion
or a history of symptomatic VT/VF, implant ICD




Figure 2. Treatment of HF7EF Stage C and D

Step 1 Step 3 Step 5
Establish Dx of HFfEF: Step2 Implement indicated GDMT. Stepd Consider

additional
therapy

Reassess
symptoms

Consider the following
patient scenarios

Choices are not mutually
exclusive, and no order is
inferred

assess volume;
initiate GDMT

NYHA class -1V,
3| provided est. CrCl =30
mL/min & K+<5.0 mEg/L

!

NYHA class II-lIl HF )
i Adequate BP on _
HFrEF ACEIl or ARB*, No C/l to

ARB bitril
NYHA class I_IV oreaco™ J
(Stage C) I

-
— NYHA class llI-IV,
in black patients

}

((NYHA class II-Il, LVEF
—p{  =35%; (caveat: =1y

,_survival, >40 d post MI)
F 3

;- '

Refractory
NYHA class llI-IV
(Stage D)

L -

. h LVADt
Symptoms (COR lla)

improved

-
L

kA
NYHA class II-IV, LVEF )
<35%, NSR & QRS
2150 ms with LBBB
Y L y.

-~

Investigational
studies§

b
("NYHA class II-Il, NSR, ) .
heart rate =70 bpm on | Ivabradine ]
maximallv tolerated dose (COR lla) )
2017 ACC/AHA/HFEFSA Focused Update of the 2013 ACCF/AHA w;‘

Guideline for the Management of Heart Failure Recommandations Américaines 2017/.



AIC en Prevention secondaire: indication de bon sens. IA

AIC et prévention primaire:

AFEVG < 35 % malgré 3 mois de traitement médical optimal
A |A pour cardiopathie ischémique 1B pour CMD




A Death from Any Cause

Cumulative Event Rate

1.0+
0.9+
0.8+
0.7+
0.6+
0.5+
0.4

0

Hazard ratio, 0.87 (95% Cl, 0.68-1.12)
P=0.28

0.3 Control Group
0.2 ICD Group
0.1+

0.0

T T T T T T T 1
1 2 3 4 5 6 7 8

N EnglJ Med 2016; 371: 1221-30

B cCardiovascular Death

Cumulative Event Rate

1.0+
0.9+
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1

0.0

A1200 CMD non ischémiques
Arandomisés DAI vs traitement médical

Hazard ratio, 0.77 (95% Cl, 0.57-1.05)
P=0.10

Control Group

|ICD Group




AIC en Prevention secondaire: indication de bon sens. IA

AIC et prévention primaire:

AFEVG < 35 % malgré 3 mois de traitement médical optimal
A |A pour cardiopathie ischémique 1B pour CMD

A Place de la life-vest
Peut étre considérée pour les patients IC a risque de mort subite pour

une période limitée en attendant un DAI: IIb
Ex: endocardite sur sonde, attente de greffe.
J



Comment ont été déterminées les recommandations en fonction
de la largeur des QRS ?

CRT: Live Saving Therapy in Wide QRS

CARE-HF EchoCRT

100
= 90
3T, T 807
ST ¢ = 704
gess 5
228 % & 60
2353 = 50 P=015
= |= 2 ;
£88 o 40
S % 5 304 CRT
E‘ =20 5 Control
tEf & 20
o=

g 0.001 10—

0 ' 500 © 1000 150 0 T T | T | T )

Days 0 0.5 1.0 1.5 2.0 25 3.0 3.5
Mo. at Risk Years since Randomization
Cardiac resyn- 409 323 273 166 68 7 No. at Risk
chronization -

Medical therapy 404 292 232 118 48 3 CRT 404 297 223 155 103 65 42 19

Control 405 302 236 166 119 71 44 15

L)
Cleland J, et al. NEJM 2005 Ruschitzka F., et al. NEJM 2013




Hazard ratio for CRT

The ,,QRS“ Sweet Spot for CRT

Mortality endpoint

A —— Smoothed estimate
) ~-~95% bootstrap confidence bounds

100 110 120 130 140 150 160 170 180 190 200 210 220 230 240 250
QRS duration

Cleland EHJ 2013
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The Do's and Don'ts of CRT

Mortality endpoint

m- — —

—— Smoothed estimate
~--- 95% bootstrap confidence bounds

100 110 120 130 140 150 160 170 180 190 200 210 220 230 240 250
QRS duration

| UniversityHospital Ruschitzka HFA 2016

Zurich mod Cleland EHT 2013




The Do’s and Don'ts of CRT

i Mortality endpoint
& —— Smoothed estimate
", - -~ 95% bootstrap confidence bounds
o
N -
i
O
S 2.
.g -
o
T ©
ME— =i
w [ -~ T
ol 0 -~
<
Q™ =
Ll 1 Ll 1 1 1 1 Ll 1 I Ll 1 1
100 110 120 130 140 150 160 170 180 190 200 210 220 230 240 250 S
QRS duration
7 UniversityHospital Ruschitzka HFA 2016
=4 Zurich

mnd Claland EITO2012
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The Do’s and Don’'ts of CRT

Mortality endpoint

1.5 2.0
1

1.0

—— Smoothed estimate
-~~~ 95% bootstrap confidence bounds

0.5

0.0

o
-

T T T i
100 110 120 130 140 150

UniversityHospital

A zurich

1 1 1 1 1 1 I 1 1 L
160 170 180 190 200 210 220 230 240 250
QRS duration

Ruschitzka HFA 2016
mod Cleland FHT 2013
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Oxygenator

PO,
Monitor

LR LT )

ECMO System
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ESC Heart Failure Guidelines: Ten Commandments

10. Enrol the patients with HF in a multidisciplinary care

management program in order to reduce the risk of HF

hospitalization and mortality.

AExercice: 1A
APrise en charge multidisciplinaire: 1A







ADiabéte: EMPAREG (empaglifozine, non disponible en
France)

AApnéQ centrale: SERVE-HF (échec de la ventilation servo-
assistée)

ACarence en fer: CONFIRM (fer injectable)

AAutres comorbidités importantes
A Maladie coronaire
AHTA
ABPCO
A Insuffisance rénale
A Cachexie

A Insuffisance hépatique... J




AFer injectable: Ila (Europe) ou lIb
(USA)

AEPO: non Grade Il (USA)

AFerritine < 100 ou Ferritine entre
100 et 300 pg/l et saturation de
la transferrine < 20%

Probleme: co(t:
Le FERINJECT 50MG/MLestau prixdel 55, 36 € | e fl|l acon de

J



Recommendations

Class?

Level ®

Sleep apnoea

Adaptive servo-ventilation is
not recommended in patients
with HFrEF and a predominant
central sleep apnoea because
of an increased all-cause and
cardiovascular mortality.

Diabetes

Thiazolidinediones (glitazones) are
not recommended in patients with
HF, as they increase the risk of HF
worsening and HF hospitalization.

Arthritis

NSAIDs or COX-2 inhibitors are

not recommended in patients with
HF, as they increase the risk of HF
worsening and HF hospitalization.

www.escardio.org/quidelines

ap
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E
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209,210

Treatments not recommended of other
co-morbidities in patients with heart failure

Apnée obstructive symptomatique
- 1Ib (USA) (CPAP)

Biguanides: lla

[
ASSBCIATION



AStratégie thérapeutique claire:
ATraitement médical optimal
APlace des traitements électriques aprés 3 mois de traitement optimal

APlace des nouveaux traitements
A Life-vest
AFer injectable
Aapnée du sommeil
A Antidiabétiques

AConfirmation de I'utilité de I'exercice physique et de | ‘éducation
thérapeutique

J
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Other treatments with less certain benefit in symptomatic
patients with HFrEF

Digoxin and other digitalis glycosides

* Digoxin may be considered in patients in sinus rhythm to reduce the risk of
hospitalisation in symptomatic patients with HFrEF

* Itis only recommended for the treatment of patients with HFrEF and AF with rapid
ventricular rate when other therapeutic options cannot be pursued

* Aresting ventricular rate in the range of 70-90 bpm is recommended, although a resting
ventricular rate of up to 110 bpm might still be acceptable

* Digitalis should always be prescribed under specialist supervision. Caution should
be exerted in females, in the elderly and in patients with reduced renal function.

FAILLURE
SOCIATION
THE ESC

HEART F EUROFPEAMN
ASS TI0P SOCIETY OF
OF L E CARDIOLOGY®

www.escardio.org/HFA Available online on Eur J Heart Fail




2017 ACC/AHA/HFSA Focused Update of the 2013 ACCF/AHA
Guideline for the Management of Heart Failure




9.2. Anemia: Recommendations

Recommendations for Anemia

COR LOE Recommendations Comment/Rationale
In patients with NYHA class II and III HF and iron | NEW: New evidence
deficiency (ferritin <100 ng/mL or 100 to 300 ng/mL | consistent with
See Online Data if transferrin saturation is <20%), intravenous iron | therapeutic benefit.
Supplement D. replacement might be reasonable to improve
functional status and QoL(173, 174).
Routine baseline assessment of all patients with HF includes an evaluation for anemia in addition to other

baseline laboratory measurements. Anemia is independently associated with HF disease severity, and iron

In patients with HF and anemia, erythropoietin- NEW: Current
stimulating agents should not be used to improve recommendation reflects
_ morbidity and mortality (176). new evidence
See Onlme Data demonstrating absence of | P
Supplement D. therapeutic benefit. /
Small studies evaluatine the treatment of anemia in patients with HF have suggested a trend toward improvemgnf




i I o e el T

In patients with cardiovascular disease and
obstructive sleep apnea, CPAP may be reasonable to
improve sleep quality and daytime sleepiness (204).

See Online Data
Supplement G.

NEW: New data
demonstrate the limited

scope of benefit expected
from CPAP for

B [ R Iy [ [, SIS [P I I DR R A bl B T T [ T R [l R

obstructive sleep apnea.

R R R -

In patients with NYHA class II-IV HFrEF and
central sleep apnea, adaptive servo-ventilation
causes harm (203).

See Online Data

NEW: New data
demonstrate a signal of
harm when adaptive
servo-ventilation is used

Supplement G.

for central sleep apnea.




Treatment of stahle anaina nectoris with svmntamatic H
Treatment of stable angina pectoris with symptomatic

with reduced ejection fraction

F
H

Recommendations

Step |

A beta-blocker (in an evidence-based dose or maximum tolerated) is recommended as the preferred first-line treatment to relieve
angina because of the associated benefits of this treatment (reducing the risk of HF hospitalization and the risk of premature death).

C Step 2: on top of beta-blocker or if a beta-blocker is not tolerated

Ivabradine should be considered as an anti-anginal drug in suitable HFrEF patients (sinus rhythm and HR =70 bpm) as per
recommended HFrEF management.

A short-acting oral or transcutaneous nitrate should be considered (effective anti-anginal treatment, safe in HF).

A long acting oral or transcutaneous nitrate should be considered (effective anti-anginal treatment, not extensively studied in HF).

Trimetazidine may be considered when angina persists despite treatment with a beta-blocker (or alternative) to relieve angina
(effective anti-anginal treatment, safe in HF).

Amlodipine may be considered in patients unable to tolerate a beta-blocker to relieve angina (effective anti-anginal treatment, safe in HF). |

Nicorandil may be considered in patients unable to tolerate a beta-blocker to relieve angina (effective anti-anginal treatment,
but safety in HF uncertain).

Ranolazine may be considered in patients unable to tolerate a beta-blocker to relieve angina (effective anti-anginal treatment, but
safety in HF uncertain).

Step 4: Myocardial revascularization

Myocardial revascularization is recommended when angina persists despite treaument with anti-angina drugs.

Allternatives to myocardial revascularization: combination of =3 antianginal drugs (from those listed above) may be considered
when angina persists despite treatment with beta-blocker, ivabradine and an extra anti-angina drug (excluding the combinations
not recommended below).

The following are NOT recommended:
(1) Combination of any of ivabradine, ranolazine, and nicorandil because of unknown safety.
(2) Combination of nicorandil and a nitrate (because of lack of additional efficacy).

Diltiazem and verapamil are not recommended because of their negative inotropic action and risk of worsening HFE.

OF TRE FiC

®
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NOAC treatment s contra-nlcated in paients With mechanical alves or at east moderate mital stenosi,

Recommendations for the prevention of thrombo-embolism in patients with
symptomatic HF (NYHA II-1IV) & paroxysmal or persistent/permanent AF

Recommendations

The CHA;DS;-VASc and HAS-BLED scores are recommended tools in patients with HF for the estimation of the risk of
thromboembolism and the risk of bleeding associated with oral anticoagulation, respectively.

An oral anticoagulant is recommended to prevent thrombo-embolism for all patients with paroxysmal or persistent/permanent
AF and a CHA;DS,-VASc score 22, without contra-indications, and irrespective of whether a rate or rhythm management strategy
is used (including after successful cardioversion).

"MNOAC treatment is contra-indicated in patients with mechanical valves or at least moderate mitral stenosis.

In patients with AF of 248 h duration, or when the quration of Af 15 UNRKNOWN, an orat anticoagulant 1s recommended at a

therapeutic dose for >3 weeks prior to electrical or pharmacological cardioversion.

Intravenous heparin or LMWH and TOE quided strategy is recommended for patients who have not been treated with an
anticoagulant dose for =3 weeks and require urgent electrical or pharmacological cardioversion for a life threatening arrhythmia.

Combination of an oral anticoagulant and an antiplatelet agent is not recommended in patients with chronic (=12 months
after an acute event) coronary or other arterial disease, because of a high-risk of serious bleeding. Single therapy with an oral

anticoagulant is preferred after 12 months.

For patients with HF and non-valvular AF eligible for anticoagulation based on a CHA;DS;-VASc score, NOACs rather than
warfarin should be considered for anticoagulation as NOACSs are associated with a lower risk of stroke, intracranial haemorrhage
and mortality, which outweigh the increased risk of gastrointestinal haemorrhage.




Recommendations for the treatment of other
co-morbidities in patients with HF

Recommendations Class?® Level ®

Iron deficiency

Intravenous FCM should be
considered in symptomatic patients
with HFrEF and iron deficiency
(serum ferritin <I00 pg/L, or
ferritin between 100—-299 pg/L and
transferrin saturation <20%) in
order to alleviate HF symptoms,
and improve exercise capacity and
quality of life.

Diabetes

9.2. Anemia: Recommendations

Recommendations for Anemia
COR LOE Recommendations Comment/Rationale
IIb In patients with NYHA class II and III HF and iron | NEW: New evidence
deficiency (ferritin <100 ng/mL or 100 to 300 ng/mL | consistent with
See Online Data if transferrin saturation is <20%), intravenous iron | therapeutic benefit.
Supplement D. replacement might be reasonable to improve
functional status and QoL (173, 174).
Routine baseline assessment of all patients with HF includes an evaluation for anemia in addition to other L)
baseline laboratory measurements. Anemia 1s independently associated with HF disease severity, and iron




Statements on empagliflozin in the 2016 HF GL

11.6 Diabetes

(page 37 of 85)

“Recently, empagliflozin, an inhibitor of sodium-glucose cotransporter 2,
reduced hospitalization for HF and mortality, but not myocardial
infarction or stroke, in patients with diabetes at high cardiovascular risk,
some of whom had HF."30 |n the absence of other studies with drugs
from this group, the results obtained with empaglifozin cannot be

considered as a proof of a class effect.”

www.escardio.org/guidelines




Recommendations for treatment of valvular
diseases in patients with heart failure

Recommendations Class® | Level®

In symptomatic patients with reduced LVEF and ‘low-flow, low-gradient’ aortic stenosis (valve area <| cm? LVEF <40%, mean
pressure gradient <40 mmHg), low-dose dobutamine stress echocardiography should be considered to identify those with severe
aortic stenosis suitable for valve replacement.

TAVI is recommended in patients with severe aortic stenosis who are not suitable for surgery as assessed by a ‘heart team’
and have predicted post-TAVI survival > | year.

TAVI should be considered in high-risk patients with severe aortic stenosis who may still be suitable for surgery, but in whom TAVI is
favoured by a ‘heart team’ based on the individual risk profile and anatomic suitability.

In patients with severe aortic regurgitation, aortic valve repair or replacement is recommended in all symptomatic patients and
in asymptomatic patients with resting LVEF <50%, who are otherwise fit for surgery.

Evidence-based medical therapy in patients with HFrEF is recommended in order to reduce functional mitral regurgitation.

Combined surgery of secondary mitral regurgitation and coronary artery bypass grafting should be considered in symptomatic
patients with LV systolic dysfunction (LVEF <30%), requiring coronary revascularization for angina recalcitrant to medical therapy.

Isolated surgery of non-ischaemic regurgitant mitral valve in patients with severe functional mitral regurgitation and severe LV systolic
dysfunction (LVEF <30%) may be considered in selected patients in order to avoid or postpone transplantation.
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Other pharmacological treatments recommended In selected patients
with symptomatic (NYHA Class II-1V) HFrEF

Recommendations Class® | Level ®

Diuretics

Diuretics are recommended in order to improve symptoms and exercise capacity in patients with signs and/or symptoms of congestion.

Diuretics should be considered to reduce the risk of HF hospitalization in patients with signs and/or symptoms of congestion.

Angiotensin receptor neprilysin inhibitor

Sacubitril/valsartan is recommended as a replacement for an ACE-I to further reduce the risk of HF hospializadon and death in
ambulatory patients with HFrEF who remain symptomatic despite optimal treatment with an ACE-], a beta-blocker and an MRA!

If—channel inhibitor

Ivabradine should be considered to reduce the risk of HF hospitalization and cardiovascular death in symptomatic patients
with LVEF =35%, in sinus rhythm and a resting heart rate =70 bpm despite treatment with an evidence-based dose of beta-
blocker (or maximum tolerated dose below that), ACE-l (or ARB), and an MRA (or ARB).

Ivabradine should be considered to reduce the risk of HF hospitalization and cardiovascular death in symptomatic patients with
LVEF =35%, in sinus rhythm and a resting heart rate =70 bpm who are unable to tolerate or have contra-indications for a
beta-blocker. Patients should also receive an ACE-l (or ARB) and an MRA (or ARB).
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Other treatments recommended in selected

symptomatic patients with HFrEF

« LCZ696 is recommended to replace ACEIs in ambulatory patients
who remain symptomatic despite optimal therapy and who fit the
criteria of the pivotal trial

« Ivabradine has been shown to improve outcomes, and should be
considered when appropriate

‘.



[ Prevention

[ Diagnosis

h

ACC/AHA

(

Stage A/B HF |

\

7

\

ACC/AHA

Stage C/D HF

<

’

\_

\

ACC/AHA Acute/Hospitalized HF

<

[ At risk for HF

%\

J/

by

.

Ambulatory pts
with new-onset
dyspnea

INYHA class II-1V
J

N

W

BNP or

\

NT-proBNP

(COR lla)

J

Prognosis or
added risk
stratification

W
(i

A 4

be

.

Acute dyspnea
to ED

|

Hospitalized
for ADHF

3

J

v W

{

Predischarge
BNP or
NT-proBNP
(COR lla)




Recommendations to prevent or delay the development
of overt HF or prevent death before the onset of symptoms

Recommendations

Treatment of hypertension is recommended to prevent or delay the onset of HF and prolong life.

Treatment with statins is recommended in patients with or at high-risk of CAD whether or not they have LV systolic
dysfunction, in order to prevent or delay the onset of HF and prolong life.

ACE-| is recommended in patients with asymptomatic LV systolic dysfunction and a history of myocardial infarction in order to
prevent or delay the onset of HF and prolong lfe.

ACE-| is recommended in patients with asymptomatic LV systolic dysfunction without a history of myocardial infarction, in order
to prevent or delay the onset of HF.

Beta-blocker is recommended in patients with asymptomatic LV systolic dysfunction and a history of myocardial infarction, in
order to prevent or delay the onset of HF or prolong life.

’ www.escardio.org/guidelines




Pharmacological treatments indicated in patients with
symptomatic (NYHA Class II-IV) HFrEF

Recommendations Class? Level ®

An ACE-IY is recommended,

in addition to a beta-blocker,
for symptomatic patients with
HFrEF to reduce the risk of HF
hospitalization and death.

A beta-blocker is recommended,
in addition an ACE-I¢, for
patients with stable, symptomatic
HFrEF to reduce the risk of HF
hospitalization and death.

An MRA is recommended for
patients with HFrEF, who remain
symptomatic despite treatment
with an ACE-I¢ and a

beta-blocker, to reduce the risk of
HF hospitalization and death.
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APatients IC avec dysfonction systolique VG, symptomatiques, en
rythme sinusal et Fc > 70 bpm

AMalgré le traitement de premiére ligne (B-, IEC, MRA)

Aou
ANe tolérant pas un B-

Aou
AAvec Angor

If-channel inhibitor

Ivabradine should be considered to reduce the risk of HF hospitalization and cardiovascular death in symptomatic patients
with LVEF <35%, in sinus rhythm and a resting heart rate 270 bpm despite treatment with an evidence-based dose of beta-
blocker (or maximum tolerated dose below that), ACE-I (or ARB), and an MRA (or ARB).

Ivabradine should be considered to reduce the risk of HF hospitalization and cardiovascular death in symptomatic patients with
LVEF =35%, in sinus rhythm and a resting heart rate =70 bpm who are unable to tolerate or have contra-indications for a
beta-blocker. Patients should also receive an ACE-l (or ARB) and an MRA (or ARB).

Treatment of stable angina pectoris with symptomatic HF (NYHA II-1IV)
with reduced ejection fraction

Recommendations

‘ Class*®

Level ® |

Step |

Step 2: on top of beta-blocker or if a beta-blocker is not tolerated

recommended HFrEF management.

A beta-blocker (in an evidence-based dose or maximum tolerated) is recommended as the preferred first-line treatment to relieve
angina because of the associated benefits of this treatment (reducing the risk of HF hospitalization and the risk of premature death). .
Ivabradine should be considered as an anti-anginal drug in suitable HFrEF patients (sinus rhythm and HR =70 bpm) as per _



Co-morbidities to consider in HF & important studies

e CAD /ischemia & Hypertension

consider

¢ Diabetes mellitus & Metabolic syndrome —» empagliflozin
EMPA-REG-Outcome

* Depression & Stroke \ consider

* Sleep apnoea

* Anemia and iron deficiency

* Renal dysfunction and kidney injury
¢ /COPD

* Liver & bowel dysfunction

¢ Cachexia & muscle wasting

www.escardio.org/guidelines

SERVE-HF

consider
CONFIRM-HF

consider
Hyperkalaemia
(Patiromer, ZS-9)




Angiotensin receptor neprilysin inhibitor (Sacubitril/Valsartan)

* LCZ 696 is indicated in patients with:
* ambulatory, symptomatic HFrEF
* LVEF <35%
* elevated plasma NP levels (BNP 2150 pg/mL or NT-proBNP >600 pg/mL)
* estimated GFR (eGFR) 230 mL/min/1.73 m2 of body surface area
* who are able to tolerate treatment with enalapril (at least 10 mg b.i.d.)

* Some relevant safety issues remain when initiating therapy with this drug in clinical practice:

* symptomatic hypotension
* risk of angioedema (ACEI should be withheld for at least 36 h before initiating LCZ696)

* concerns about its effects on the degradation of beta-amyloid peptide in the brain
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If-channel inhibitor

* Jlvabradine is indicated in patients with:
* symptomatic HFrEF and LVEF <35%
* insinus rhythm and with a heart rate 270 bpm

* who had been hospitalized for HF within the previous 12 months

* The European Medicines Agency (EMA) approved ivabradine for use in Europe in
patients with HFrEF with LVEF £35% and in sinus rhythm with a resting heart rate

>75 bpm, because in this group ivabradine conferred a survival benefit
J



