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PREVENCION

ﬂ Prevencion en estadio A: recomendaciones y estimacion de riesgo

Paciente con riesgo de IC, sin cardiopatia estructural ni sintomas

PA sistélica <130 mmHg

SGLT2i

SGLT2i

Finerenona

Habitos saludables

Estatina

Agonista GLP-1

HTA o estadio B

DM2 con multiples factores o ECV establecida

DM2 + enfermedad renal crénica

DM2 + enfermedad renal crénica

Peso saludable, dieta equilibrada, actividad fisica,
no tabaco, no drogas, no alcohol excesivo

Alto riesgo o ECV establecida

DM2 + otro factor de riesgo CV

ACTUALIZACION DE LAS GUiAS ESC 2026 EN INSUFICIENCIA CARDIACA

Scores de riesgo de IC

AHA PREVENT-HF

Riesgo a 10 y 30 afos en prevencién
primaria.

ESC SCORE2-HF

Personas >40 afos sin ECV ni IC. Riesgo a
10 afos y, si <60 afios, a 30 afos.

Uso clinico

Identificar mayor riesgo y priorizar intensidad
preventiva. No sumar directamente SCORE2
y SCORE2-HF.
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PREVENCION

Estadio B: tratar la disfuncion ventricular antes de los sintomas

Disfuncidn sistolica VI asintomatica: FEVI <50% sin explicacion alternativa

IECA o ARA Il silintolerancia .°

FEVI <40%. Reduce hospitalizacion por IC y muerte.

Eplerenona tras infarto Oa

FEVI <40% con signos de IC o diabetes.

Betabloqueante .a

FEVI <50%. Reduce hospitalizacién por IC o muerte.

Seguimiento activo

Vigilar deterioro de FEVI y tratar etiologia, valvulopatia y
factores de riesgo.

Nueva frontera practica: el umbral de FEVI <50% define disfuncién VI asintomatica
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ﬂ Tratamiento de la insuficiencia cardiaca cronica estadio C

2021

Management of HFrEF

ACE-l/ARNI MRA SGLT2i

To reduce HF hospitalization/mortality - for selected patients

Volume overload

Diuretics

SR with LBBB = 150 ms SR with LBBB |30-149 ms or non LBBB= 150 ms

@)
Ischaemic aetiology Non-ischaemic aetiology
ICD 1CD
Atrial fibrillation Atrial fibrillation Coronary artery disease Iron deficiency

Digoxin ) ) CABG ] Ferric carbo lose

Aortic stenosis Mitral regurgitation ~ Heart rate SR>70 bpm Black Race ACE-I/ARNI intolerance

_TEEMVRepair ) lvabradine )  HydralazinelSDN)

For selected advanced HF patients

MCSasBTT/BTC ) Long-term MCS as DT )

To reduce HF hospitalization and improve QOL - for all patients

Exercise rehabilitation

Multi-professional disease management

- @Esc—

2026

HFrEF

LVEF (%) 20 25 30 35

Foundational
Medical All patients with HF
Therapy

Congestion

Iron deficiency
SR, HR >70 bpm

Additional Obesity
Medical Self-identified Black
Therapy

All patients with HF

NYHA class 11711l
Wide QRS duration
Severe AS
Secondary MR
Guideline
Diracted Advanced HF®
Interventional
Therapy Cardiogenic shock
Coronary artery disease
Atrial fibrillation
Sleep disordered breathing”
RSN Al patients with HF
management
Color key Class |

ACE-I/ARNI or ARB?P
Beta-blocker®
SGLT2-1

MRA

Loop diuretic
IV iron
Ivabradine

Hydralazine/ISDN
Vaccination
Digoxin/digitoxin

Vericiguat

IcDe
CRrd
SAVR or TAVI
TEER
Heart transplantation®
LVADY
Kidney replacement therapy
Temporary MCS
CABG
AF ablation
AV node ablation

Adaptive servo-ventilation

Rehabilitation/exercise

Telemonitoring

Class lla

40 45 50 55 60 65

Semaglutide or tirzepatide

ACE-I/ARNI or ARB

Class Ilb

@ESC—
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TRATAMIENTO CRONICO

ﬂ Nueva arquitectura terapéutica para la IC cronica estadio C

' Tratamiento médico fundamental

3 objetivos

Modifica prondstico. Base comun y especifica segun FEVI.

Reducir la mortalidad

Prevenir nuevas

° Tratamiento médico adicional
Congestion, sintomas y perfiles seleccionados. hospitalizaciones

Mejorar estado clinico,
capacidad funcional y calidad

Terapia intervencionista )
° de vida

DAI, TRC y otras intervenciones dirigidas por guias.
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TRATAMIENTO CRONICO

Mapa terapéutico de la insuficiencia cardiaca

Sintomas y FEVI orientan la combinacion de terapia fundamental, adicional e intervencionista

Tratamiento fundamental Tratamiento adicional
Toda FEVI Congestion

SGLT2i + ARM Diurético de asa

ICFEr (<50%) Perfiles seleccionados
Anadir IECA/ARNI/ARAII + Ivabradina - glucdsidos
betabloqueante Vericiguat - hidralazina/ISDN
Mantener y titular a dosis Quelantes de potasio sin
objetivo recomendaciéon formal

Resumen adaptado de la Figura 1 de la guia ESC 2026

Terapia intervencionista

DAI
Prevencion primaria o secundaria

TRC
Segun FEVI, QRS y morfologia

Comorbilidades
Valvulopatias y otros
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TRATAMIENTO CRONICO

ﬂ Dos pilares prondsticos para toda FEVI

- ) - )
o -~ o
Dapagliflozina o empagliflozina en IC sintomatica, Esteroideo en ICFEr. Esteroideo o no esteroideo en ICFEp.
independientemente de FEVI. Reduce hospitalizacién por IC o Reduce hospitalizacion por IC o muerte CV.
muerte CV.

- J - J

Diurético de asa °° Quelantes de potasio

Dosis dinamica segun congestion. Usar la menor dosis que

_ Patiromer o ciclosilicato de zirconio pueden facilitar el
mantenga euvolemia.

mantenimiento de RAASI/ARM. Sin recomendacién formal por
falta de evidencia de desenlaces.

Matiz: en ICFEp, el beneficio de SGLT2i y ARM se apoya sobre todo en menos hospitalizaciones
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TRATAMIENTO CRONICO 13

¢ Cualquier ARM en ICFEP?

ARM esteroideo/no esteroideo en ICFEP .

A - Primary Outcome
S| — pracsco
The NEW ENGLAND * Selronclacine
JOURNAL o MEDICINE .
ORI 50, 201 e g
Spironolactone for Heart Failure with Preserved Ejection Fraction 3
1.00- 0.30-
BACKGROUND 0954
locorticoid-recept ists improve the is for patients with .50+ 0254 Placebo
heart failure and a reduced left ventricular ejection fraction. We evaluated the ef PR p—— - -
fects of spironolactone in patients with heart failure and a preserved left ventricular gv 0809 0.204 = =
ejection fraction. k4 0.754 Spironalactone G
5 0704 B 2 eal
METHODS 0654 0.15 S| Puacsbo
In this randomized, double-blind trial, we assigned 3445 patients with symptomatic é £ 060
heart failure and a left ventricular ejection fraction of 45% or more to receive either &-g 0,55 0.10
spironolactone (15 to 45 mg daily) or placebo. The primary outcome was a composite .E “:‘_ 0,50 3
of dearh from cardiovascular causes, aborted cardiac arrest, or hospitalization for ¢ 8§ pasd 0.054 z
the management of heart failure. BE ool
S & £
RESULTS Eé 035+ 0. T T T T T 1 1 § Americas
With a mean follow-up of 3.3 years, the primary outcome occurred in 320 of UF 0304 0 12 2 3% 4 &0 72
1722 patients in the spironolactone group (18.6%) and 351 of 1723 patients in T o
the placebo group (20.4%) (hazard ratio, 0.89; 95% confidence interval [CI], 0.77 £ 0204 s 8
to 1.04; P=0.14). Of the components of the primary outcome, only hospitalization E 0134 5 = ) : 3 Py
for heart failure had a significantly lower incidence in the spironolactone group 0.104 Hazard ratio, 0.89 (95% CI, 0.77-1.04) s — Yoars
than in the placebo group (206 patients [12.0%] vs. 245 patients [14.2%]; hazard 0 2‘5\’ P=0.14 by log-rank test i i e
ratio, 0.83; 95% CI, 0.69 to 0.99, P=0.04). Neither total deaths nor hospitalizations 0 1'4 }'5 4'5 5‘0 7‘2 E
for any reason were significantly reduced by spironolactone. Treatment with spir- I c Heart Failure Hospitalization
onolactone was associated with increased serum creatinine levels and a doubling of Months -! § — Placebo
the rate of hyperkalemia (18.7%, vs. 9.1% in the placebo group) but reduced hypo- No. at Risk H Spiranclactone
kalemia. With frequent monitoring, there were no significant differences in the Spironolactone 1722 1502 1168 870 614 130 53 '§
incidence of serious adverse events, a serum creatinine level of 3.0 mg per deciliter Placebo 1723 1462 1145 834 581 331 53 H 2
(265 pwmol per liter) or higher, or dialysis. z
In patients with heart failure and a preserved ejection fraction, treatment with spir- §
onolactone did not significantly reduce the incidence of the primary composite Mo, at Risk
outcome of death from cardiovascular causes, aborted cardiac arrest, or hospital- et e e o m om Russia | Goorgin
ization for the management of heart failure. (Funded by the National Heart, Lung, 8
and Blood Institute; TOPCAT ClinicalTrials.gov number, NCT00094302.) = ) 3 3 Py
Years
et el ==
Ll
TOPCAT CV death, <50 e 0.55(0.33-0.91)
i ——
Americas CA or HHF 50-54.99 T 0.83 (0.56-1.25)
55-59.99 = 0.85 (0.60-1.21)
=60 L 0.89 (0.69-1.15)
'
HHF <50 [ . = 0.60(0.32-1.10)
50-54.99 ———— 0.80(0.51-1.25)
55-59.99 — 0.70 (0.47-1.06)
=60 —e— 0.95(0.71-1.26)
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TRATAMIENTO CRONICO 14
; ARM PARA TODOS?
(& "
ARM esteroideo/no esteroideo °° i S ——
‘otal Worsening Heart Failure Events an ath from Cardiovascular no. of events
[y zi:l:e\: g Heart Failure Event: d Death from Cardi I -
P A = e - 0.76 (0.63-0.92)
— 0.92 (0.77-1.09)
—- 0.88 (0.74-1.04)
- 0.78 (0.65-0.95)
ORIGINAL RESEARCH ARTICLE QOB ] e
o T
' ' - 0.2 (0.71-0.95)
Efficacy and Safety of Finerenone Across the o wens
. ' . " . ' - 065 (043:0.‘)8]
SR, Ejectlon Fraction Spectrum in Heart Failure With S mes
among patien: Mildly Reduced or Preserved Ejection Fraction: A -
. N ] . - 0.79 (0.65-0.96)
not been estab Prespecified Analysis of the FINEARTS-HF Trial S:J
mineralocortict ; . (0.7
mildly reduced = ———
METHODS - 0383 (0.71-0.96)
In this internat — 0.74 (0.57-0.95)
failure and a le E trat 100 PY .__.'_ oz {3:‘{‘}33
receive finerenc ventrate per : o
placebo, in add Finerenone Placebo Effect estimate (95% CI)” Inte::ﬁ:::n P = 011 072 03%
worsening hea
planned hospit Cardiovascular death and total worsening HF events 14.9 17.7 —- 0.84 (0.74, 0.95) 0.70 s v
cular causes. T <50% 15.7 19.2 —— 0.84(0.68, 1.03) = om0 09)
E)E\;:L;snlediaﬂ =50% to <60% 14.8 17.9 —— 0.80 (0.66, 0.97) = RSN
-] 0.85 (0.71-1.01)
624 of 3003 pa 260% 13.8 14.8 e 0.94 (0'70’ 1 -25) -t 0.38 (0.74-1.05)
occurred in 71! -— 079 (0.66-095)
fidence interva T T 1 - 091 (0.78-1.07)
failure events w 0.5 075 1.0 1.75 — 072 (0.59-0.88)
:_ario, 0.8;; 959 Finerenone Placebo = OS]
rom cardiovas Better Better
95% CI, 0.78 tc — - - 084 a1y
kalemia and a - 0381 (0.67-0.97)
CDNCL_US\ONS. . . . r . . ﬁm 0.8 {0.74-1.05)
In patients wit ausencia de interaccion y consistencia del efecto. ol
finerenone rest Jr. . Fracsho Retie
heart failure ev
by Bayer; FINE. - )
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TRATAMIENTO CRONICO

¢ARM PARA TODOS?

15

ARM esteroideo/no esteroideo .°

Mineralocorticoid receptor antagonists in heart failure:
an individual patient level meta-analysis

Pardeep S Jhund, Atefeh Talebi, Alasdair D Henderson, Brian L Claggett, Muthiah Vaduganathan, Akshay S Desai, Carolyn S P Lam, Bertram Pitt,
Michele Senni, Sanjiv ] Shah, Adriaan A Voors, Faiez Zannad, Scatt D Solomon, John ] V McMurray

Summary

Background Mineralocorticoid receptor antagonists (MRAs) reduce hospitalisations and death in patients with heart
failure and reduced ejection fraction (HFrEF), but the benefit in patients with heart failure and mildly reduced
ejection fraction (HFmrEF) or heart failure and preserved ejection fraction (HFpEF) is unclear. We evaluated the
effect of MRAs in four trials that enrolled patients with heart failure across the range of ejection fraction.

Methods This is a prespecified, individual patient level meta-analysis of the RALES (spironolactone) and EMPHASIS-
HF (eplerenone) trials, which enrolled patients with HFrEF, and of the TOPCAT (spironolactone) and FINEARTS-HF
(finerenone) trials, which enrolled patients with HFmrEF or HFpEF. The primary outcome of this meta-analysis was
a composite of time to first hospitalisation for heart failure or cardiovascular death. We also estimated the effect of
MRAs on components of this composite, total (first or repeat) heart failure hospitalisations (with and without
cardiovascular deaths), and all-cause death. Safety outcomes were also assessed, including serum creatinine,
estimated glomerular filtration rate, serum potassium, and systolic blood pressure. An interaction between trials and
treatment was tested to examine the heterogeneity of effect in these populations. This study is registered with
PROSPERO, CRD42024541487.

Findings 13846 patients were included in the four trials. MRAs reduced the risk of cardiovascular death or heart
failure hospitalisation (hazard ratio 0-77 [95% CI 0-72-0-83]). There was a statistically significant interaction by trials
and treatment (p for interaction=0-0012) due to the greater efficacy in HFrEF (0-66 [0-59-0-73]) compared with
HFmrEF or HFpEF (0.87 [0-79-0.95]). We observed significant reductions in heart failure hospitalisation in the
HFrEF trials (0-63 [0-55-0-72]) and the HFmrEF or HFpEF trials (0-82 [0-74-0-91]). The same pattern was observed
for total heart failure hospitalisations with or without cardiovascular death. Cardiovascular death was reduced in the
HFrEF trials (0-72 [0-63-0-82]) but not in the HFmrEF or HFpEF trials (092 [0-80-1.05]). All-cause death was also
reduced in the HFrEF trials (0-73 [0-65-0-83]) but not in the HFmrEF or HFpEF trials (0-94 [0-85-1-03]). With an
MRA, the risk of hyperkalaemia was doubled compared with placebo (odds ratio 2-27 [95% CI 2-02-2-56]), but the
incidence of serious hyperkalaemia (serum potassium >6-0 mmol /L) was low (2-9% vs 1-4%); the risk of hypokalaemia
(potassium <3 -5 mmol/L) was halved (0-51[0-45-0-57]; 7% vs 14%%).

Interpretation Steroidal MRAs reduce the risk of cardiovascular death or heart failure hospitalisation in patients with
HFrEF and non-steroidal MRAs reduce this risk in patients with HFmrEF or HFpEF.

ACTUALIZACION DE LAS GUiAS ESC 2026 EN INSUFICIENCIA CARDIACA

MRA Placebo HR

(

n/N) (n/N) (95% C1)

Cardiovascular death or first hospitalisation for heart failure

RALES
EMPHASIS-HF
Patients with HFrEF

TOPCAT
FINEARTS-HF

Patients with HFmrEF or HFpEF

All MRA trials

FEVI = 35% (HFrEF)
[RALES, EMPHASIS-HF]

FEVI 40-49% (HFmrEF)
[TOPCAT, FINEARTS-HF]

FEVI 2 50% (HFpEF)
[TOPCAT, FINEARTS-HF]

0:66 (0:57-0-75)
066 (0:56-0:78)
0-66 (0-59-0-73)

346/822 472/841 —_—
249/1364 356/1373 —e—
595/2186 828/2214  —h—

P=097
32011722 34711723 —e—  0:90(0-78-1-05)
624/3003  719/2998 —e— | 085(076-0.94)
944/4725  1066/4721 A | 087(079-095)

Prn=0-49

1539/6911  1894/6935 n 0-77 (0-72-0-83)

F—e—

Pu=0-0012

HR 0.66 (95% Cl: 0.59-0.73) [-34%]

HR 0.78 (95% CI: 0.67-0.92) [-22%]

——o

f——0——1 HRO.91 (95%C1: 0.82-1.01) [9%]*

1
+ Favorece ARM : Favorece Placebo -+

0.6

0.8 1.0 1.2 14
Hazard Ratio (HR) e Intervalo de Confianza del 95%
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TRATAMIENTO CRONICO

ICFEr: tratamiento fundamental, adicional y continuidad

o QHQD - DA B <= DD
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TRATAMIENTO CRONICO

ICFEr: Debe estar al mismo nivel de evidencia IECAs/ARNI

09

IECA o ARNI

The New England
Journal of Medicine
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EFFECTS OF ENALAPRIL ON MORTALITY IN SEVERE CONGESTIVE HEART FAILURE
Rewilts of the Cooperative Noeth Scandinavias Enslapril Survival Study CONSENSUS)
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Table 1. Base-Line Clinical Characteristics of Patients in the Two
Treatment Groups.

ChamscTERISTIC TheaTMENT GRour
PLAC ENALAPRIL
5= 126) ™= 1)
Drug therapy
Digitalis 9% 92
Beta-blocker 2 4
Diuretics
Furosemide (mean dose) 98 (200 mg) 98 (210 mg)
Spironolactone (mean dose) 55(80mg) 50 (80 mg)
Any other diurctic 10 14
Vasodilators
Isosorbide dinitrate 45 47
Hydralazine 2 1
Prazosin 6 8
Antiarrhythmic agents 17 13
Anticoagulant agent 34 3

IECAs

The New England
Journal of Medicine

LT r——r—

Nobare 328 AUGUST 1, 1991 Nesubar 5

EFFECT OF ENALAPRIL ON SURVIVAL IN PATIENTS WITH REDUCED LEFT
VENTRICULAR EJECTION FEACTIONS AND CONGESTIVE HEART FAILURE
TRy —

8 8 & 8

Percent Mortality

0 6 12 1B 24 30 36 42 48
Months.

Pisceto 1284 1158 1085 1005 939 819 660 487 209
Enalaprl 1285 1195 1127 1069 1010 891 667 526 3%

Table 1. Base-Line Clinical Characteristics and
Drug Therapy of the Patients in the Two Study

Groups.
PLaceso JALAPRIL
CHARACTERISTIC N =128 (N = 1285
Drug therapy
Digitalis 68.2 65.7
Diureties 85.3 85.6
Potassium-sparing diurctic 9.1 9.2
Vasodilators
Any 524 49.7
Nitrates 438 39.6
Others 14.8 15.2
Antiarhythmic drugs 208 238
Beta-blockers 7.0 83
Calcium-channel blockers 324 294
Anticoagulants 15.9 158
Antiplatelet agents 340 29
Potassium supplements 488 515

ACTUALIZACION DE LAS GUIAS ESC

Comparative Effects of Low and High Doses of the
Angiotensin-Converting Enzyme Inhibitor, Lisinopril, on
Morbidity and Mortality in Chronic IHeart Failure
Miltem Packer, MD; Philip A Poole-Wilscn, MI: Panl W. Amstrong, MD; Jobn G F. Cleland, MD;

Barry M

Jabn D. Harowitz, MD: Ba Massic, MD:; Lars Rydén, MD: Kristian Thygesen. MD:
‘Barry F. Uretsky, MD: on behalf of the ATLAS Sty Group®

TABLE 1. Pretreatment Characteristics of Patients
in the Study

Low-Dose High-Dose:
(n=1596) n=1568)
Age, ¥ 636+103 636105
Sex, MF 1265331 1251317
NYHA class
] 231 262
] 1252 1194
] 13 112
Cause of heart fallure
Coronary artery disease, % 85
Left ventricular ejection fraction 023:006
Systolic biood pressure, mm Hg 126+20
Heart rate, beats/min B0+15
Previous use of ACE inhibitor, % 89

Data are mean +SD except where indicated.

ARNI

[ Objetivo primario: muerte CV o primera hospitalizacion por IC ]

Probabilidad acumulada

1.0 -
z
1 — Enalapril
. 06 LCZ696
=
=
S
E Hazard ratio = 0.80 (95% CI: 0.73-0.87)
s 044 p<0.001
o
b
=
3
e 024
a
0 T T T T T T 1
0 180 360 540 720 9200 1080 1260
Dias desde la aleatorizacion
10
1 = i 5 f — e
08 Lczsse E 08 Lezsss
Hasard o 080385 1 0.71-088) £ Hasard ot = 079 (95% 01 071058
0] peoot ¥ g4] poom
02 E 0z
o e 3@ s 70 w0 to 360 T W Wk e T s e e

Dias desde la aleatorizacién

2026 EN INSUFICIENCIA CARDIACA

Dias desde |a aleatorizacion

[ Primera hospitalizacién por IC ]
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TRATAMIENTO CRONICO

ICFEr: tratamiento fundamental, adicional y continuidad

o QHQD o DA B <= DD

IECA/ARA Il — ARNI
- . a ARAII . Titular cada 1-2 semanas hasta objetivo o maxima . ﬂ

Reduce hospitalizacion Si intolerancia a IECA o ARNI tolerada
por IC y muerte.

RS, FEVI <35%, FC >70 Ipm: llaB1; intolerancia BB:llaC Digoxina o digitoxina si FEVI <40%

Vericiguat ca Hidralazina + ISDN a

FEVI <45% pese a FMT Pacientes autoidentificados raza negra: lla B2 intolerancia RAAS: IIb C a

Ivabradina @ Glucdsido cardiaco e ﬂ

Continuar FMT a maxima dosis tolerada, . Retirada gradual solo en causas reversibles o
incluso si mejora la FEVI y casos seleccionados
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TRATAMIENTO CRONICO

ICFEr: ¢ Hemos infrautilizado la digoxina?

10

Glucoésido cardiaco

Digoxina o digitoxina

ESTABLISHED IN 1812

SEPTEMBER 25, 2025 VOL. 393

NO. 12

Digitoxin in Patients with Heart Failure and Reduced

METHODS

Ejection Fraction

In this international, double-blind, placebo-controlled trial, we randomly assigned
patients with chronic heart failure who had a left ventricular ejection fraction of
nd a New York Heart Association (NYHA) functional class of III or
IV or a left ventricular ejection fraction ond an NYHA functional
class of I in a 1:1 ratio to receive digitoxin (at a starting dose of 0.07 mg once
daily) or matching placebo in addition to guideline-directed medical therapy. The
primary outcome was a composite of death from any cause or hospital admission
for worsening heart failure, whichever occurred first.

Death from Any Cause or First Hospitalization for Heart Failure
100-

%0

80

Hazard ratio for death or first hospitalization for heart failure,
0.82 (95% CI, 0.69-0.98)
P=0.03

Placeba

Cumulative Incidence (%)
i

o 12 24 3% 4 e N2 !I! 9% 108
Months since Randomization

No. at Risk
Slacebo 599 421 309 234 184 126 78 47T 24 4
igitaxin 613 460 346 276 208 144 92 55 25 3

| Death from Any Cause

Cumulative Incidence (%)

No. at Risk

Placcbo
Digitaxin

Hazard ratio for death, 0.56 (95% CI, 0.69-1.07)

Placabo

Cumulative Incidence (3)

Digitoxin

12 24 3% 44 6 72 84 9% 108

Manths since Randomization
No. at Risk
Placeba
Digitoxin

509 485 370 291 229 162 103 60 29 4
613 So7 398 317 239 12 13 0 28 4

ACTUALIZACION DE

1004

. First Hospitalization for Heart Failure

Hazard ratio for first hospitalization for heart failure,
.85 (95% C, 0.68-1.05)

Months since Randomization

421 309 214 184 126
460 346 276 208 144

7%
2

a7
55

2
Fa1

all-cause mortality

0.0

All-cause hospitalization /

VOLUME 335 FERRUARY 20, 1997

THE EFFECT OF DIGOXIN ON MORTALITY AND MORBIDITY IN PATIENTS WITH

HEART FAILURE

THE DIGITALIS INVESTIGATION GROUP®

NUMBER 8

50+
2wl T
iz a0 e
= et
g2
25 0]
55 Placsbo -
gg 204 -
58 p
28 -
ﬁ'o
£2 1]
o e Digoxin P<0.001
R
4 a8 12 16 20 24 28 32 36 40 44 43 52
Months
No. OF PATENTS AT RiSk
Placebo 3403 2915 2674 2473 2328 2197 2071 1854 1658 1397 1111 869 546 260
Digoxin 3397 3120 2885 2696 2544 2392 2241 2115 1825 1521 1188 916 578 265
(0]
FE<30% GF 1lI-1V
g A - 60
LE < 50
Placebo .. 23 Placebo .-~ 2
z: 8% w0
o 8 E - £
igoxin 8 §o.4 Digoxin E 30
o
’ 8502 g2
Hazard ratio (95% CI) g% Hazard ratio (95% Cl) 3 4
0.84 (0.76-0.93);p=0.001 Z oo 0.88 (0.80-0.97);p=0.012 z,
T 1 T T 1 T T 1 U
36 9 12 15 18 21 24 0 36 8 1215182124

Follow-up (months)

Follow-up (months)

LAS GUIAS ESC 2026 EN INSUFICIENCIA CARDIACA

Digoxinemia

Pair-wise log-rank lest P:

Placebo vs. SDC 0.5-0.9: <0.0001

Placebo vs. SOC 21.0: 0.002 /':: Placebo
-

0 12 24 36 48 60

Follow-up in months
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TRATAMIENTO CRONICO

ICFEp e IC con FEVI mejorada

ICFEp - FEVI 250%

SGLT2i

ARM esteroideo/no esteroideo

Diurético de asa si congestiéon

IECA/ARA II/ARNI

IC con FEVI mejorada

Continuar FMT a la maxima dosis .
tolerada

La mejoria suele ser remision, no curacion.

TRED-HF: 44% recay6 a corto plazo tras retirar el
tratamiento. Seguimiento prolongado: 65% presenté
recaida; estimacion a 5 anos 61%.

Retirada gradual solo si causa reversible, o
normalizacion completa y vigilancia
estrecha

Mensaje practico: mantener FMT salvo excepcion muy seleccionada y compartida con el paciente

f  SOCIEDAD
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TRATAMIENTO CRONICO

Tratamiento segun FEVI: evolucion 2021-2023 a 2026

4 N
ESC 2021 + actualizacién 2023 ESC 2026
ICFEr - FEVI £40% ICFEr - FEVI <50%
IECA/ARNI/ARA Il - BB - ARM - SGLT2i .o SGLT2i + ARM + diurético de asa si congestion

IC-FEIr - FEVI 41-49% IECA o ARNI + betabloqueante

SGLT2i desde 2023 .o
Cambio IECA/ARA Il — ARNI

IECA/ARA II/ARNI - BB - ARM

ICFEp - FEVI 250% ICFEp - FEVI 250%
Ll el ALz .o SGLT2i + ARM + diurético si congestion . °
Diurético si congestion + etiologia/comorbilidad . IECAIARATARNI on seleccionados

. %

Cambio clave 2026: desaparece la categoria “ligeramente reducida”; FEVI <50% se trata como ICFEr.

¥ SOCIEDAD
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TERAPIA INTERVENCIONISTA

DAI, chaleco y TRC: indicaciones y limites

DAI - prevencion secundaria .o TRC - sintomas +FEVI £35% + ritmo sinusal + FMT éptimo

Arritmia ventricular con inestabilidad, sin causa reversible; supervivencia >1 afo.
BRI + QRS 2150 ms . °
2 q T Zeonfl No BRI + QRS 2150 ms
DAI - prevencion primaria isquémica .“

NYHA II-lll, FEVI <35%, >3 meses de FMT: no dentro de 40 dias post-IAM. BRI+ QRS 130-149 ms

No BRI + QRS 130-149 ms m
DAl - prevencion primaria no isquemica “ QRS <130 ms sin indicacién de estimulacion « °

NYHA II-Ill, FEVI £35%, 23 meses de FMT.

Upgrade a TRC e
Chaleco desfibrilador a

FEVI <35%, marcapasos o DAI, empeoramiento de IC pese a FMT 6ptima y

\

Riesgo transitorio de muerte subita como puente a decision o trasplante. estimulacién VD significativa: reduce hospitalizacion por IC o muerte.

DAI - clase llI TRC en lugar de estimulacién VD “ l °
No prevencién primaria <40 dias post-IAM. No NYHA |V refractaria salvo candidatura a ICFEr con indicacion de estimulacion ventricular por bloqueo AV de alto grado,

TRC, asistencia ventricular o trasplante. independientemente de NYHA o anchura QRS: reduce hospitalizacion por IC y muerte.

BRI, QRS 2150 ms y FEVI £35%: iniciar FMT y planificar TRC simultaneamente “

f  SOCIEDAD
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TERAPIA INTERVENCIONISTA

Estimulacion fisiologica, programacion y otros dispositivos

Estimulacion del sistema de
conduccion

Haz de His o rama izquierda:
activacion mas fisiologica.

Puede ser alternativa si la TRC es
compleja.

No hay ECA con desenlaces

centrados en el paciente ni seguridad
a largo plazo.

SIN RECOMENDACION

Programacién y seguimiento

Seguimiento de por vida.

DAI: cortes de frecuencia altos e
intervalos de deteccion largos reducen
terapias inapropiadas.

TRC: optimizar AV, vectores VI y

porcentaje de estimulacion biventricular.

Revisar carga de estimulacion VD y
QRS.

Otros dispositivos

Modulacién de contractilidad: mejora
modesta en capacidad funcional/calidad
de vida.

Activacion barorrefleja: mejora
funcional, sin datos solidos de
desenlaces.

Shunt interauricular: resultados

neutros globales y posible dafo en
ICFEp.

EVIDENCIA INSUFICIENTE

f  SOCIEDAD
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TERAPIA INTERVENCIONISTA

Estimulacion fisiologica: s ninguna recomendacion?

18

SIN RECOMENDACION

Clinical outcomes of left bundle branch area pacing
compared to right ventricular pacing: Results from the
Geisinger-Rush Conduction System Pacing Registry @
Table 1 Baseline characteristics
Total (n = 703) LBBAP (n = 321) RVP (n = 382) P value
Age (y) 75.13 + 12.0 75,33 = 12.26 74.96 = 11.85 681
BMI (kg/m?) 2991 6.75 3002 + 6.4 29.82 = 6.97 705
Female 335 (47.7) 153 (47.7) 182 (47.6) 996
Caucasians 639 (90.9) 283 (89.7) 351 (91.9) 320
CAD 336 (47.8) 163 (50.8) 173 (45.3) 247
DM 244 (34.7) 114 (35.5) 130 (34.0) 681
HTN 610 (86.8) 260 (87.2) 330 (86.4) 743
HE 24z (34.4) 117 (36.4) 125 (32.7) 300
AF 293 (41.7) 148 (46.1) 145 (38.0) 020
05A 144 (20.5) 70 (21.8) 74 (19.4) 426
LVEF (%) 59.25 = 7.09 59.08 = .71 59.39 = 6.55 576
Reason for implant AVB 455 (64.7) 213 (66.4) 242 (63.4) 406
QRS duration (ms) 116.62 * 30.07 116.56 * 30.61 116.68 + 29.66 960
Native PR (ms) 209.35 * 67.25 208,35 * 68.92 166
ACE 3) 117 (36.6) 946
ARB 170 (24.2) 80 (25.0) 90 (23.7) 686
BB 480 (68.3) 236 (73.8) 244 (64.2) 007
All-Cause Mortality
peuma
e
£ s
]
H
' T e - ' " rawanan -
o stk N v
e s " o ' [T " o '
e o n ™ " e m m 1 "

Change of LVESV (mL)

Randomized Trial of Left Bundle Branch
vs Biventricular Pacing for Cardiac
Resynchronization Therapy

Intention-to-Treat Analysis

30

= Treatment Effect: 5.6

e (95% Cl: 0.3-10.9) 211
& 50 P=0.039 :
> 16.5
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Months Since Intervention

Intention-to-Treat Analysis g Intention-to-Treat Analysis
g o0 Treatment Effect: -1,071.8
Treatment Effect: -25.0 4 95% Cl: -2,099.4 to -44.2)
(95% Cl: -49.6 ta -0.4) % .
% -1.000 o
&
e
Z 2,000
]
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Months Since Intervention
= LBBP = BVP

Wonths Since Intervention
= LBBP —» BiVP

Clinical outcomes of conduction system pacing
compared to biventricular pacing in patients requiring
cardiac resynchronization therapy @

A Freedom from Death or HFH (All, N=477) B Freedom from Death or HFH (LB88, N=247)
|~ - =
o we
3% " 206%
WR1.52 (1.082.2.087); log rank P =0.013 HA 21 [1,297-3.525); log rank P =0.008
o i z 3 o : 3
[m—— Followup rears]
o b o = 06 7 = x
A Freedom from HFH B Freedom from Death
= 15% -
e e
HR 3,146 (2.067-4.763); log rank P <0.001 HR 1432 (0.899-2.282); log rank P =013
o 1 s o 2 a
Follow-up (Yoars) Follow-up fvears)
w2
ar 2 : a2 s EY 120 o
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TERAPIA INTERVENCIONISTA

Estimulacion fisiologica: s ninguna recomendacion?

19

SIN RECOMENDACION

randomized controlled trials @

Conduction system pacing versus biventricular pacing in heart failure with
reduced ejection fraction: A systematic review and meta-analysis of

FRACCION DE EYECCION

VOLUMEN TELESISTOLICO

Lustgarten, 2015 3200 750 12 31.00 650 12 13.1% 1.00 [-426; 6.26]
pachyay, 2019 3690 11.50 16 3450 7.20 24 9.0% 240 [393; &7

Vinther, 2021 4600 900 264300700 25 1B1% 300 [147 747]

Total (85% CI) n B1 40.1% 228 [0.43; 5.00]

Heterogeneity. T O = 0.3, of = 3 (P = 0.05% 1" = 0%

Test for overal efbect 7= 165 (P = 110}

LBAP

Pujol-Lopez, 2022 1220 900 35 1310900 33 18.7% -090 [:5.18; 338]

Vijayaraman, 2023 4290 10.10 50 3310970 50 24.0% 360 (0,08 7.68]
% 49401320 20 4650940 20 7.2% 290 [4.20,10.00]

Total (85% C1) 108 103 50.9% 1.83 [-1.54; 5.18]

Heserogeneity Tau' = 29028; CN' = 264, 4f =2 (P = 0271 = 24%

“Test tor overal eftect 2= 1.07 (P = 0.28)

Total (95% C) 176 184 100.0% 208 [0.16; 3.87]
Heserogeneity Tau' = 0: = 303, of = 6P =0 81} = 0%

Tast for cveral effect 2= 2.13 2 = 0.03)

Test for subgraup diferences: Ch° = 0.04,df = 1 (P = 0,84)

o 5 0 5 A
Favors BVP Favors CSP

csp BVP Mean Difference csp BYP Sta. Mean Difference.
Studies mean  SD Total mean SD Total Weight MD o5% 1 W, Random, 98% €I Studies. mean  SD Total mean SD Total Weight SMD 85% €I ¥, Random, 85% CI
HBP
Huang, 2022 53801160 18 5130 740 20 B8% 260 (378, 8.88] Lustgarten, 2015 118,00 5200 12 12600 7400 12 155% -0.12 [-0.92; 0.68]

Upadhyay, 2019 -2200 2400 16 -15.00 1400 24 167% -0.16 [-0.79; 0.48]
Vinther, 2021 74003000 25 79002000 25 17.1% 047 [0.72 0.39]
Total (85% CI) 53 81 40.3% -0.15 [-0.52; 0.22]
Heterogeneity: Taw” = 0; Chi' w 0.01, df = 2 (P = 1,00 = 0%

Test for oversl effect 7 = 081 (P= 042]

LBAR
Pujol-Lopez, 2022 -37.00 5800 35 -3000 41.00 35 17.6% -0.14 [061; 0.33)
Vijayaraman, 2023 10200 5200 50 10700 51.00 50 1B.0% 0.10 [048, 03]
Wang, 2022 7774 780 20 5556 880 20 15.1% -261 [-3.48,-1.75]
Total (85% CI) 105 50.7% -0.81 [2.50; 0.68]
Heterogeneity: Tou = 1.8 T1.81=2 (P <001), = 93%

Test for oversl eflect Z 028)

Total (95% CI) 166 100.0% 0.1 [-1.26: 0.24]

158
29,65, ¢f=5 (P < 0.01); F = 83%
o

2240123
Favors CSP - Favors BYP

Test fer subgroup differences: Chi = 0.2, df = 1 (P = 0.37)

HOSPITALIZACION POR IC

Study o csp BYP Risk Ratio
Subgroup Events Total Events Total Weight RR 95% CI MH, Random, 95% CI
HBP

Huang, 2022 1 28 2 25 277% 050 [006 517 [ ]

Vinther, 2021 2% 0 25 00%

LBAP

Pujol-Lopez, 2022 1 35 3 35 295% 033 (0.04; 3.05] -

Vijayaraman, 2023 T80 2 50 428% 350 [0.76 16.03] +—a—
Wang, 2022 0 20 0 20 00%

Total (85% CI) 8 105 5 105 72.3% 125 [0.13;12.28] | —

Heterogeneity: Tau” = 1.62
Test for overall effect: Z = 0.

Total (85% CI}

Heterogeneity: Tau’ = 0.89
Test for averall effect: Z = 0.02
Test for subgroup differences: Chi’ = 0.30, df = 1 (P = 0.58)

5 g
68; Chi’ = 2.94, df = 1 (P = 0.08); I’ = 66%
(P = 0.850)

-4
©

155 7 155 1000% 102 [0.21; 4.80]
60; Chi’ = 3.72, df = 2 (P = 0.16); I’ = 46%
[{ 980)

——

0 51 10
Favors CSP  Favors BiVP

MORTALIDAD

Study or csP P Risk Ratio
Subgroup Events Total Events Total Weight RR 95% CI MH, Random, 95% CI
HBP

Huang, 2022 1 26 4 25 36.8% 026 [0.03;2.08] —a—
Vinther, 2021 0 25 0 25 0.0%

Pujol-Lopez, 2022 35 2 35 184% 020 [001;402] —@—7—
Vijayaraman, 2023 50 2 50 448% 100 [0.15 6.82] ——
Wang, 2022 20 0 20 0.0%

Total (85% CI) 105 4 105 63.2% 063 [0.12;3.16] ————
Heterogeneity: Tau® = 0; Chi* = 0.81, df = 1 (P = 0.37); I = 0%

Test for averall effect: Z = -0.57 (P = 0.571)

Total (85% CI) 3 155 8 155  100.0% 045 [0.12;1.62] ——
Heterogeneity: Tau® = 0; Chi° = 1.26, df = 2 (P = 0.53); I’ = 0%

Test for overall effect: Z = -1.23 (P = 0.219) 0.0

Test for subgroup differences: Chi’ .46, df = 1 (P = 0.50)

1 Q1 1 10 100
Favors CSP  Favors BIVP
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COMORSBILIDADES E INTERVENCIONISMO

Intervencionismo valvular: priorizar la IM secundaria

TEER mitral - indicacion pronéstica .e Otras valvulas

ICFEr sintomatica y estable, IM secundaria grave persistente Estenosis aértica grave + IC Oe

pese a FMT 6ptimo y TRC si procede

SAVR o TAVI segun Heart Team.
Si cumple criterios clinicos y ecocardiograficos

IM primaria: reparacién quirurgica si
Cuantificar IM en euvolemia o lo mas euvolémico posible factible; TEER si alto riesgo.

Insuficiencia aodrtica: tratar la IC sin
retrasar intervencion.

Insuficiencia tricuspidea severa: opciones
transcatéter mejoran calidad de vida;
beneficio en mortalidad/HF todavia incierto.

TEER para sintomas si no reune todos los criterios pronésticos, tras
excluir LVAD/trasplante
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INTERVENCIONISMO VALVULAR

Insuficiencia mitral secundaria: algoritmo de manejo

ICFEr + IM secundaria grave Optimizar FMT y TRC si ¢ Persiste IM secundaria grave? Seguimiento
esta indicada No

. |
No

IC avanzada ¢Cumple criterios clinicos y ecograficos?

| 0|
- e GDECD

4+—

No

i i Reduce hospitalizacién por IC y mejora
Cirugia, TEER o FMT ( _
e LVAD o trasplante . calidad de vida.
segun Heart Team

Antes de decidir: cuantificar IM en euvolemia, confirmar anatomia reparable y excluir
revascularizacion u otra valvulopatia que cambie la estrategia.

TEER “

Figura 20: primero FMT/TRC; después seleccion prondstica; si no, valorar IC avanzada y objetivos sintomaticos.
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INTERVENCIONISMO VALVULAR

TEER mitral: seleccion y situaciones en las que no implantar

/

Perfil con beneficio demostrado - Tabla 19

v FMT optimizado + otro GDIT si procede (pej TRC)

Y NYHA =I|

Y Al menos 1 hospitalizacién el ultimo afio o BNP =300 / NT-proBNP =1000
v FEVI 20-50% y DTSVI <70 mm

v PSAP <70 mmHg

Y Anatomia apta para TEER

Y Sin disfuncion grave del VD

v Sin EAC que requiera revascularizacion

Y Sin valvulopatia aértica o tricuspidea grave

Y Sin IC avanzada (estadio D)

Y Sin miocardiopatia hipertréfica/restrictiva/infiltrativa

\

ACTUALIZACION DE LAS GUiAS ESC 2026 EN INSUFICIENCIA CARDIACA

/

No implantar / cambiar de via

Futilidad o alternativa prioritaria

* |C avanzada estadio D — valorar LVAD/trasplante

* EAC con indicacioén de revascularizacion — guias ESC valvulopatias
2025

* Valvulopatia adrtica o tricuspidea grave

* Disfuncion grave del VD o PSAP >70 mmHg

» Comorbilidad grave / expectativa de beneficio clinico muy limitada

Anatomia desfavorable para el clip

* ETT/ETE realizado por cardiélogo especialista en imagen en cardiopatia
estructural
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