&
e

“by pyras

6 - Juliol - 2021

NOVES GUIES D’INSUFICIENCIA CARDIACA DE

’ESC-HFA: REPTES | NECESSITATS NO COBERTES:
INSUFICIENCIA CARDIACA CRONICA

Dr. Nicolas Manito
Cap Clinic Unitat Insuficiencia Cardiaca Avanc¢ada i Trasplantament Cardiac.
Hospital Universitari de Bellvitge . L Hospitalet del Llobregat — Barcelona

Departament de Salut HOSp ital Un iversitari

@G neralitat de Catalunya ] R I|I|| Be”V|t e
G E_EE _




Hot raee M
e ® & Heart

H eart | T U 5 tiEe P02]

ko (R R
A

EUROPEAN World Congress on ; i
SOCIETY OF KouteHaart Lal ke O <% /' % Online Congress 29 June to 1 July
CARDIOLOGY® ' & 22 EZ I e

Organised by the Heart Fallure Assoclation of the £5C L ]

15-18 FLORENCE
MAY | |l T ALY




Heart .

021

The ESC 2021 Heart Failure Guideline

* Process

Summarize the main new evidence (underpinning the pharmacological
recommendations)

* Central Algorithm for HFrEF

* Marco Metra (Chair)- recommendations

Heart

N i .

Heart Failure Guidelines 2021: pharmacological treatment DrUgs recommended in all pat'ents with heart failure with

reduced ejection fraction

|

Mecommendations Claw* | Lovel*

ACE-| 1 recommended for patients with WH(F to reduce the sk of HF hosgrtaliation and death
Beta blockes s recommended for patients with statée HFrEF to reduce the risk of HF horgitalzation and death
MIRA 4 recommended 10¢ patients with ME1ET 10 reduce the risk of MF hospitatzation and desth

Dapaglfiosin o empagifiosn ae recommended for patents with KrEF 10 reduce the rak of HF haspaaization and
deach

Sacubitri/valanian is recommended as & replacement for an ACE 1 in patients with WFrEF b redice the risk af 1

hospaiizaton and death

Heart

2021 *

3
*Class of recommendation. *Level of evidence

Heart Failure Guidelines 2021: pharmacological treatment
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| @ E Sc European Journal of Heart Failure (2021) 23, 352-380 POSITION PAPER

European Society doi-10.1002/ejhf 2115
of Cardiology

Universal definition and classification of heart
failure: a report of the Heart Failure Society of
America, Heart Failure Association of the
European Society of Cardiology, Japanese
Heart Failure Society and Writing Committee
of the Universal Definition of Heart Failure

Endorsed by the Canadian Heart Failure Society, Heart
Failure Association of India, Cardiac Society of Australia
and New Zealand, and Chinese Heart Failure Association

Bozkurt B, et al. Eur J Heart Fail. 2021;23:352-380



@ E S C European Journal of Heart Failure (2021) 23, 352—380 POSITION PAPER

European Society  doi:10.1002/ejhf2115
of Cardiology

Universal definition and classification of heart
failure: a report of the Heart Failure Society of
America, Heart Failure Association of the
European Society of Cardiology, Japanese
Heart Failure Society and Writing Committee
of the Universal Definition of Heart Failure

Endorsed by the Canadian Heart Failure Society, Heart
Failure Association of India, Cardiac Society of Australia
and New Zealand, and Chinese Heart Failure Association

Natriuretic Peptide Levels Supporting Definition of HF

Ambulatory Hospitalized/
Decompensated
BNP, pg/mL 35 100
NT-proBNP, pg/mL 125 300

Bozkurt B, et al. Eur J Heart Fail. 2021;23:352-380

| Symptoms and/or signs
of HF caused by a
structural and/or
functional cardiac
abnormality y,

and corroborated by at? least one of the following

\ 4

Elevated natriuretic
peptide levels

or

Objective evidence of
cardiogenic pulmonary or
systemic congestion




Universal definition and classification of heart

failure: a report of the Heart Failure Society of

America, Heart Failure Association of the
European Society of Cardiology, Japanese
Heart Failure Society and Writing Committee
of the Universal Definition of Heart Failure

Endorsed by the Canadian Heart Failure Society, Heart
Failure Association of India, Cardiac Society of Australia
and New Zealand, and Chinese Heart Failure Association

Spe— POSITION PAPER

Stages in the development and progression of heart failure

AT-RISK FOR

HEART FAILURE
(STAGE A)

Patients at risk for HF
but without current or
prior symptoms or
signs of HF and
without structural,
biomarker, or genetic
markers of heart
disease.

Patients with HTN,
CVD, DM, obesity,
known exposure to
cardiotoxins, family
history of
cardiomyopathy

PRE-HEART

FAILURE
(STAGE B)

Patients without
current or prior
symptoms or signs of
heart failure but
evidence of one of the
following

Structural Heart Disease:
e.g. IVH, chamber
enlargement, wall motion
abnormality, myocardial
tissue abnormality, valvular
heart disease

Abnormal cardiac function:
e.g. reduced LV or RV
ventricular systolic function,
evidence of increased filling
pressures or abnormal
diastolic dysfunction

Elevated natriuretic peptide
levels or elevated cardiac
troponin levels in the setting
of exposure to cardiotoxins

HEART FAILURE
(STAGE ()

Patients with current or
prior symptoms and/ or
signs of HF caused by

structural and/or
functional cardiac
abnormality

Heart Persistent Heart
Failure

Failure in
Remission

with GDMT and risk factor modification

ADVANCED
HEART FAILURE
(STAGE D)

Severe symptoms and/
or signs of HF at rest,
recurrent
hospitalizations despite
GDMT, refractory or
intolerant to GDMT

requiring advanced
therapies such as
consideration for
transplant, mechanical
circulatory support, or
palliative care

Bozkurt B, et al. Eur J Heart Fail. 2021;23:352-380




@ ESC European Journalof Heard Failure (2021) 233523680 POSITION PAPER
Exropean Society doi 101002102115
fifiartie

Universal definition and classification of heart
failure: a report of the Heart Failure Society of
America, Heart Failure Association of the
European Society of Cardiology, Japanese
Heart Failure Society and Writing Committee
of the Universal Definition of Heart Failure

Endorsed by the Canadian Heart Failure Society, Heart
Failure Association of India, Cardiac Society of Australia
and New Zealand, and Chinese Heart Failure Association

New classification of HF according to LVEF

HF with reduced EF (HFrEF):

* HF with LVEF < 40%

HF with mildly reduced EF (HFmrEF):

* HF with LVEF 41-49%

HF with preserved EF (HFpEF):

» HF with LVEF > 50%

HF with improved EF (HFimpEF):

* HF with a baseline LVEF < 40%, a = 10 point increase from
baseline LVEF, and a second measurement of LVEF > 40%

Bozkurt B, et al. Eur J Heart Fail. 2021;23:352-380
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European Society  doi:10.1002/ejhf.2129
of Cardiology

EDITORIAL COMMENT

The path to universality

Eugene Braunwald* and Elliott M. Antman

TIMI Study Group. Division of Cardiovascular Medicine, Brigham and Women's Hospital, Department of Medicine, Harvard Medical School, Boston, MA, USA

Time-line for important treatments and definitions
of heart failure between 1950 and 2020 (horizontal
lines) and dates of heart failure definitions and/or
practice guidelines (rectangles)

“An essential component of the trials that led
to these recent advances was a clear definition
of HF in the populations studied”
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The Management of HFrEF

To reduce mortality - for all patients

ACE/ARN l l

To reduce HF hospitalization/mortality - for selected patients
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For selected advanced HF patients
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To reduce HF hospitalization and improve QOL - for all patients
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#HHeartFailure2021

Management of patients with HFrEF —
Therapeutic algorithm s ;

Heart Failure

ghel ™



ICFE reducida

Drugs recommended in all patients with heart failure with
reduced ejection fraction

Recommendations Class® | Level®

ACE-| is recommended for patients with HFrEF to reduce the risk of HF hospitalization and death.

Beta-blocker is recommended for patients with stable HFrEF to reduce the risk of HF hospitalization and death.

MRA is recommended for patients with HFrEF to reduce the risk of HF hospitalization and death.

Dapagliflozin or empagliflozin are recommended for patients with HFrEF to reduce the risk of HF hospitalization and

death. @

Sacubitril/valsartan is recommended as a replacement for an ACE-l in patients with HFrEF to reduce the risk of HF

hospitalization and death.

Initiation of sacubitril/valsartan in ACE inhibitor naive (i.e. de novo) patients with HFrEF may be considered (class of recommendation
Iib, level of evidence B).

Heart ® ®
2021 aClass of recommendation. PLevel of evidence
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Other drugs to be considered in selected patients with heart

failure with reduced ejection fraction

i, channel Inhibitor

habsadine should be considered in symptomatic patients with IVEF €353, in SR and a resting heart rate 270 bpm despite
treatment with an evidence-based dose of beta-blocker (or mavmum tolerated dose below that), ACE-1/{or ARNI) and an
MRA, to reduce the risk of HF hospitalization and CV death '\

unable to tolerate or have contraindications for a beta-blocker 10 reduce the risk of HF hospitalization and CV death,
Patients should also receive an ACE-| (or ARNI) and an MRA '™

Soluble Guamylate Cyclase Receptor Stimulator

habradine should be considered in symptomatic patients with WVEF $35%, in SR and a resting heart rate 270 bpm who are

Veriguat may be considered in patients in NYMA Class 1=V who have had worsening HF despite treatment with an ACE-)
{or ARNI), a beta-blocker and an MRA to reduce the risk of CV martality or HF hospitalization, ™!

Heart Fallure

e o
20 21 *Clpss of recommendquon. *Level of evidence




ICFE ligeramente reducida

N

HHeartFailure2021

Pharmacological treatments in patients with (NYHA class 11-1V) heart
failure with mildly reduced ejection fraction

Recommendations Class® | Level®
New! J\
An ACE-I may be considered for patients with HFmrEF to reduce the risk of HF hospitalization and death. C
An ARB may be considered for patients with HFmrEF to reduce the risk of HF hospitalization and death. C
A beta-blocker may be considered for patients with HFmrEF to reduce the risk of HF hospitalization and death. C
A MRA may be considered for patients with HFmrEF to reduce the risk of HF hospitalization and death. C
\Sacubitril/valsartan may be considered for patients with HFmrEF to reduce the risk of HF hospitalization and death. C /
Heart mailv

20 21 3Class of recommendation. PLevel of evidence
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Recomendaciones de tratamiento farmacolégico

Recommendations Class® | Level®

Screening for, and treatment of, aetiologies, and cardiovascular and non-cardiovascular comorbidities is recommended in

patients with HFpEF (see relevant sections of this document).

Diuretics are recommended in congested patients with HFpEF in order to alleviate symptoms and signs. C




6 de julio 2021.: el dia de la ICFE preservada

€ Tweet Breakthrough results for Jardiance®
a Nicolas Manito (empagliflozin) confirm EMPEROR-Preserved as
T Ghxaritc first and only successful trial for heart failure

= Empagliflozina : Estamos ante el nuevo paradigma with preserved ejection fraction

de tratamiento de la IC con FEVI preservaday la
- The EMPEROR-Preserved phase Il trial met its primary endpoint and demonstrated significant risk

consolidacion de los IS.GLTZ en todos los perflles delC. reduction with Jardiance for the composite of cardiovascular death or hospitalization for heart failure in
Great news for our patients!! adults with heart failure with preserved ejection fraction
- Heart failure with preserved ejection fraction has been classified as “the single largest unmet need in
& Cristobal Morales @CristobMorales - 2h cardiovascular medicine" based on prevalence, poor outcomes and absence of clinically proven therapies
to date

investor.lilly.com/news-releases/... Breakthrough results for Jardiance®
(empagliflozin) confirm EMPEROR-Preserved as first and only successful trial for - With approval, Jardiance would become the first and only clinically proven therapy to improve outcomes
heart failure with preserved ejection fraction @ValleAlfonso @almucastro01 for the full spectrum of heart failure patients regardless of ejection fraction

@DrDoblas @JTLLERGO @Dr_Manito @clara_clarais @fjavesc
Mostrar este hilo

Hre, wvestors Menu =

NEWS PROVIDED BY SHARE THIS ARTICLE

Eli Lilly and Company — o o a @ ° o
Jul 06,2021, 0625 ET

Breakthrough results for Jardiance®
(empagliflozin) confirm EMPEROR-
Preserved as first and only
successful trial for heart failure with
preserved ejection fraction

July 6,2021
finy

~ Boehringer
I| |I Ingelheim ®

@
=T ENBEROR-PRSGIVES DRt M Wiad tnat s — (PRNewsfoto/Boehringer Ingelheim)
primary endpoint and demonstrated significant risk

12:52 p. m. - 6 jul. 2021 - Twitter for iPhone




Baseline characteristics of patients with heart failure with preserved ejection
fraction in the EMPEROR-Preserved trial

EMPEROR-Preserved

Phase lll randomised double-blind placebo-controlled event driven trial

Key Inclusion Criteria: 72D and non-T2D, aged 218 years, chronic HF (NYHA class II-1V) with LVEF
>40%, elevated NT-proBNP concentrations and structural heart changes or documented HHF
within 12 months.

Key Exclusion Criteria: Symptomatic hypotension and eGFR <20 mL/min/1.73m2.
COMPOSITE PRIMARY ENDPOINT
Time to first event of adjudicated CV

Empagliflozin 10 mg gdf dectt: orodidiecied HHp
EMPEROR-Preserved B9 N —

LVEF >40% :
Placebot ; CONFIRMATORY KEY SECONDARY

Recruitment:

’ ENDPOINTS
5988 patients f ! ) o
Estimated follow-up : » First and recurrent adjudicated HHF
~38 months (event-driven) | events
* Slope of change in eGFR (CKD-EPI) from
baseline

In EMPEROR-Preserved, however, all patients had to have raised
NT-proBNP levels to be eligible with NT-proBNP >300 pg/mL

(or >900 pg/mL, if in AF at screening) _
Anker SD, et al. Eur J Heart Fail. 2020; 22: 2383-2392



Table 1 Comparison of baseline demographic and clinical characteristics of patients enrolled in EMPEROR-Preserved

and previous heart failure with preserved ejection fraction trials

EMPEROR- PARAGON-HF TOPCAT |I-PRESERVE CHARM- PEP-CHF
Preserved (n =4822) (n=3445) (n=4128) Preserved (n =850)
(n =5988) (n =3023)
Age (years)” 7219 73+8 69+ 10 2+7 67+ 11 75 (72-79)
Women (%) 45 52 52 60 40 56
Obese (%) 45 49 55 H 38 NR
Race (%)
White 76 82 89 93 92 MNIA
Black 4 2 9 2 4 MNIA
Asian 14 13 1 1 2 MNIA
Mative American/other 6 1 <1 MR 0 MNIA
NYHA class (%)
I 82 72 63 22 61 MR
n 18 27 33 77 38 MR
v 03 06 <1 3 2 MR
" Hypertension (7) T0 L3 el B9 LT 79
Diabetes (%) 49 43 32 27 28 2
Chronic kidney disease (%) 50 47 39 31 35 MR
Obstructive/central sleep apnoea (%) 711 NR MR MR MR MR
COPD (%) 13 14 12 MR NR NR
Current smoker (%) 7 7 10 MR 14 NR
Anaemia (%) 14 MNR NR 15 27 MNR
History of CAD (%) 35 43 59 13 33 NR
__History of myocardial infarction (%) 29 23 26 24 44 27
History of atrial fibrillation/flutter (35) 32 52 35 29 29 MR
History of malignancy 10 NR NR MR MR MR
Stroke (%) 10 10 8 10 9 NR

Anker SD, et al. Eur J Heart Fail. 2020; 22: 2383-2392



Table T Comparison of baseline demographic and clinical characteristics of patients enrolled in EMPEROR-Preserved
and previous heart failure with preserved ejection fraction trials

EMPEROR- PARAGON-HF TOPCAT I-PRESERYE CHARM- PEP-CHF
Preserved (n =4812) (n=3445) (n=4128) Preserved (n=2850)
(n=5988) (n=23023)
Prior HF hospitalization within 23 48 72 23 69 MR
12 months before visit 1 (%)
ICD (%) 4 0.4 1 MR 08 MR
MAGGIC risk score 19156 W+6 R MR MR MR
Medications (%)
Diuretics 86 96 82 Loop = 83; 75 Loop = 46;
thiazide = 52 thiazide = 55
ACE inhibitors 40 40 65 26 1 —
ARBs 39 45 20 M A M A -
ARMI 2 — SR ISR NE ISR
MB.A 37 24 — 15 12 MR
~ . Beta-DIOCKers 1] 75 78 59 13 )
CCB 30 36 38 40 31 33
Mitrates 12 17 15 27 33 51
Aspirin 42 40 65 MR 58 66
Antiplatelet {except aspirin} 16 13 MR 59 5 MR
|  Anticoagulants 48 27 23 19 10 16
Statins 69 62 53 MR MNR MR
Cardiac glycosides 9 9 MR 14 28 12

Anker SD, et al. Eur J Heart Fail. 2020; 22

: 2383-2392




Table 2 Comparison of baseline physical examination, laboratory, echocardiographic and electrocardiographic
characteristics of patients enrolled in EMPEROR-Preserved and previous heart failure with preserved ejection
fraction trials

EMPEROR- PARAGON-HF TOPCAT I-PRESERYE CHARM- PEP-CHF
Preserved (n =4812) (n =3445) {n =4128) Preserved (n =3850)
(n =5988) (n =3023)
BMI (kg/m* 30+6 30+5 32+7 30+5 29+ 6 28 (25-30)
Atrial fibrillation/flutter (%, at screening)’ 35 32 28 29 29 21
“LBBE (%) 9 7 B B R TR
RBEE (%) 9 NR 11 NR MR MR
LV hypertrophy (%) 10 MNR 29 31 15 MR
Paced rhythm (%) 8 MR 7 MR MR MR
Ele' =13 (%) 13 NR MR MR MNR MR
Any LA size/volume increase at baseline (%) 82 93° MR MR MR, MR,
LA width =4 cm (%) 59 MR MR MR MR MNR
LA length =5 cm (%) 21 MR MR MNR MR MR
LA area >20cm’ (%) 23 MR MR MR MR MR
LA volume =55 mL (%) 15 MR MR MR MR MR
LA volume index >34mLim” (%) 20 MR MR NR MR NR

Anker SD, et al. Eur J Heart Fail. 2020; 22: 2383-2392



Table 2 Comparison of baseline physical examination, laboratory, echocardiographic and electrocardiographic
characteristics of patients enrolled in EMPEROR-Preserved and previous heart failure with preserved ejection
fraction trials

EMPEROR- PARAGON-HF TOPCAT I-PRESERVE CHARM-  PEP-CHF

Preserved  (n =48212) (n=3445) (n=4118) Preserved (n=850)
(n=5988) (n=3023)
Baseline weight (kg) 82+19 MR 90+22 MR MR NR
Baseline heart rate® 70£12 70+12 69+ 10 71+10 711£12 73 (66-82)
Baseline SBP (mmHg)® 132216 136 £15 129+ 14 136.+15 13618 139 (129-150)
_Baseline DBP (mmHg)® 76 +11 7711 76 +11 79+9 7811 80 (74-86)
Baseline NT-proBNP (pg/mL) 974 (499-1730) 885 (863-908) 950 (588-1920) - - -
LVEF (%)* 54+9 58+8 5747 5949 54+9 64 (56-66)
eGFR (mL/min)? 60.6+19.8 63+19 68 + 20 73+£123 MR MR
<45 238 18 MNR MR MR MNR
45 to <60 26.1 30 MR 31 MR MR
=60 501 33 MR MR MR MR
Baseline haemoglobin (g/dL)* 13+2 NR 13+2 14 13 NR
Baseline troponin (ng/mL)? 237 +£30 NR MR NR NR NR
Haemoglobin Alc (%)* 73+£15 NR NR NR NR NR

Anker SD, et al. Eur J Heart Fail. 2020; 22: 2383-2392



2021 Amiloidosis TTR

Recomendaciones de tratamiento farmacoldgico

Recommendations

Tafamidis is recommended in patients with genetic testing proven hereditary hTTR-CMP and NYHA class | or Il symptoms

to reduce symptoms and CV hospitalization and mortality.

Tafamidis is recommended in patients with wtTTR-CA and NYHA class | or Il symptoms to reduce symptoms and CV

hospitalization and mortality.

Tafamidis in Transthyretin Cardiomyopathy Clinical Trial (ATTR-ACT)

Class* | Level®



Heart Failure 2021.:
pharmacological needs for next future

Advanced heart failure
Post-Ml

HFpEF : Emperor-Preserved V. Deliver (?)
HFmrEF

CKD and HF meds

Individualization and implementation
Digital solutions



@ E SC European Journal of Heart Failure (2021) POSITION PAPER

European Society  doi:10.1002/ejhf.2206
of Cardiology

Patient profiling in heart failure for tailoring
medical therapy. A consensus document of the
Heart Failure Association of the European
Society of Cardiology

Rosano G et al. Eur J Heart Fail. 2021.doi.org/10.1002/ejhf.2206



Important characteristics when considering therapy in
heart failure patients

HR:
>70
\_ bpm

SGLT2i
Beta-blocker
ACEi/ ARB / ARNI
MRA
Diuretics

Con

Rosano G et al. Eur J Heart Fail. 2021.doi.org/10.1002/ejhf.2206



Fenotipos clinicos para la individualizacion en IC

SGLT2i
Beta-blockers:

ACEi/ ARB / ARNI

MRA I Diureti .
ACEi / AF ARN X
Diuretics
din < SGLT2i
SGLT2i Ivabradine S VRA
MRA N T Beta-blocke
O -
v 3“0\\ N Ivabradine E
uret o
AR A A A
\ SGLT2i
Q Beta-blocker
L JACEi /ARB /ARNI
MRA
N o Diuretics
Vericiguat
SG T2 2 Hy:ﬂv?laslne}/ ;
L | Isosorbide dinitrate
SGLT2i
e/ e iAg Beta-blocker N
MRA .
Diuretics ACEi /ARB / ARNI
Beta-blocker MRA
Vericiguat - 5 X
Diuretics SGLT2i
o Beta-blocker
N ACEi / ARB / ARNI
MRA
Diuretics
Anticoagulants
Digoxin
A ~.\\"“”
y SGLT2i < SGLT2i
o SGLT2i g Beta-blocker ) E ACEi / ARB / ARNI
: Beta-blocker ACEi /ARB /ARNI
Diuretics MRA < SGLT2i

Diuretics Q Beta-blocker

L ACEi / ARB / ARNI Diuretics

MRA

Potassium binder

Vericiguat

o

N

Rosano G et al. Eur J Heart Fail. 2021.doi.org/10.1002/ejhf.2206



ESC/HFA personalized approach for the treatment of heart failure

ditional tl‘rera,p,-‘ss

pd paditional therap,-es

SGLT2i
Beta-blocker

SCGLT2i
Beta-blocker

JACE inhibitors/ARB/ARNI
|MRA
Diuretics

ACE inhibitors/ARB/ARNI
MRA
Diuretics

Rosano G et al. Eur J Heart Fail. 2021.doi.org/10.1002/ejhf.2206



Improved Risk Stratification for Ventricular Arrhythmias and Sudden Death in
Patients With Nonischemic Dilated Cardiomyopathy

Schematic New Risk-Stratification Algorithm

Representation of the : :
. Patients with DCM
Proposed New Algorithm :

LOW RISK INTERMEDIATE RISK HIGH RISK

Annual event rate 0.2% Annual event rate 2.4% Annual event rate 7.2%

e LGE- and LVEF >20% e LGE+ and LVEF <35%
e LGE- and LVEF <20%

e LGE+ and LVEF >35%

INTERMEDIATE-LOW RISK
Annual event rate 1.6% Annual event rate 2.8%
o LGE+, No high-risk LGE e LGE- and LVEF <20%
distributions, LVEF >35% e LGE+, high-risk LGE

high-risk LGE: epicardial LGE, distributions, LVEF >35%

transmural LGE, or combined

septal and free-wall LGE
Di Marco A, et al. J Am Coll Cardiol. 2021;77:2890-2905



CCS/CHFS HEART FAILURE GUIDELINES UPDATE 2021

Simplified treatment algorithm for management of heart failure with

reduced ejection fraction (HFrEF)

ARMI or ACEI/ARB
then substitute ARNI

HR =70 bpm and
sinus rhythm

+ Consider ivabradine®

NYHA A1V, Advanced HF
or High-Risk Markers

CONSIDER

* Referral for advanced HF
therapy (mechanical circulatory
support/transplant)

= Referral for supportive/palliative care

TREAT COMORBIDITIES PER CCS HF RECOMMENDATIONS (INCL. AF, FUNCTIONAL MR, IRON DEF, CKD, DM)
DIURETICS TO RELIEVE CONGESTION (TITRATED TO MINIMUM EFFECTIVE DOSE TO MAINTAIN EUVOLEMIA)

Recent HF hospitalization

+ Consider vericiguat

HFrEF: LVEF = 40% AND SYMPTOMS

Initiate Standard Therapies

BETA BLOCKER MRA SGLTZ INHIBITOR

Assess Clinical Factors for Additional Interventions

Black patients on optimal GDMT,

or patients unable to tolerate

ARMIACEIARB

= Consider combination
hydralazine-nitrates

Suboptimal rate control for
AF, or persistent symptoms
despite aptimized GDMT

= Consider digoxin

Initiote standard therapies as soon as possible and titrate every 2-4 weeks to target or maximally tolerated dose over 3-6 months

Reassess LVEF, Symptoms, Clinical Risk

LVEF = 35% and
NYHA I-1¥ (ambulatery)

LVEF = 35%,
MYHA |, and Low Risk

Refer to CCS CRT/ICD
recommendations

Continue present management,
reassess as neaded

(3512¥3%3 'IWYI-4735 'NOILYINA3) SIIdVEIHL IID0T0IVHEYHL NON

RECOMMENDATION

1. We recommend that in the absence of contraindica-
tions, patients with HFrEF be treated with combina-
tion therapy including 1 evidence-based medication
from each of the following categories:

a. ARNI (or ACEI/ARB);

b. B-blocker;

c. MRA; and

d. SGLT?2 inhibitor.

(Strong Recommendation; Moderate-Quality
Evidence).

» The “algorithm” has been informed by best
available evidence and the consensus of the
Primary Panel, but to date, there is no proven
superior approach to medication initiation and
titration.

» On the basis of clinical characteristics, it
might be preferable to titrate doses of
different classes of medications
simultaneously (“in-parallel” approach), rather
than fully titrate one medication class before
initiating an  additional agent (“strict
sequential” approach).

McDonald M, et al. Can J Cardiol. 2021;37:531-546531-546



2021 ACC Expert Consensus Now Includes Dapagliflozin as a
Component of First-Line Treatment for Patients With HFrEF

ACEI/ARB/ARNI? (ARNI preferred) +
Beta-blocker®

Diuretic agent as needed

Titrate Add

MRA SGLT2 inhibitorc Diuretic agent

Hydralazine +
isosorbide dinitrate

Ivabradine

For use in patients with
eGFR =30 mL/min/1.73 mZ or
creatinine <2.5 mg/dL

For use in patients For use in patients with
meeting eGFR criteria persistent volume overload

For use in patients with
For use in persistently

symptomatic Black
patients despite ARNI/
beta-blocker/MRA/
SGLT2 inhibitor

resting heart rate 270 (in
sinus rhythm) on maximally

DAPA: 230 mL/min/1.73 m?
(males) or <2.0 mg/dL tolerated beta-blocker dose

(females) or EMPA: 220 mL/min/1.73 m?
potassium <5 mEq/L

NYHA Class II-1V NYHA Class lI-IV NYHA Class II-IV NYHA Class IlI-IV NYHA Class II-11l

’---------------------------------------------------------------\

* ARNIs, beta-blockers®, MRAs and SGLT2 inhibitors are first-line medications for all patients with HFrEF.

[
|
: *SGLT2 inhibitors should be added for patients with chronic HFrEF who are already receiving ARNI/ACEI/ARB, beta-blocker and MRA, if not
1 contraindicated.

|

\

* Achieving target or maximally tolerated doses of other HFrEF therapies is not necessary before adding SGLT2 inhibitors.

B .

LT L L

S

Maddox TM et al. Online ahead of print. J Am Coll Cardiol. 2021.



Should we do it differently ? The debate for 2021

Conventional Expedited Accelerated

SGLT2
inhibitor

SGLT2
inhibitor

I

Beta-blocker

}

ACEi/ARB

|

Beta-blocker

§

Beta-blocker

Neprilysin

ACEi/ARB | inhibitor

|

Neprilysin
inhibitor

Neprilysin

inhibitor 4 treatments

in 4 weeks?

ACEi/ARB

SGLT2
inhibitor

Adapted from John J.V. McMurray & Milton Packer. Circulation. 2021;143:875-877



Tratamiento del paciente con ICFE reducida en 2021

Unidad Miocardiopatias y | ®==® \‘\\ uIC —
Cardiopatias familiares

Reparacion mitral / adrtica /
tricuspide percutanea

Genetic Guided
Therapy

[Unidad Cardio-oncologia

Digoxina. Hidralazina/Nitratos

0-
‘%mecamtiv mecarbil?. Levosimendan.

TRC (EHH/ERI/EBV) £ DAI = CCM = Barostim

>

¥ CardioMEMS

Ablacion FA

IECA / ARAII / Ivabradina / Vericiguat?!

B-Blogueantes

Sacubitrilo/Valsartan
(preferentemente)

Antagonistareceptor
mineral corticoide

Inhibidores SGLT2

DAPA: 230 mL/min/1.73 m?
EMPA: 220 mL/min/1.73 m?

TELEMEDICINA — TELEMONITORIZACION

1. VICTORIA: Vericiguat si TAS > 100 mmHg / FG = 15 ml/min/1,73m2
2. GALACTIC-HF: Omecamtiv mecarbil si TAS = 85 mmHg / FG =2 20 ml/min/1,73m2 (No comercializado)

© @Dr_Manito
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377 Siguiendo 4638 Seguidores Severe ventricular dysfunction due to a
catecholamine-secreting paraganglioma

Luis Manuel Dominguez Rodriguez, Maria Melendo-Viu, David Dobarro-Pérez, Andrés Iniguez-Romo
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_= Very proud of Dr. Toni Bayes-Genis

co-charing Highlights of Heart Failure- What is the current situation?
HFA ESC 2021. *  28-year-old male.
AISO hIS team ICOR @ICOrCat was the . R.ght hem,p‘egia and aphas|a'

most sited lnve.stlgator groupiinithis *  Severe ventricular dysfunction of unknown etiology.
important session.

Congratulations Toni and to your «  Cardiogenic shock with beta-blockers.

excellent group!!! #HeartFailure2021 *  Persistent fever of unknown origin and negative
#CardioTwitter microbiological studies.

Catecholamine-secreting paraganghoma

What should we do now?

Hosp. Germans Trias y 4 mas
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Heart

221 Conclusiones Heart Failure 2021 Guidelines A)

» La cuatri-terapia (BB, IECA-Sac/Vals, ARM, iSGLT2) en ICFEr obtiene la méxima
recomendacion en un esquema horizontal de aplicacidn clinica

» Dapagliflozina y Empagliflozina son recomendacién IA en pacientes con ICFEr para
reducir el riesgo de hospitalizacion por IC y muerte

> Débil recomendacién de los tratamientos farmacolégicos para los pacientes con ICFE
ligeramente reducida

> No hay novedades ni cambios para las recomendaciones en ICFE preservada

» Importancia de la optimizaciéon terapéutica durante la hospitalizacion por IC
seguida de la continuidad asistencial pos-alta

> Las guias de IC definitivas se presentaran durante el congreso ESC 2021 (27-30 agosto)
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