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EXONERACION DE RESPONSABILIDAD Y USO DE LA PRESENTACION

Este documento (la “Presentacién”) ha sido preparado exclusivamente para su uso en presentaciones y/o formaciones de Almirall, S.A. ("Almirall") dirigidas a la
comunidad cientifica (“Uso Permitido”). Este documento incluye informacién resumida y no pretende ser exhaustivo. La divulgacion, difusién o uso de este
documento, para un uso distinto al Uso Permitido, sin la autorizacidn previa, expresa y por escrito de Almirall esta prohibida.

Almirall no otorga, ni implicita ni explicitamente, ninguna garantia de imparcialidad, precisidn, integridad o exactitud de la informacién, opinién y declaraciones
expresadas en dicha Presentacion o en discusiones que puedan tener lugar durante su utilizacién.

Tanto la Presentacion como los contenidos incluidos en la misma (con caracter enunciativo, que no limitativo, imagenes, diseiio grafico, logos, textos, graficos,
ilustraciones, fotografias, y cualquier otro material susceptible de proteccién) estan bajo la responsabilidad de Almirall y son titularidad exclusiva de Almirall o
Almirall tiene sobre ellos la correspondiente autorizacién de uso.

Igualmente, todos los nombres comerciales, marcas o signos distintivos de cualquier clase contenidos en la Presentacidn estan protegidos por la Ley.

La reproduccién, distribucién, comercializacidn, transformacién, comunicaciéon publica y, en general, cualquier otra forma de explotacién, por cualquier
procedimiento, de todo o parte de la Presentacién o de la informacién contenida en la misma con fines distintos al Uso Permitido, podria constituir una infraccion
de los derechos de Propiedad Intelectual y/o Industrial de Almirall o del titular de los mismos y podria dar lugar al ejercicio de cuantas acciones judiciales o
extrajudiciales pudieran corresponder en el ejercicio de sus derechos. Todo ello salvo que, previa solicitud, Almirall haya autorizado expresamente y por escrito el
uso de los contenidos para un fin especifico, en cuyo caso, el destinatario se compromete a citar la Almirall como fuente titular del contenido.
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@ ESC European Heart Journal (2023) 00, 1—13 ESC GUIDELINES

European Society https://doi.org/10.1093/eurheartj/ehad195
of Cardiology

2023 Focused Update of the 2021 ESC
Guidelines for the diagnosis and treatment
of acute and chronic heart failure

Developed by the task force for the diagnosis and treatment of acute
and chronic heart failure of the European Society of Cardiology (ESC)

With the special contribution of the Heart Failure Association (HFA)
of the ESC

European Heart Journal, 2023;, ehad195, https://doi.org/10.1093/eurheartj/ehad195
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https://doi.org/10.1093/eurheartj/ehad195

Introduction @ESC

* Since the publication of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart
failure (HF) there have been several randomized controlled trials that should change patient management
ahead of the next scheduled full guideline.

* The TF considered major RCTs and meta-analyses published between 315t March 2021 and 31t March 2023
» Results leading to new or changed Class I/Ila recommendations were selected for inclusion in
Recommendation Tables

» 275% of TF agreement to include a trial
» Trials that would have an impact upon recommendations in other ESC Guidelines under preparation were
not been included to avoid discordance. (REVIVED-BCIS2)

* More than 75% of the TF had to agree for the COR/LOE to be ratified

» Members with DOI on topics were asked to abstain from voting.
» Inassigning recommendations, as in the 2021 ESC Guidelines, the TF focused on the primary endpoints of trials.

* New recommendations are additive to, and changed recommendations substitute, those of the 2021
Guideline

©ESC

2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure

www.escard|o.org/gmdellnes (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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RCTs considered: 315t March 2021-315t March 2023 @ESC

Trial acronym
ADVOR
CLOROTIC
COACH
DAPA-CKD
DELIVER
EMPA-KIDNEY
EMPEROR-Preserved
EMPULSE
FIDELIO-DKD
FIGARO-DKD

IRONMAN

PIVOTAL
REVIVED-BCIS2
STRONG-HF
TRANSFORM-HF

TRILUMINATE Pivotal

www.escardio.org/guidelines

Trial

Acetazolamide in Decompensated Heart Failure with Volume Overload

Combination of Loop Diuretics with Hydrochlorothiazide in Acute Heart Failure

Comparison of Outcomes and Access to Care for Heart Failure

Dapagliflozin And Prevention of Adverse outcomes in Chronic Kidney Disease

Dapagliflozin Evaluation to Improve the LIVEs of Patients with PReserved Ejection Fraction Heart Failure
EMPAgliflozin once daily to assess cardio-renal outcomes in patients with chronic KIDNEY disease
Empagliflozin Outcome Trial in Patients with Chronic Heart Failure with Preserved Ejection Fraction
Empagliflozin in Patients Hospitalized with Acute Heart Failure Who Have Been Stabilized
Finerenone in Reducing Kidney Failure and Disease Progression in Diabetic Kidney Disease
Finerenone in Reducing Cardiovascular Mortality and Morbidity in Diabetic Kidney Disease

Effectiveness of Intravenous Iron Treatment versus Standard Care in Patients with Heart Failure and Iron
Deficiency

Proactive IV Iron Therapy in Haemodialysis Patients

Revascularization for Ischemic Ventricular Dysfunction

Safety, Tolerability and Efficacy of Rapid Optimization, Helped by NT-proBNP Testing, of Heart Failure Therapies
Torsemide Comparison with Furosemide for Management of Heart Failure

Clinical Trial to Evaluate Cardiovascular Outcomes in Patients Treated With the Tricuspid Valve Repair System
Pivotal

2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure
(European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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2023 Focused Update of the 2021 ESC Guidelines for the diagnosisand @ ESC
treatment of acute and chronic heart failure

Updated the following sections:

Chronic HF

» HF with mildly reduced ejection fraction (HFmrEF)
» HF with preserved ejection fraction (HFpEF)

Acute HF

Comorbidities and prevention of HF

©ESC

2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure

www.escardlo.org/gmdelmes (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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2023 Focused Update of the 2021 ESC Guidelines for the diagnosisand @ESC
treatment of acute and chronic heart failure

Updated the following sections:

Chronic HF

» HF with mildly reduced ejection fraction (HFmrEF)
» HF with preserved ejection fraction (HFpEF)

©ESC

2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure

www.escard|o.orgfgmde||nes (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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CHF: EMPEROR-Preserved and DELIVER @ESC
SGLT2i Empagliflozin and Dapagliflozin HFpEF and HFmrEF

EMPEROR-Preserved DELIVER
5988 patients with HF and LVEF>40% * T2DM at baseline

= Structural Heart Disease (LVH or

LVEF>40%, NT-proBNP>300pg/ml or 900pm/ml in AF + Age 240 years LA Entargoment)
. E\T:: c:o:il(llwl i + Elevated Natriuretic Peptides
- > includin (> 300 pgtmi or 600 pgiesd n AFF)
Primary Endpoint — Composite of Cardiovascular Death " TR | S ey ior Hemplatud
or Heart Failure Hospitalization | .
N Primary composite ::?:f:m
z - endpoint of CV death | _ 5 15010400 por Hhopy
é 2] o m:'gfggm]  or worsening HF a
i Placebo " = P =0.0003 d o ' -g'
§ [t el & Dapaglifiozin
% T el J__ 2 _:: s moaalificE ::c:;:_;nls with evenl ‘E S:szgemo:'
5 “1 /’f.-"—,- R Rale: 8.7 par 100 patient-years %o_ ALy
: l /, - Empagiton. g HR 0.82, 95% Cl 0.73-0.92
E _‘é’,*; 5!.111(!-'::54 r.¢.|r“1'30 [:1-nrrr‘!-].n:r!. w ) P = 0'0003
"D 3 6 9 12 18 18 21 28 2r 30 33 a3 m NNT = 32
o U - @' = L ;
0 1 2 3
Yoars since Randomizatk
Anker SD et al. NEJM 2021;385(16):1451-1461 Solomon SD et al NEJM 2022;387:1089-1098

©ESC

www.escardio.org/guidelines
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DELIVER and EMPEROR-Preserved Meta-Analysis  @gsc

Cardiovascular Death or First Hospitalization for HF HR (95% C1)
DELIVER — 0.80 (0.71-0.91)
Overall HR 0.80; 95% O 0.73-0.87
P> Pe0.0001
0.50 075 100 125
Cawr Death W Deash) Mﬂﬂ i Mospitalaation for HR [U5% I
DELIVER —T— 0.5 |0.T4-1 05 DELVER ;- .77 AT 489
EMPEROR-Prestrved —— B (0T8T ENFEROR-Preserved —E— 2.71 A0 04
HE 0.7 95% C10.67-083
Cvavall ' r::;_maan:m ‘ Be.0001
050 L] 10¢ 126 058 0rs 100 1.8

www.escardio.org/guidelines
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Pperereeseiy >0.40 for all endpoints

LVEF 41-49%

LVEF 50-59%

LVEF 260%

LVEF Range HR (95% CI)

DELIVER (n=2,116) —a— 0.84 (0.69-1.02)

EMPEROR-Preserved (n=1,983) —— 0.71 (0.57-0.88)

Overall ‘, HR 0.78; 95% CI 0,67-0.90
P<0.001

DELIVER (n=2,256) — 0.79 (0.64-0.98)

EMPEROR-Preserved (n=2,058)
Owverall

DELIVER (n=1,891)
EMPEROR-Preserved (n=1,947)
Owverall

Pm=n"2

Vadugunathan M et al, Lancet 2022,400(10354):757-767.

—8— 0.80 (0.64-0.99)
- HR 0.79; 95% Cl 0.68-0.93

P=0.003

—a— 0.76 (0.60-0.96)

——  0.87 (0.69-1.10)

e HR 0.81; 95% C1 0.69-0.96
P=0.01
.75 |_-UJ 1.‘35
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Recommendation for the treatment of patients with symptomatic heart @ ESC
failure with mildly reduced ejection fraction
Recommendations Class Level

An SGLT2 inhibitor (dapagliflozin or empagliflozin) is recommended in patients
with HFmrEF to reduce the risk of HF hospitalization or CV death.

©ESC

www.escardio.org/guidelines 2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure
2 -OrE/g (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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Figure 1. Management of patients with heart failure with mildly reduced @ ESC
ejection fraction

-

@ESC

ACE-l, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; ARNI, angiotensin

receptor—neprilysin inhibitor; HFmrEF, heart failure with mildly reduced ejection fraction; MRA,
mineralocorticoid receptor antagonist.

©ESC

7 s 2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure
www.escardio.org/guidelines

(European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)

Liderando el conocimiento del manana
CardioAdvancedForum



Recommendation for the treatment of patients with symptomatic heart @ ESC
failure with preserved ejection fraction
Recommendations Class Level

An SGLT2 inhibitor (dapagliflozin or empagliflozin) is recommended in patients
with HFpEF to reduce the risk of HF hospitalization or CV death.

©ESC

www.escardio.org/guidelines 2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure
: -Ore/e (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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Figure 2. Management of patients with heart failure with preserved @ESC
ejection fraction

\ @ESC

CV, cardiovascular; HFpEF, heart failure with preserved ejection fraction.

©ESC

2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure

w -escardio.org/guidelines (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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2023 Focused Update of the 2021 ESC Guidelines for the diagnosisand @ESC
treatment of acute and chronic heart failure

Updated the following sections:

Acute HF

©ESC

2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure

www.escardlo.org/gmdelmes (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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Recommendations for pre-discharge and early post-discharge follow-up @ ESC
of patients hospitalized for acute heart failure ESC 2021 HF Guidelines

Recommendations Class Level
It is recommended that patients hospitalized for HF be carefully evaluated to

exclude persistent signs of congestion before discharge and to optimize oral C
treatment

It is recommended that evidence-based oral medical treatment be administered - C
before discharge.

An early follow-up visit is recommended at 1-2 weeks after discharge to assess

signs of congestion, drug tolerance and start and/or uptitrate evidence-based C

therapy.

Ferric carboxymaltose should be considered for iron deficiency, defined as serum
ferritin <100 ng/mL or serum ferritin 100—-299 ng/mL with TSAT <20%, to improve lla B
symptoms and reduce rehospitalizations.

HR = heart failure; TSAT = transferrin saturation.

©ESC

2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure

www.escard m.org,"gmdellnes (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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Pre-discharge management: STRONG-HF

Patients Results

= 1078 patients hospitalized for acute HF Full doses of oral therapies. HIC vs UC
"= Not already on full doses of GRMT ACEi/ARB/ARNI 55% vs. 2%,

"= Haemodynamically stable beta-blockers 49% vs. 4%

"  NT-proBNP >2500 pg/mL at screening, >10% MRA 84% vs. 46%
decrease screening to randomization

A

Randomization 100
" High-intensity care (HIC) vs usual care (UC) 20: k

70

High intensity care 60+

Probability of event-free survival (%)

50+ risk ratio
= Early (2 days before discharge) and rapid 40- 0-66 [95% Cl 0:50-0-86]
: ot ) i -
intensification of oral HF treatment with ACE m_ adjusted risk difference 81%
|/ARB/ARNI, beta-b|OCkerS and MRA 10 ::is;;.l;al:ang:::;u:amegrm [95% Cl 2.9-13.2]; p:{]-0021
0 T T T T

T T T T T T T 1
0 15 30 45 60 75 90 105 120 135 150 165 180
Number at risk

Mebazaa A et al Lancet. 2022 Dec 3;400(10367):1938-1952. Usvalcaregroup 502 494 474 454 439 423 410 394 381 373 366 353 329
High-intensity care group 506 497 484 466 449 440 430 419 415 408 397 384 345
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Recommendation for pre-discharge and early post-discharge follow-up @ ESC
of patients hospitalized for acute heart failure

Recommendations Class Level_

An intensive strategy of initiation and rapid up-titration of evidence-based
treatment before discharge and during frequent and careful follow-up visits in the

first 6 weeks following a HF hospitalization is recommended to reduce the risk of
HF rehospitalization or death.
A
o
di ideli 2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure
www.escarn m.orglgm elines (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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2023 Focused Update of the 2021 ESC Guidelines for the diagnosisand @ ESC
treatment of acute and chronic heart failure

Updated the following sections:

Comorbidities and prevention of HF
» T2 diabetes and CKD
» Iron deficiency

©ESC

2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure

www.escardlo.orglgmdelmes (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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ESC 2021 HF guidelines - Diabetes @ESC

Recommendations Class  Level
SGLT2 inhibitors (canagliflozin, dapagliflozin, empagliflozin, ertugliflozin,
sotagliflozin) are recommended in patients with T2DM at risk of CV
events to reduce hospitalizations for HF, major CV events, end-stage

renal dysfunction, and CV death.

SGLT2 inhibitors (dapagliflozin, empagliflozin, and sotagliflozin) are

recommended in patients with T2DM and HFrEF to reduce

hospitalizations for HF and CV death.

©ESC

2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure

WL rdlo'org/gulddmes (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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SGLT2 inhibitors trials @ESC

T2DM at high risk of CVD Heart Failure Chronic kidney disease
DECLARE-TIMI 58 DAPA-HF CREDENCE
CANVAS EMPEROR-REDUCED SCORED
VERTIS CV [EI’VIPEROR—PRESERVEDJ< DAPA-CKD
New
EMPA-REG DELIVER EMPA—KIDNEY]C: New
SOLOIST-WHF
\ )
Y

)@"} @ Impact of diabetes on the effects of sodium glucose
- co-transporter-2 inhibitors on kidney outcomes:
collaborative meta-analysis of large placebo-controlled trials

m The r'u|I"-:._':::'_':.r|-_-ur.'":.-n|' |_'||'l'_'|-_'1|l_|!|{||1 Health Renal Studies Group® and the SGLT 2 inhibitor Meta-Analysis Cardio-Renal Trraksts’ Consortivm .
E

www.escardio.org/guidelines 13 trials 90413 patients

©ESC
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)@4} M Impact of diabetes on the effects of sodium glucose Results
~ co-transporter-2 inhibitors on kidney outcomes:
collaborative meta-analysis of large placebo-controlled trials
m The Nuffield Department of Population Health Renal Studies Group® and the SGLT 2 inhibitor Meta-Anafysis Cardio-Renal Triakists” Consortium™
Cardiovascular death or hospitalisation for heart failure*
Mean Events/participants RR
baseline eGFR, (95% Cl)
mL/min per 1-73m’
SGLT2 inhibitor Placebo
Diabetes
High atherosclerotic .
cardiovascular risk trials 80 1490/24563 1232/18005 .-. 0-80 (0-74-0-86)
Stable heart failure trialst 61 923/5046 1154/5037 -- 0.77 (0-71-0-84)
Chronic kidney disease trials 45 643/10474 847/10457 - 0-74 (0-66-0-82)
Subtotal: diabetes 67 3056/40691  3233/34113 <> 0-77 (0-73-0-81)
No diabetes i
Stable heart failure trialst 64 710/5316 890/5322 —I- 078 (0-70-0-86)
Chronic kidney disease trials 40 50/2476 53/2491 —=n 0-95 (0-65-1-40)
— SuDbtotar no diabetes 56 76077792 94377813 -:1} 0-79(072-0-87)
Total: overall 65 3816/48483 4176/41926 > 0-77 (0-74-0-81)
Heterogeneity by diabetes status: p=0-67
T T I

Lancet. 2022 Nov 19;400(10365):1788-1801

www.escardio.org/guidelines
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Recommendations for the prevention of heart failure in patients with @ ESC
type 2 diabetes and chronic kidney disease

Recommendations Class Level

In patients with type 2 diabetes and CKD, SGLT2 inhibitors (dapagliflozin or
empagliflozin) are recommended to reduce the risk of HF hospitalization or CV
death.

©ESC

2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure

W 'escardlo'org/gmde“nes (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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Finerenone trials

Effect of Finerenone on Chronic Kidney
Disease Outcomes in Type 2 Diabetes

fan D. Anker, M.D., Ph.D
3., Peter Kolkhof, Ph.D
er Joseph, M.B., B.S.,

KD Investigators

No. 5734 patients

Primary endpoint: composite of kidney
failure, sustained |, eGFR 240% or death
from renal causes.

Cardiovascular Events with Finerenone
in Kidne

y Disease
B t, G. Filippates, R, Agany S.D. Anker, € Balkris g A, |oseph,
F. Kolkhat, C. Mo K. M. 3 'Il"!"":'! a 'lj '.1 KU pe

and Type 2 Diabetes

No. 7437 patients
Primary endpoint: composite of CV death, non-

FASTTRACK CLINICAL RESEARCH
Diabetrs and metabolc dearders

@gsc e e

LB I by o g H FE Bt mary " 7T
¥ Cardaan

Cardiovascular and kidney outcomes with
finerenone in patients with type 2 diabetes and

chronic kidney disease: the FIDELITY pooled
analysis

No. = 13026 patients; Median FU=3 ys

fatal MI, non-fatal stroke, or HF hospitalization -

www.escardio.org/guidelines
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Outcome Finerenone (n = 6519) Placebo (n = 6507) Hazard ratio (95% Cl) P-value*
Mumber of Number of Mumber of Mumber of
patients patients with  patients patients with
with event  eventper 100 with event event per 100
(%) patient-years (%) patient-years
Composite cardiovascular outcome® 825(12.7) 4.34 630 (14.4) 5.01 —— 0.86 (0.78-0.95) 0.0018
Death from cardiovascular causes 322(4.9) 181 iga(5.6) 1.84 —— 088 (0.76-1.02)  0.082
Non-fatal myocardial infarction 173(2.7) 0.88 189(29) 097 —— 0.91 (0.74-1.12) 0.36
MNon-fatal stroke 198 (3.0) 1.01 198 (3.0) 1.02 —p— 0.99 (0.82-1.21) 0.95
Hospitalization for heart failure 256 (39) 1.3 325(50) 168 —— 0.78 (0.66-0.92)  0.0030
eGFR 257% composite kidney outcome® 360 (5.5) 1.96 485 (7.1) 255 —— 0.77 (0.67-0.88) 0.0002
Kidnay failure 254 (3.9) 1.38 297 (4.6) 1.62 —— 0.84 (0.71-0.99) 0039
End-stage kidney disease” 151(23) 0.7 188 (29) 096 & 0.80 (0.64-0.99)  0.040°
Sustained decrease in eGFR to <15 mUmin/1.73 m* 195(3.0) 1.06 237 (36) 129 —— 081 (0.67-0.98)  0.026°
Sustained 257% decrease in eGFR from baseline 257 (3.9) 1.40 361 (5.5) 4.03 —— 0.70 (0.60-0.83) =< 0.0001
Renal death 2(<0.1) 0.01 4 (<0.1) 0.02 053 (0.10-2.91)  0.46°
eGFR 240% compaosite kidney outcome’ 854 (13.1) 4.81 995 (15.3) 564 —— 085 (0.77-0.93)  0.0004
Suslained 240% decrease in eGFR from baseline 817(12.5) 4.60 962 (14.8) 545 —— 0.84 (0.76-0.92) 0.0002
Death from any cause 552(8.5) 276 614 (94) 3.10 —8— 0,89 (0.78->1.00¢) 0.051°
Hospitalization for any cause 2836 (43.5) 19.04 2926 (45.0) 19.91 -8 0.96 (0.91-1.01)  0.087*
05 10 20

Favours finerenone

Favours placebo

2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure
(European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)




Recommendations for the prevention of heart failure in patients with @ESC
type 2 diabetes and chronic kidney disease
Recommendations Class Level

In patients with type 2 diabetes and CKD, SGLT2 inhibitors (dapagliflozin or
empagliflozin) are recommended to reduce the risk of HF hospitalization or CV
death.

In patients with type 2 diabetes and CKD, finerenone is recommended to reduce
the risk of HF hospitalization.

©ESC

di /guideli 2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure
Www.escardio.org/guidelines (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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Recommendations for anaemia and iron deficiency in patients with @ESC
heart failure ESC 2021 HF Guidelines

Recommendations Class Level
It is recommended that all patients with HF be periodically screened for anaemia and
iron deficiency with a full blood count, serum ferritin concentration, and TSAT.
Intravenous iron supplementation with ferric carboxymaltose should be considered in
symptomatic patients with LVEF <45% and iron deficiency, defined as serum ferritin

| C

<100 ng/mL or serum ferritin 100-299 ng/mL with TSAT <20%, to alleviate HF Lo
symptoms, improve exercise capacity and QOL.

Intravenous iron supplementation with ferric carboxymaltose should be considered in

symptomatic HF patients recently hospitalized for HF and with LVEF <50% and iron lla B

deficiency, defined as serum ferritin <100 ng/mL or serum ferritin 100—299 ng/mL with
TSAT <20%, to reduce the risk of HF hospitalization.

HF = heart failure; LVEF = left ventricular ejection fraction; QOL= quality of life; TSAT = transferrin saturation.

©ESC

2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure

www.escard|o.orgfgulde||nes (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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Intravenous iron in patients with heart failure Effect of intravenous iron replacement

and iron deficiency: an updated meta-analysis on recurrent heart failure hospitalizations
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A Bayesian meta-analysis
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Recommendations for the management of iron deficiency in patients @ESC
with heart failure
Recommendations Class Level

Intravenous iron supplementation is recommended in symptomatic patients with

HFrEF and HFmrEF and iron deficiency, to alleviate HF symptoms and 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 hospitalization.

©ESC

P f viidelinas 2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure
: -OTe/8 (European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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ISGLT-2 en
ICFEmr e ICFEp

Inicio GDMT
precoz y rapido
pre alta

iISGLT-2 y finerenona
en DMy ERC

Hierro i.v. En
ICFEr e ICFEmr

Recommendations Class Level
An SGLT2 inhibitor (dapagliflozin or empagliflozin) is recommended in patients

with HFmrEF to reduce the risk of HF hospitalization or CV death.

Recommendations Class Level
An SGLT2 inhibitor (dapagliflozin or empagliflozin) is recommended in patients --
with HFpEF to reduce the risk of HF hospitalization or CV death.

Recommendations Class Level
An intensive strategy of initiation and rapid up-titration of evidence-based
treatment before discharge and during frequent and careful follow-up visits in the
first 6 weeks following a HF hospitalization is recommended to reduce the risk of
HF rehospitalization or death.

Recommendations Class Level

In patients with type 2 diabetes and CKD, SGLT2 inhibitors (dapagliflozin or
empagliflozin) are recommended to reduce the risk of HF hospitalization or CV
death.

In patients with type 2 diabetes and CKD, finerenone is recommended to reduce
the risk of HF hospitalization.

Recommendations Class Level
Intravenous iron supplementation is recommended in symptomatic patients with

HFrEF and HFmrEF and iron deficiency, to alleviate HF symptoms and 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 hospitalization.

2023 Focused update of the 2021 ESC Guidelines for the diagnosis and treatment of acute and chronic heart failure
(European Heart Journal; 2023 — doi:10.1093/eurheartj/ehad195)
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