INSUF{CIENCIA

CARDIACA

Tratamiento agqgudo cronico Diego Kyle

Especialista en cardiologia

Coordinador de la Unidad
Coronaria Hospital El Cruce

i Kyle@ il


mailto:diegoakyle@gmail.com

Definicion

La insuficiencia cardiaca es un sindrome clinico
gue se caracteriza por la presencia o antecedentes
de sintomas y/o signos tipicos secundarios a una
alteracion estructural o funcional del corazén que
resulta en una reduccion del gasto cardiaco o en un
aumento de las presiones de llenado
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Clasificacion

IC-FEr IC-FEIr IC-FEp IC-FEm
Presencia o antecedentes de signos/sintomas de IC, causados por una alteracion cardiaca estructural o funcional, acompafados de re-
duccion del gasto cardiaco o aumento de presiones de llenado en reposofesfuerzo corroborados por métodos invasivos/no invasivos, o
aumento de los péptidos natriuréticos
FEVI =40% FEVI 41-49% FEVI 250% FEVI <40% que en el
seqguimiento mejora
=10 puntos con nueva FEVI

> 40%



En Riesgo de IC




Stage A At risk of HF Stage B
Stages of HF

heart disease

I I Advanced
Stage D HE
Lifestyle management (exercise/body weightfood/smoking cessation/aleohol reduction)

Treatment for HF risk factors and structuralffunctional heart disease

BP management ol oot ACE inhibitor LVEF <40%

Diabetas + CVIVCVD risk
SGLTZ2 inhibitor Frevious Ml or LVEF =40%
Diabetes +CKD ARB ACE inhibitors intolerance

+

MRA* Diabetes +CKD

Beta-blocker LVEF =40%

Previous Ml or ACS

HF screening with BNP/NT-proaBNP Statin
Team-based approach for GOMT optimization

* Only indicated for finerenone







La insuficiencia cardiaca aguda es un sindrome clinico
heterogeneo caracterizado por signos y sintomas de rapido
Inicio (de novo) o empeoramiento de un estado cronico, que
presenta una elevada morbilidad y mortalidad
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Insuficiencia cardiaca

Estado
Origen hemodinamico Prioridades al ingreso |~ Transicion tto cronico

De novo Gasto cardiaco,

/regaudizacion — Shock cardiogenico/EAP aporte de oxigeno

Destete tto EV Inicio tto VO




Baja
perfusion
en reposo

NO

IC2,2
L/min/m?

Si

Congestidon en reposo

NO
Caliente - Seco
PCP normal
IC normal

RVS normal o disminuida
A

Frio = Seco
PCP disminuida/normal

IC disminuido
RVS normal o elevada
D
Volumen

PCP

si
Caliente - Hiumedo

PCP elevada
IC normal
RVS normal o disminuida
B
Vasodilatadores
Diuréticos

Frio = Humedo
PCP elevada - IC
disminuido
RVS Mormal o Elevada
C
Inotropicos
Vasoactivos (segun TA)
Diuréticos

18 mmHg
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Diagnosis of ACS

Sen fowchart tr Cadogene o)

Consider
emergency CAG,

Reassessment after initial Underlying cause/specific pathophysiological conditions
treatment | (MR.CHAMPH)

Myocarditis Arrhythmia

Right-sided heart failure acute Mechanical cause

acute Coronary syndrome acute Pulmonary thromboembolism
Hypertensive emergency High-output heart failure

Risk stratification

Disposition for admission
(ICU and CCUIGeneral ward/ER stay/Outpatient)
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VASODILATADORES VASOCOMSTRICTORES

De ASA

INSU FICIENCI.A = 20 a 40 mgr en bolo o infusion continua; si venia tomando, iniciar 1-2 veces la dosis previa.
= Monitorizar con Na urinario a las 2 hrs. o vol. urinario a las & hrs.

CARD[ACA * En caso de refractariedad, elevar las dosis.

* En caso de resistencia, realizar blogueo tubular.

= ESTABILIZACION DEL PACIENTE

= USO DE OXIGENO SOLO SI LO REQUIERE
= S0 DE WHNI



FUROSEMIDAEN IC
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NUEVOS ESTUDIOS

ADVOR ACETOZOLAMIDA
CLOROTIC FUROSEMIDA + HCTZ EN FALLA AGUDA
TRANSFORM TORSEMIDA VS FUROSEMIDA

ESTUDIOS iSGLTZ2 (DAPA CKD, EMPAKIDNEY, DELIVER, EMPERORY EMPULSE

@ESC
FINERENONE FIDELIO FIGARO
ARG [FENTANT Y STV AL A_ctuabz:.—xﬁc:on 2023 de I::x Guia ESC 2021 sqbre ?I
diagnosticoy el tratamiento de la insuficiencia
REVIVED cardiaca aguday cronica

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

STRONG-HF TITULACION RAPIDA

TRILUMINATE PIVOTAL REPARACION TRICUSPIDEA
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Maximum
Total Daily | Duration
Drug Initial Daily Dose Dose of Action
Loop diuretics
Bumetanide 0.5-1.0mgonceortwice | 10 mg 4-6 h
DI U RETICOS Furosemide 20-40 mg once ortwice | 600 mg 6-8 h
Torsemide 10-20 mg once 200 mg 12-16 h

Thiazide dwuretics

Chlorthiazide 250-500 mg once or 1000 mg 6-12h
twice
E AUSOTDE O/ RES Chlorthalidone 12.5-25 mg once 100 mg 24-72 h
[ =12 h
GRUPOS DE DIURETICOS . Hydrochlorothiazide _ 25 mg once or twice | 200 mg . 6-12
A Ind d 2.5 5 36 h
GENERARA EL BLOQUEO i Kk b == |
Metolazone 2.5 mg once 20 mg 12-24 h

TUBULAR

LAINFUSION DE DIURETICOS VIA ORAL O

EVNO CAMBIAN ELPRONOSTICO




Primary Objective: Compare the treatment strategy of
torsemide vs. furosemide on long-term clinical outcomes TRANSFORM-HI

among patients hospitalized with HF through a pragmatic trial

Regardless of EF

Long-term plan for loop diuretic
(60 US Sites)

Hospitalized Patients with HF

1:1 Randomization

Open-Label

Torsemide Furosemide Dosing per Clinician

Routine Clinical Follow-up DCRI Call Center (30d, 6 m, 12 m)
No in-person study visits National Death Index

Primary Endpoint:

Torsemide reduces mortality All-Cause Mortality | 721 Death Events

by 20% vs. furosemide . (85% power)
Secondary Endpoints:

Primary Hypothesis: Event-Driven

All-cause Mortality + All-cause Hospitalization
Total Hospitalizations
Health-related Quality of Life (KCCQ)

Symptoms of Depression (PHQ-2)




RESULTADOS

Objetivo primario: mortalidad por cualquier causa

HR 1.02 (95% Cl, 0.89 to 1.18); P-value 0.77
g Furosemide:
£ 30-
374 events (26.2%);
17.0 per 100 pt-yr
20 4
3 Torsemide:
‘3 10 - 373 events (26.1%);
= 17.0 per 100 pt-yr
b Consistent across oll pre-specified subgroups including Age, Gender, Race, EF, MF chronicity, GFR
0 ; é '9 1'2 1'5 1'8 2'1 2'4 2'7 3'o
Months
Number at risk:
Torsemigde: 1431 1301 1135 1027 904 J87 £A9 661 543 439 317
Furosemmide: 1428 1295 1151 1036 897 82 7 658 542 478 31

Median follow-up: 17.4 months (IQR: 8.0 to 29.0)

Mentz RJ. Torsemide comparison with furosemice for management of hean fallure. Presented at: AHA 2022, November 5, 2022. Chicago, IL.



RR 0.94 (95% CI, 0.84 to 1.07)

987 940

Furosemide Torsemide

Among Among
577 (40.4%) 536 (37.5%)
Participants Participants

Total Hospitalizations (N)




¢(TORASEMIDAES
MEJOR QUE
FUROSEMIDA?
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Esi’uo|0A12 MESES % P ; LA TORASEMIDA TIENE MAS

W

NO, EN IC AGUDA 4 BIODISPONIBILIDAD, NO LE
HOSPITALIZADOS NO CEGADO, CON N4 AFECTANLOSALIMENTOS Y
CRUZAMIENTOS W EFECTOS PLEIOTROPICOS
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~ CAUSA Y COMBINADO MUERTE AMBULATORIOS? NO ) ~ ¢(MOSTRARAN BENEFICIOS EN GRUPOS

‘-"
' PORCUALQUIER CAUSA+ . O SABEMOS , ~ RESPECTO AFUROSEMIDA? EO, ESPECIALES?
HOSPITALIZACIONES -~ =




;Torsemide reduce la mortalidad vs Furosemide en IC post-hospitalizacion?

MUERTE & HOSMTALIZACIONES
HOSPITALIZ ACHOMES TODAS CALISAS

FUROSEMIDE
49.3%

HR 1.02 HR 0.92 RR0.24
(0.89-1.18) (0.83-1.02) (0.84-1.07)

TORSEMIDE TORSEMIDE
47.3% 940/536

Metodos: Trial pragmatico, randomizado, 40 hospitales en EEJUL., 2859 adultos hospitalizados por IC, edad mediana &5 afios, seguimiento mediano 17.4 meses,

Conclusion: En pacientes dados de alta por IC, torsemide vs furosemide no mostrd diferendia significativa en mortalidad por todas causas a 12 meses. La interpretacion
=e limita por pérdida en el seguimiento v ouzamiento entre grupos.

Mentz B, =t al. JAMA 2023 TRANSFORM-HF
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o\ £ R
mb‘ e“sa casad | Randormized, double-blind, Cha PR Ch
. . 3 X nges in weight (kg) anges in weight per 40mg of furosemide
Y decomPOT\C \’,\"a\ ﬁ\es-a“““‘esus ’ placebo-controlled cinical trial from baseline to 96 hours from baseline to 96 hours
o e C"OR 24, j058 Lot
e es‘f,-u\\i’e v History of chronic heart filure
yoa" cart Treatment with oral furosemide
(80-240 mg/day)
Admission for acute decompensation
4 P<00)
oy il 2 & B2 8 ®F & 8 & 9
S me r
hydrochlorathiazde or placebo Phacsbo HCTZ
Q.- i Safety Placebo HCTZ p-value
‘ [ AB-cause martakty at 30 dyys 19 (164%) 3 (N2%) A566
g Q * Alcause rehospralzations at 90 cys 201345%) £377%) a709
Impared remal frction [srum craatinne and «GFR) 20 (173%) 53 (465%) <0001

B3 years-oid

Hyponatraermia (Nt 5 130 mmoll) - (Nt 5 125 mmaolbl) 6 (5I%-2(17%) 10 (BE%3 (16%) 04160487
é ﬁ’ Hypobalwmia (K+ = 3.0 mmalL) - {K+ 5 2.5 reveiil) 18 (169%)-0 (0O%) 43 (40.6%)-2 (18%)  <0001-0245

HF-PEF 65% Sertous adverse events 27 (233%) 26 {226%) 093



Table 2 Primary, secondary, and safety endpoints

Endpoint Placebo (n=116) Hydrochlorothiazide (n=114) P-value
Change in weight at 72 h (kg) —1.5(-3.2 to 0.0) -23(-39t0-12) 0.002
Adjusted estimated difference (noticnally 95% confidence interval) —1.14 [-184 to —0.42]

AULC for dyspnoea at 72 h (VAS) 720 (240-1455) 960 (360-1620) 0497
Secondary endpoints
Change in weight at 96 h (kg) ~1.5 (=15 to 0.0) _25 (—45 to —1.4) <0.001
Adjusted estimated difference (notionally 95% confidence interval) —157 [-2.35 to —0.78]
Hospital length of stay (days) 70 (6.0-125) 7.0 (5.0-9.0) 0.170
All-cause mortality at 30 days 7 (6.0%) 11 (9.6%) 0.438
All-cause martality at %0 days 19 (16.4%) 13 (20.2%) 0.566
All-cause rehospitalizations at 30 days 19 {16.4%) 217 (23T 0.223

All-cause rehospitalizations at 90 days 40 (34.5%) 43 (37.7%) 0.709



CONCLUSION

A las 72 horas, los pacientes con HCTZ perdieron una media de
2,3 kg frente a los 1,5 kg del grupo placebo

A pesar de las alteraciones analiticas (creatinina y potasio), es
Importante destacar que:

1 No hubo diferencias en la estancia hospitalaria media.

 No hubo diferencias en la tasa de reingresos a los 30 y 90
dias.

 Mortalidad: Los eventos de mortalidad por todas las causas
fueron similares entre ambos brazos del estudio.



M ENGL | MED ZET,13 MNEJM.ORC SEFTEMBER 2§, 2022

ESTUDIO ADVOR

” ORIGINAL ARTICLE

Acetazolamide in Acute Decompensated
Heart Failure with Volume Overload

W. Mullens, . Dauw, P. Martens, F.H. Verbrugge, P. Mijst, E. Meekers,
K. Tartaglia, F. Chenot, 5. Moubayed, R. Dierckx, P. Blouard, P. Troisfontaines,
D. Derthoo, W. Smolders, L. Bruckers, W. Droogne, |.M. Ter Maaten,

K. Damman, ). Lassus, A. Mebazaa, G. Filippatos, F. Ruschitzka, and M. Dupont,
for the ADVOR Study Group®



El criterio de valoracion principal fue la descongestion
exitosa, definida como la ausencia de signos de sobrecarga
de volumen dentro de los 3 dias posteriores a la

aleatorizacion
Los criterios de valoracion secundarios incluyeron un

compuesto de muerte por cualquier causa o
rehospitalizacion por insuficiencia cardiaca durante 3
meses de seguimiento.



Table 2. Primary and Secondary End Points, Sensitivity and Exploratory Analyses, and Adverse Events.*

Variable
Primary end point

Successful decongestion within 3 days after random-
ization —no. (%)

Secondary end points
Duration of hospital stay {95% Cl) — daysz

Death from any cause or rehospitalization for heart
failure during 3 mo of follow-up — no. (%)

Sensitivity analysis of primary end point
Successful decongestion within 3 days after random-

ization, regardless of escalation of therapy

— no. (%)§
Exploratory analysis

Successful decongestion at discharge among patients
wha were alive — no.ftotal no. (%)

Death from any cause at 3 mo — no. (%)
Rehospitalization for heart failure at 3 mo — no. [34)

Adverse evenis
Dwring treatment phase — no. (%)
Combined renal safety end point
Doubling of serum creatinine level fram base-
line
=50% sustained decrease in estimated GFR

Renal-replacement therapy during index
hospitalization

Severe metabolic acidosisY

Hypokalemia |

Placebo
(N=259)

79 (30.5)

9.9 (9.1-10.8)

72 (27.8)

86 (33.2)

145/232 (62.5)
31 (12.0)

45 (17.4)

2 (0.8)
0

1(0.4)
1(0.4)

0
10 (3.9)

Acetazolamide
[N=256)

108 (42.2)

5.5 (8.0-9.5)

76 (29.7)

115 (44.9)

130/241 (75.8)
39 (15.2)

47 (18.4)

7{27)
2 {0.8)

4 (L)
4 (L6)

0
14 (5.5)

Treatment Effect
[95% CI)

Risk ratio, 1.46
{1.17-1.82)

0.89
(0.81-0.98)

Hazard ratio, 1.07
(0.78-1.48)

Risk ratio, 1.42
{1.15-1.76)

Risk ratio, 1.27
(1.13-1.43)

Hazard ratio, 1.28
(0.78-2.05)

Hazard ratio, 1.07
(0.71-1.59)

P Value

0.10
024

021
021

0.39



ADVOR trial

#ESCCongress

Acetazolamide in acute heart failure
Conclusion

Acetazolamide added to intravenous loop diuretics decreases congestion within 3 days in
patients with acute decompensated heart failure (HF).

Impact on clinical practice

Acetazolamide is easy to use, safe, effective, off-patent and cheap. It is therefore expected that
the results will lead to a paradigm shift in the treatment of acute decompensated HF.

Study objectives

The ADVOR trial examined whether the addition of acetazolamide to intravenous loop diuretics
improves decongestion in patients with acute decompensated HF.

Who and what? Primary outcome

Population Successful decongestion, defined as no

clinical signs of fluid overload (other

« Adults hospitalised with than trace oedema) within 3 days of
acute decompensated HF

* = 1clinical sign of volume overload (i.e.
ascites, pleural effusion, or cedema)

* Elevated natriuretic peptide levels

randomisation without needing
escalation of decongestive therapy

* Taking oral diuretics for =1 month ' ©42.2%
@ ‘ ® 30.5%
patients I
L Relative Risk 1.46

95% C11.17-1.82; p=0.0009

Successful decongestion in
patients alive at discharge

[ randomised ]

'

Acetazolamide Placebo
500 mg once daily
Administered as a bolus upon randomisation Rate%
the next 2 days or untll successful ' e 78.8%
At randomisation
® 62.5%

R Oral loop diuretics were stopped [

All patients received high-dose
intravenous loop diuretics

Relative Risk 1.27
95% Cl 1.13-1.43; p=0.0001

. @Eesc—

A Successful Decongestion within 3 Days after Randomization

Risk ratio, 1.46 (95% CI, 1.17-1.82)
P=0.001

Placebo 30.5

Acetazolamide 42.2

T T T T T T T T T 1

r
0 W 20 3 40 50 & 70 B0 S0 100
Percentage of Patients

B Congestion Score
5=

Treatrment effect
4
5
c
)
= 2 Acetazolamide
1=
1] T T T J
Baseline 1 2 3

Days

C Successful Decongestion at Discharge
Risk ratio, 1.27 (95% Cl, 1.13-1.43)

Placebo 62.5

Acetazolamide 78.8

! 1 I T T 1 I T !

0 10 20 30 40 50 &0 70 80 90 100
Percentage of Patients




The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 MARCH 3, 2011 VOL. 364 NO.9

Diuretic Strategies in Patients with Acute Decompensated
Heart Failure

G. Michael Felker, M.D., M.H.S., Kerry L. Lee, Ph.D., David A. Bull, M.D., Margaret M. Redfield, M.D.

A Bolus vs. Continuous Infusion B Low-Dose vs. High-Dose Strategy

"] Hazard ratio with continuous infusion, 1.1 199 Hazard ratio with high-dose strategy, 0.83 (95% C1,
(95% C1, 0.83-1.60) 094 0.60-1.16)
P=0.41 Pa028
084

074
0.6-
054
04
0.3+
024
0.1

0.0+ T T T
0 10 20 30

Days

Figure 3. Kaplan-Meier Curves for the Clinical Composite End Point of Death, Rehospitalization, or Emergency
Department Visit.

Kaplan-Meier curves are shown for death, rehospitalization, or emergency department visit during the 60-day fol-
low-up period in the group that received boluses every 12 hours as compared with the group that received a contin-
uous infusion (Panel A) and in the group that received a low dose of the diuretic (equivalent to the patients’ previ-
ous oral dose) as compared with the group that received a high dose (2.5 times the previous oral dose) (Panel B).

RR+0 82 (95% (1066-102), p-0070

RR-0 80 (95% 0 062-103); p-0 085

569
68
D

y’

4
8
&

HR+0 83 (95% C10.69-1 00): p-0 045
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VASODILATADORES VASOCOMNSTRICTORES

INSUFICIENCIA
CARDIACA

» Droga de eleccion es la NA (Noradrenalina)
* ESTABILIZACION DEL PACIENTE ¢ 5e suele unir con un inotropico dado que aumenta la poscarga del Vi

: Egg BES;';GEW e Rl e Mejora la perfusion organica pero al aumentar la poscarga puede afectar al
GC



INSUFICIENCIA
CARDIACA

: ESTABILIZACION DEL PACIENTE
+ USO DE OXIGENO SOLO SI LO
REQUIERE USO DE VNI

01 02 03

DIURETICOS VASODILATADORES | VASOCONSTRICTORES
E INOTROPICOS

Beneficio teodrico al aliviar la poscarga del
vi, el retorno venoso y mejorar asi el GC
No tiene evidencia en comparacion con
diuréticos Se da infusion continua de
NTG

Inotropicos: en pacientes con bajo GC e
hipotension. Se debe tener cuidado con
una excesiva vasodilatacion




SV Perrone
Promedio IC 95% intervalo prediccion 95% Levosimendan vs dobutamina en ICAD. Estudio SURVIVE

1,30 (0,80,2,11) (0.54,3,09) A — . PN v -

S

. |
..‘c.

0.86 (0.58,1,28) (0.38,1.93)

1,69 (0.65.4,36) (0.49,5.85)

0,66 (0,45,0,97) (0,30,1,48)

1.30 (0,45.3,72) (0.34.4,96)

Cambio medio desde el basal (pg/ml)

e 1,97 (0,71,5,46) (0.53,7,29)

v L4

3 71 33 74 Tiempo desde |a infusion de la droga (dias)

Figura 1. Cambios medios de los niveles de BNP desde el basal'®. Existe una significativa
Figura 3 Comparaciones directas e indirectas de ino- disminucién de los niveles plasmdticos del péptido natriurético tipo-B en el grupo que recibié

mm Desenlace muerte. A=placebo; B=dobutamina; levosimendan, comparado con el grupo que recibié dobutamina a los 1, 3 y 5 dias luego del
. - ’ .

inicio de la infusién de las drogas (P < 0,01 en las tres mediciones). La significancia estadistica
C=levosimendan; D =milrinone. Se expresan los OR con su IC fue determinada usando el rest Kruskal-Wallis con el efecto del tratamiento.

95% (linea negra) y el correspondiente intervalo de prediccion
95% (linea extendida roja) entre los diversas comparaciones. o — . S—

& 2007 Blood (5H)

By Coliwmdy Cuia. IO T 10 B bl T

mw&’
Q.= Cardiologia

e B R B T PO

Levosimendan vs dobutamina en pacientes con
insuficiencia cardiaca aguda descompensada
CARDIOLOGIA DEL ADULTO - ARTICULO ORIGINAL Estudio randomizado SURVIVE

Efecto de los inotropicos sobre la mortalidad en falla (The Survival of Patients With Acute Heart Failure
cardiaca aguda. Metaandlisis en red de ensayos clinicos in Need of Intravenous Inotropic Support)

Juan M, Sénkor ™= Edison Mufoz™ y James Diaz®

Sengia V., Permoac®




INSUFICIENCI
A CARDIACA

. ESTABILIZACION DEL PACIENTE

*

+ USO DE OXIGENO SOLO SI LO
REQUIERE USO DE VNI

01 02 03

DIURETICOS VASODILATADORES | VASOCONSTRICTORES

Droga de eleccion es la NA
Se suele unir con un inotropico dado
que aumenta la poscarga del VI Mejora
la perfusion organica pero al aumentar
la poscarga puede afectar al GC



‘Drug Infusionrate
220 pg/kg/min (beta+)
35 pglkg/min; inotropic (beta+)
>5 pg'kg/min: inotropic (beta+), vasopressor (alpha+)
0375-0.75 pg/kg/min
5-20 puglkg/min
0.1 ughkg/min, which can be decreased to 0.05
or increased to 0.2 pgikg/min

02-1.0 pghkg/min
0.05-05 pgikg/min

Inotropic agents may be considered in patients
with SBP <90 memHg and evidence of hypoperfu-

sion who do not respond to standard treatment,

including fluid challenge, to improve peripheral
perfusion and maintain end-organ function.™’

Inotropic agents are not recommended rou-
tinely, due to safety concerns, unless the patient
has symptomatic hypotension and evidence of

hypoperfusion, ™7 4747

A vasopressor, preferably norepinephrine, may
be considered in patients with cardiogenic shack
to increase blood pressure and vital organ
perfusi 45 a8y

Thromboembolism prophylaxis (e.g. with

LMWH) is recommended in patients not already
anticoagulated and with no contraindication to

anticoagulation, to reduce the risk of deep

Routine use of opiates is not recommended,
unless in selected patients with severefintract-

able pain or méety.“‘”










. . . . . THE EFFECT OF INTRAVENOUS (IV) FERRIC CARBOXYMALTOSE (FCM) ON HEALTH-RELATED QUALITY OF LIFE (HRQOL)
|ﬂt|'ﬂ"fEl"I.ﬂUS fEI'I‘lC dEI’ISDmaltGSE n pﬂtlEﬂtS WIth hEEI’t IN IRON DEFICIENT (ID) PATIENTS WITH ACUTE HEART FAILURE (HF): THE RESULTS OF THE AFFIRM-AHF STUDY
failure and iron deficiency in the UK (IRONMAN):
. . w  wmg W - - In this analysis, the impact of KCCQ-12 all (0ss)
an investigator-initiated, prospective, randomised, open- IV FCM s placebo on HRQoL 01 s
in the AFFIRM-AMF population
label, blinded-endpoint trial e —3
Paul R Kalra, John G F Clefand, Mark C Petrie, Elizabeth A Thomson, Philip A Kalra, lain B Squire, Fozia Z Ahmed, Abdalloh Al-Mohammed, Sondomurg % A2.08 A
Peter ] Cowbun, Paul W X Foley, Fraser | Graham, Alan G Japp, Rebecca E Lane, Ninian N Lang, Andrew | Ludman, lain C Macdougall “ nioss ——— = g s o
Pierpaalo Pellicori, Robin Ray, Michele Bobertson, Alison Seed, lan Ford, for the IRONMAN Study Group® ;‘)'Nl:d s boichistation for scate I ;
» 1D (serum ferenitin <100 ng/mi, of 100299 g
rg/md with trassfern saturation <20%) - 2
@ ESC European Journsl of Heart Falure (2022) 24, 1928-1939 RESEARCH ARTICLE B g
European Sociely  dot10.1002/62630 ) )
HE e 51 s
- Placebo
. < - ‘ :‘::’S)N Weeks 2,4.6.12, 24, cO ; ; é 1'2 2" 3'6 5'2
Impact of ischaemic aetiology on the efficacy Weeks
of intravenous ferric carboxymaltose in Conclusion: In ID patients with HF and LVEF <50%, w IV FCM vs placebo
patients with iron deficiency and acute heart e
failure: insights from the AFFIRM-AHF trial ST N .
My BR-DED (5w O 01 01 20 B B0 [ O 0021 O3 p=-005

Marco Metra'*, Ewa A. Jankowska?3, Matteo Pagnesi!, Stefan D. Anker4, @

Javed Butler®, Fabio Dorigottié, Vincent Fabien®, Gerasimos Filippatos’, : = —~ = y
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INICIO DE

MEDICACION
CRONICA

CENTRAL ILLUSTRATION: Key Elements Related to Initiation, Switching,
Continuation, and Withdrawal of GDMT During Hospitalization for HF

Continue
GDMT

Initiate
or switch
GDMT

Withdraw/
dose-reduction
of GDMT

Hemodynamically stable &

clinically euvolemic patients

Inpatient counseling of
tl i benefits &
$; requires close
postdischarge follow-up

Start ACEI/ARB in

hemodynamically stable,

clinically euvolemic patients

with stable renal function

Switch to ARNI in clinically
stabilized patients tolerating
ACEI/ARB

inpatient counseling of
benefits &
e effects; requires close

postdischarge follow-up

36h ACEI washout required |

prior to switching to ARNI

Cl f.‘w[|'f_-"(t-'
ntial renal dysfunction

allergy (i.e., angioedema)

Hemodynamically stable &

clinically ¢ LEMIC patients

with stable renal function
and electrolytes
Inpatient counseling of
anticipated benefts &
side effects; r {

Risks Associated with Failure to Continue/Initiate/Switch GDMT During Hospitalization
« 1 risk of readmission & short-, intermediate-, and long-term mortality
» | medication adherence and | medication persistence

* Substantially 1 likelihood of never being initiated or switched to GDMT as outpatient

* Missing out on the teachable moment during hospitalization

Bhagat, A.A. et al. J Am Coll Cardiol HF. 2019;7(1):1-12.




El estudio STRONG-HF [ A couss moratty though iy 160
1.0

Dose group, %
<50
50 to <90
=90

2
=
P
3
w
g
—
L]
et
o
>
6
=
=
[
=]
L=
bl
o

20 40 60 80 100 120 140
Study day

glegoakyvie@amal
om



mailto:diegoakyle@gmail.com
mailto:diegoakyle@gmail.com

4. PATHWAY SUMMARY GRAPHIC

FIGURE 1 Clinical Course of Heart Fallure

Trajectory  Not
Check  improved/

(ongoing) Wm""‘ﬂ, o

2)

Focus of Care

Optimization Early post Transition to
phase discharge phase | chronic care

Admission Transition to Discharge First Follow-up
Oral Therapies Visit
B Clinical decompensation

P Discharge coordination

1 Ongoing optimization of outpatient care
B Guideline-directed medical therapy

@ Evaluation for long-term trajectory

Graphic depiction of course of heart failure admission, showing the degree of focus on clinical decompensation (red), discharge coordination (blue), ongoing coor-
dination of outpatient care (light blue), and optimization of guideline-directed medical therapy (green), with ongoing assessment of the clinical course (circle with
arrows), and key time points for review and revision of the long-term disease trajectory for the HF journey (compass signs).




(@

TRATAMIENTO CRONICO




|C AVANZADA




Los 4 Pilares del Tratamiento Cronico de la IC

Sacubitrilo/Valsartan
1ECA
ARA N

E BELOQUEANTES

ANTAGONISTAS
ALDOSTERONA

Espironolactona
Eplerencna
Finerenona

iSGLT2

Dapagliflozina
Empagliflozina




PARADIGM-HF

» 3.442 pacentes con IC clase funcional =l y FE =40% * Pacientes internados por IC aguda descompensada con
» Asignados aleatoriamente a LCZ46%6 FE reducida (=40%)
(sacubitrlo/valsartan) o enalapril s NT-proBMP =1600 pg o BMNP 2400 pg
» Estudio interrummpido precozmente a los 27 meses por * Mayor reduccion en NT-proBMP vs enalapril (-46.7% vs
beneficio significativo a favor del LCZ696 -25.3%)
» Reduccion 20% en el punto primario compuesto (muerte e HR: 0.71 (IC 95% 0.63-0.85; p < 0.001)

ARNI CV + hospitalizacion por IC) » hMayor reduccion evidente desde la primera semana

* 5in diferencias en efectos adversos

inhibidor de nenrilising * | rehospitalizaciones por IC

y del receptor de
angiotensing

PRIMERA LINEA — INDICACION 1A INICIO EN HOSPITALIZACION — CON IECA EN TTO CRONICO



Study Design o PIONEERHF

N -- Hospitalized with ADHF (EF140°/0)
881

Stabilized while still hospitalized
SBP *100 mmHg in prior 6h; no symptomatic
BP No increase in IV diuretics in prior 6h
No IV vasodilators in prior 6h
No IV inotropes in prior 24h

Sacubitril/valsartan Enalapril
Target: 97/103 mg twice daily Target: 10 mg twice daily
Evaluate In-hospital initiation
* NTproBN

« Safety and lerability

» Clinical outcomes Velazquez et al. AHJ 2018:19B:145-51

Velazquez et al. N Engl J k1ed 019;380:539-
EAQ



PIONEER-HF

Inicio de sac/val durante la hospitalizacion Angiotensin-Neprilysin Inhibition
in Acute Decompensated Heart Failure

881 pacientes: 440 sac/val y 441 enalapril

| alas semanas 4 y 8 de NT-proBNP 46.7% vs
25.3%

HR: 0.71 (IC 95% 0.63-0.85; p < 0.001)

Mayor reduccion evidente desde la primera
semana

Sacubitril-valsartan ++ Sin diferencias en eventos adversos:

-701— , : : ; , ; ; . empeoramiento de la funcion renal,
li 4 7 . . . . s . Aas
. Pl e © 15 e g hiperpotasemia, hipotension sintomdtica y
CGI‘dIGCG Weeks since Randomization .
angioedema.
No. at Risk 7
: % | de troponina T

Enalapril 394 359 351 350 343

Sacubitril-valsartan 397 355 363 365 349 l de hospitalizaciones por IC.
~ Bajo porcentaje de pacientes con dosis optimas
Mi TOP de tratamiento al final del seguimiento.
+* Incluye pacientes sin IECA ni ARA Il

\J )
0.0 0.0

Enalapril

from Baseline (%)
I
w
o
1
*, L/
0.0 ..‘

Insuficiencia

Change in NT-proBNP

L \J
0.0 0.0 0.0

>



A Primal End Point B Death fTom Csrdisvascu her Cauccs
1.0~ L0
, Hazafd ratio. 0.80 (95% CI. 0.73- , Hazard ratio, 0.80 (9596 CI. 0.71—
1 0.B7) 9 0.89)
2 " P<0.IU 0.6+ P<0.All
- 0.4
0.
(0] % B A -
z 2 Enalap S 2o
% %Dj- g % ] Enalapfil
0. nalapfi
E §o. - LCy696 £8,
o2 oo
0.1+ 02 LCZe96
O- T T T T I T 1 O T LI T T T T 1
o D 1&0 540 72D 10B0 1260 1 ‘0 180 360 540
900 720 800
. o 0 10B0 1260
Days since Randomization
No.ac ffo. at 0 Days since Randomization
hisk96 ' 3922 S66] 1544 Risk 4187 x056 5891 3282 2478
E nalapril TO18 LCZ69G 4212 17\ 6
41$7 oy \
2257 896G T \OOtH 260
C L&-I%]:tgicalizadon for HegggBailure 3579 D %%ﬁjﬁlom Any€ause 3860 3231 2410
1. 1.
i Hezacd P 0 kg (s5449, azi —0.8s/ 0 L Hazard ratio, 08768 % C1,0.76— 994
ﬁﬁ L 2123 1488 0.93) 27
2 064 0.6+
3 8S3
2 0. 8 05-
o 5 °
T 04+ 236 & 0 4
o @
= = 4
k) 0.4 I = 03+ Enalapri
=
§ 3 ] Enalapri E oo
o 4. LCZ696
5 LCZ696 0.1+
O =1 T T T L] ] T 1 0 T L] T T T T 1
1' 1] 180 360 340 71800 1260 00 180 380 340 720 900 1080 1260
. 1080 Days since
Ho. at 9isk ¢ : Days since Randomirafion He. at Risk Randomization
LCZ696 4187 3922 3665 1018 896 249 LCZ696 4187 4056 3891 1716 1005 28A
225 328
7 2

T A

T 7




Efectos en los diferentes organos (iSGLT2)

* | Presion arterial s | SRAA
» | Rigider arterial = | Presion Intraglomerular
¢ | Violumen intersticial = | Albuminuria
Inkibidor del , . . .
cotranspartador de » | Precarga v Postcarga s T Matriuresis v Diuresis
Na/gluco=a tipo 2
» T Hematocrito = T Eritropoyetina
» | Hipertrofia y fibrosis W s | Adiposidad total v visceral
» | Estres oxidativo miocardico s | Peso
» |nhibir intercambiador Ma/H s | Addo drico
» Revertir remodelzdo W = T Liptake AGL

H cotransportador ubicado en tilbulo contorneado prosdimal reabsorbe el 0% de la glucosa excretada, acoplado a la reabsorcion de sodio
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Dapagliflozin in Patients with Heart Failure and Reduced
Ejection Fraction

J.J.V. McMurray, S.D. Solomon, S.E. Inzucchi, L. Keber, M.N. Kosiborod, F.A. Martinez, P. Ponikowski,
M.S. Sabatine, |.S. Anand, J. Bélohldavek, M. Bohm, C.-E. Chiang, V.K. Chopra, R.A. de Boer, A.S. Desai, M. Diez,
J. Drozdz, A. Dukdt, ). Ge, ).G. Howlett, T. Katova, M. Kitakaze, C.E.A. Ljungman, B. Merkely, J.C. Nicolau,

£ O'Meara, M.C. Petrie, P.N. Vlnh, M. SChOU. S. Tereshchenko, S. Verma. & Primary Endpoint: cv Death or hHF or an Urgent HF Visit
P.S. Jhund, O. Bengtsson, M. Sjostrand, and A.-M. Langkilde, for the DAPA-HF °

Placebo 26% RRR

HR 0.74 (0.65. 0.85)
DAPA  p=0,00001

NNT = 21

1 1 1 ' 1 ) '
3 6 9 12 15 18 2 24
Ne. at

Risk Months from Randomisation
DAPA 2373 2305 2 29147 2002 1560 1146 612 210
Placebo 231 2% W 2078 Wiy wure 1000 v 210

OAPA » dapaghfiozin WF » haart takure W « hosglalnaion for hedrt Alre. MR » Racand catic] NNT « number rusded b baat



DAPA-HF Trial Investigators

20 countries
410 centers
4,744 HF patients
NYHA class Il, lll, or IV HF
AYHA s o Broce | 21.2% 20.9¢ 13.9%
% n= 2371 3 2
= C
2 g 0.74 0.75 0.83
@ 45% Type 2 Diabetes S~ (0.65-0.85) (0.65-0.85) (0.71-0.97)
T 3
s
Conclusion: In patients with HF and a reduced EF (+/- Type 2 Reference: McMurray et al. DAPA-HF Trial Committees and
diabetes), dapagliflozin reduced the risk of worsening heart Investigators. N Engl J Med 2019; 381:1995-2008

failure or death from cardiovascular causes compared to
placebo. Visual abstract by Sudha Mannemuddhu % @drM_sudha



Table 2. Primary and Secondary Cardiovascular OQutcomes and Adverse Events of Special Interest.

Variable

Efficacy outcomes
Primary composite outcome — no. (%) T
Hospitalization or an urgent visit for heart fail ure
Hespitalization for heart failure
Urgent heart-failure visit
Cardiovascular death
Secondary outcomes
Cardiavaseular death or heart-failure hospitalization — ne. (%)

Total no. of hospitalizations for heart failure and cardiovascular
deaths}

Change in KCCQ total symptom score at 8 mof
Worsening renal function — no. (38)4
Dreath from any cause — ne. (34)
Safety outcomes |
Discentinuation due to adverse event — ne.ftotal ne. (34)
Adverse events of interest — no.ftotal na. (%)
Volume depletion
Renal adverse event
Fracture
Amputation
Major hypoglycemia®*
Diabetic ketoacidosis{t

Fournier's gangrene

Dapaglifiozin
(N=2373)
events /100
values patient-yr
386 (16.3) 116
237 (10.0) 71
231 (9.7) 6.9
10 (0.4) 03
227 (9.6) 6.5
382 (16.1) 114
367 —
6.1+186 —
28 (1.2) 038
276 (11.6) 7.9
111/2368 (4.7) —

1782368 (7.5)
153/2368 (6.5)
49/2368 (2.1)
132368 (0.5)
4/2368 (0.2)
3/2368 (0.1)
0

Placebo

(N=2371)

virlues

502 (21.2)
326 (13.7)
318 (13.4)
23 (1.0)
273 (11.5)

495 (20.9)
742

3.3:19.2
39 (1.6)
129 (13.9)

116/2368 (4.9)

1622368 (6.3)
170/2368 (7.2)
50/2368 (2.1)
12/2368 (0.5)
4/2368 (0.2)
0
1/2368 (<0.1)

events /100
patignt-yr

15.6
10.1
9.8
0.7
79

L5
8.5

Hazard or Rate Ratio

or Difference
(95% 1)

0.74 0,65 to 0.85)
0.70 (0.59 to 0.83)
0.70 (0.59 to 0.83)
0.43 (0.20 to 0.90)
0.82 (0.69 to 0.98)

0.75 (0.65 to 0.85)
0.75 (0.65 to 0.88)

1.18 (111 to 1.26)
0.71 (0.44 to 1.16)
0.83 (0.71 to 0.97)

P Value

—

£EEE%8

=0.001

)
z 28

0.79

0.40
0.36
1.00
1.00
MA
MA
MA
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ORIGINAL ARTICLE ‘

Cardiovascular and Renal Outcomes
with Empagliflozin in Heart Failure

M. Packer, S.D. Anker, ). Butler, G. Filippatos, S.). Pocock, P. Carson, . Januzzi,
S.Verma, H. Tsutsui, M. Brueckmann, W. Jamal, K. Kimura, J. Schnee, C. Zeller,
D. Cotton, E. Bocchi, M. B6hm, D.-J. Choi, V. Chopra, E. Chuquiure, N. Giannetti,
S.)Janssens, ). Zhang, J.R. Gonzalez Juanatey, S. Kaul, H.-P. Brunner-La Rocca,
B. Merkely, S.J. Nicholls, S. Perrone, I. Pina, P. Ponikowski, N. Sattar, M. Senni,
M.-F. Seronde, J. Spinar, |. Squire, S. Taddei, C. Wanner, and F. Zannad,
for the EMPEROR-Reduced Trial Investigators*

CENTRAL ILLUSTRATION: Key Findings of the EMPEROR-Reduced NT-
proBNP Analysis

3,768 study participants randomized
to receive empagliflozin 10 mg

or placebo

’ NT-proBNP measured at baseline,
4 weeks, 12 weeks, 52 weeks, and
100 weeks

Empagliflozin reduced event rates
similarly across baseline
NT-proBNP quartiles

Empagliflozin lowered NT-proBNP
by 13% compared to placebo
at 52 weeks

Early and more significant NT-proBNP
reduction associated with lower
rates of hospitalization or death

Januzzi, Jr., JL. et al. J Am Coll Cardiol. 2021;78(13):1321-1332,







Primary outcome and components of primary outcome Secondary outcomes

Worsening Total HHF and

HF* or CV HHF or CV death
death CV death CV death events Total Death

26% RRR 30% RRR 18% RRR 25% RRR 25% RRR 17% RRR

p<0.001 NR' NR* p<0.001 p<0.001 NR*

16.1% vs 20.9% 9.7% vs 13.4% 9.6% vs 11.5% 16.1% vs 20.9% 567 vs 742 11.6% vs 13.9%
HR = 0.75 (0.65-0.85) HR = 0.70 (0.59-0.83) HR = 0.82 (0.59-0.83) HR = 0.75 (0.65-0.85) HR=0.75(0.65-0.88) ~ HR=0.83(0.71-0.97)

e
win

|
‘E
§
}
:
|
{

*Unplanned HHF or urpent vistt

" Primary outcome and components of primary outcome Secondary outcomes Prespecific analyses

Renal Event
HFF or CV First and chronic dialysis o renal Total

death CV death recurrent HFF Renal Event sasinedreductioninthe . D€ath
estimated GFR)

® e W @ P Y 2

25% RRR 31% RRR 8% RRR 30% RRR 1.73mi/min/1.73m? 50% RRR 8% RRR

p<0.001 13.2% vs 18.3% 10% vs 10.8% p<0.001 p<0.001 1.6% vs 3.1% 13.4% vs 14.2%

19.4% vs 24.7% - 3 &
HR = 0.69 (0.59-0.81) HR=0.92(0.75-1.12) 338 vs 553 155 vs -2. HR =0.50 (0.32-0.77) HR=0.92 (0.77-1.10)
R 0.75/{0.55-0.80) HR = 0.75 (0.65-0.88) G222
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CRITERIOS INCLUSION.
e z 18 anos
* FEVi>40s
 NYHAII-IV
NT-proBNP > 300 (> 900 pg/mL 5f FA)

N = 5.988 pacientes
Mediana de seguimieniol 26,2 meses

EMPAGLIF LDZINA 10 mg/Z4h vs PLACEBO

END POINT 1-°: Muerte CV u hospitalizacién por IC

EMPEROR-PRESERVED

EMPAGLIFLOZINA« primer farmaco con datos positivos
en IC con FEVI preservada <on sin DNI.

100 B Hazad ratio, 0.79 (95% C1, 0.69-0.90)
P<0.001 Placebo
204
NNT
. 154
' Empaghfonn

g 104 31

H : ‘ RR 21%

L L4 T L L L L L4
E 0 3 & 9 12 1S 18 21 M 27 MO M M

lnl/’/,"_/

] . - - . - v

0 L 9 4] M 0 13 L7

¥4onlhs sin<e

No. at Risk Pando<ne«z>tson
Piacebo 7991 2538 2736 2706 2627 2424 2066 1X21 1534 1273 961  &E1 400
Empagifiozin 2997 2923 234) W0 2708 2491 2134 1ESR  I57% 1332 005 ™ 402

END POINT 1°: Muerte CV u hospitalizacion por IC

_ Se produjo en el 13,0% del grupo de empaglifiozina y
17,1% en el grupo de placebo. El NNT fue de 31 pacientes, generando
empagliflozina una reduccién del riesgo relativo del 21% fundamentalmente
a expensas de una reduccion en el n* de hospitalizaciones por IC (RRR 27%) .




muerte cardiovascular/hospitalizacion
Hazard ratio. 0.75 (95% Cl. 0.65-0.86) P<0.001




En términos del objetivo primario, el tratamiento con

dapaglifozina se asocié a una reduccion significativa o it | =
del combinado de muerte CV y hospitalizacién por IC, T e
en relacion al placebo p.0008. NNT=32). En el SRR e S e e I mw T
subgrupo de tratamiento con dapaglifozina una

reduccion estadisticamente significativa de las g

hospitalizaciones por IC (HR 0.79 [IC95% 0.69-0.91]; B e —

p=0001) o e s e e,y 17.;, ~ : 2

No se observo una diferencia significativa en términos de
mortalidad CV entre los subgrupos analizados (HR 0.88
[IC95% 0.74-1.05]; p=0.17).

ESTUDIO DELIVER




ISGLT2

01 DAPA-HF

Con dapagliflozina en pacientes con IC con FEVI
<4 0%

= Redujo el punto primario compuesto (IC o
muerte CV): 102 vs 13%; HR 0.70 (IC 95% 0.59-
0.83)

s | 18% mortalidad CV

= | 17% mortalidad por todas las causas

= NNT = 21, con benefido desde el primer mes

Con empagliflozina en pacientes con FEVI =40%:

= Redujo las internaciones por IC: 8.5% vs
11.8%: HR 0.71 (IC 95% 0.60-0.83)

= No demostro reduccion en la muerte
cardiovascular

* Primer farmaco con datos positivos en IC con
FEV1 preservada

03 DELIVER

Dapaglifiozina en padentes con FEy =40%:

= | muerte CV + hospitalizacion por IC:
MNMNT=32

= Reduccion significativa de hospitalizaciones
por I HR 0L78

= 5in diferendia en mortalidad CV

= Demostro efecto de dlase de los iSGLT2 en
todos los fenotipos de IC



ANTAGOMISTAS
DE LA
ALDOSTEROMA

ESPIROMNOLACTOMA
EPLEREMCHMA
FINEREMOMA

e o — R
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E———

J 35% Insuf. Cardiaca

J 33% Insuf. Cardiaca

J 42% Insuf. Cardiaca

HR 0.68 (1C95% 0.50-
0.93)
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Effect of Finerenone on Chronic Kidney
Disease Outcomes in Type 2 Diabetes

George L. Bakris, M.D., Rajiv Agarwal, M.D., Stefan D. Anker, M.D_, Ph.D.,
Bertram Pitt, M.D., Luis M. Ruilope, M.D., Peter Rossing, M.D., Peter Kolkhof, Ph.D.,
Christina Nowack, M.D., Patrick Schloemer, Ph.D., Amer Joseph, M.E., B.5.,
and Gerasimos Filippatos, M.D., for the FIDELIO-DKD Investigators®

La finerenona, un antagonista del receptor no esteroideo mineralocorticoideo que demostro
beneficios cardiovascuales y renales en pacientes con diabetes tipo 2 y ERC.



PHASE 3, DOUBLE-BLIND, MULTICENTER, RANDOMIZED, CONTROLLED TRIAL

5674

Patients with type 2
diabetes and CKD

Finerenone “

(10 mg or 20mg daily)

®o

n=2833

2.6 year median follow up

Primary Composite Outcome:
Kidney Failure with >40% decrease
in eGFR over 4-week period or death
from renal causes

HR 0.82

(0.73—0.93)
P = 0.00I

I7.8%
(504/2833)

>

Secondary Composite Outcome:
Death from cardiovascular causes or
hospitalization for any cause

HR 0.86

(0.75—0.99)
p =0.03

I3.0%
(367/2833)

XL

In patients with CKD and type 2 diabetes, treatment with finerenone resulted in lower risk of CKD progression and

cardiovascular events than placebo.

Reference: Bakris GL, Agarwal R, Anker S, Pitt B, et al. Effect of Finerenone on Chronic Kidney Disease Outcomes in Type 2 Diabetes. NEJM

VA by Dhwanil Patel W @iheartkidneys



FIGARO-DKD

Realizado un ano después
7.437 pacientes

enfoque principal fue el impacto en el ambito cardiovascular.
El punto primario combiné eventos como muerte cardiovascular, IAM o ictus no fatal, y

fundamentalmente, las hospitalizaciones por insuficiencia cardiaca.
e En pacientes con DM2y ERC, la finerenona reducia los eventos clinicos cardiovasculares

adversos y la mortalidad por dichas causas

e Reduccidén de las hospitalizaciones por insuficiencia cardiaca.

ORIGINAL ARTICLE

Cardiovascular Events with Finerenone
in Kidney Disease and Type 2 Diabetes
B. Pitt, G. Filippatos, R. Agarwal, 5.0. Anker, G.L. Bakris, P. Rossing, A

', Kolkhot, C. Mowack, P. Schloemer, and L.M. Ruilope,

for the FIGARD-DKD Investigators

ng, A. Joseph,

E Hospitalization for Heart Failure

100= 0=
a0 Hazard ratio, 0.71 (95% C, 0.56—0.%0)
E 20 15
L
B 70+ 104
3 o Placeb
L
E 504 5_. JLED
E 40 . Finerenone
i) i = T 1 T T T T T 1
5 ¥ 0 6 12 1% 24 30 36 42 48 54
E 204
= 104
D-_"-r—-## I I r 1
1, b 12 18 24 30 36 42 4% LT
Muonths to First Event
Mo. at Rizk

Placebo 3666 3610 3532 3471 3376
Finerenone 3686 3640 3581 3515 3429

2E49
2BET

2239 1751 1134 619
1254 1790 1142 629



Fidelity (analisis en conjunto)

A Composite cardiovascular outcome

1004 259 Hazard ratio 0.86 (95% Cl 0.78-0.95)
90{ ool P=00018
22 Placebo
® 809 151 _
> B :
60 -
5 -
£ 50+
g O Ll T L T L 2 Ls Al 1
g40~ 0 6 12 18 24 30 36 42 48
3 |
g 30
O 201 -
104 g -_—::;,‘::::::‘__"-_f-‘-’/
/c—;}’-
0 L g L s 1 4 T T T T 1
0 6 12 18 24 30 36 42 48
Time to first event (months)
No. at risk
Placebo 6507 6330 6125 5938 $184 4147 2969 2135 1082
Finerenone 65190 6360 6202 6009 5273 4207 3065 2187 1087

B eGFR 257% composite kidney outcome
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C eGFR 240% composite kidney outcome D Death from any cause
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% Circulation Journal JCS GU'DEL'NES
) doi:10.1253/circj.CJ-25-0002

JCS/JHES 2025 Guideline on Diagnosis and
Treatment of Heart Failure

In patients with type 2 diabetes and chronic
kidney disease, finerenone should be used to
prevent the onset of heart failure. 478481




Recommendations and Levels of Evidence for

In symptomatic HFpEF patients, an MRA
(finerenone) can be considered to reduce

Pharmacological Therapy in Heart Failure With Preserved the risk of cardiovascular death or HE
Ejection Fraction (Left Ventricular Ejection Fraction =50%) exacerbation events.544

Recommendations and Levels of Evidence for
Pharmacological Therapy in Heart Failure With Mildly

Reduced Ejection Fraction

In symptomatic HFmrEF patients, an MRA
(finerenone) can be considered to reduce
the risk of cardiovascular death or HF
exacerbation events.544

lla

lla



BETA BLOQUEANTES

BEISOPROLOL e CARVEDILOL « METOPROLOL

Interfieren con los efectos nocivos de lo activacion
sostenida del sistema nervioso adrenérgico por
antagonismo competitivo en uno o mas receptores
adrenérgicos (alfa 1, Betal y Beta2)

J 34% mortalidad (p <
0.0001)
n=2.647

J 35% mortalidad J 34% mortalidad
(p=0.0014) (p = 0.0062)

Estudio COMET: Canvedilol superior a metoprolol tartrato (dosis sub-terapdutica)l en reducir mortalidad ([ 17%); sin embargo, la comparacidn vdlida es con succinato de metoprolol

[MERIT-HF].



DOSIS DE MEDICAMENTOS

INSUFICIENCIA CARDIACA

Enalapril
Lisinopril
Ramipril

ARB

Walsartan

ARNi
Saoubitril-valsartam
Beta blockers
Bisoprolal
Carvedilol
Metoprolol succinate
MRA / iSGLT2
Spironolactone
Eplerenons
Dapagliflozin
Empagliflozin

Initial Daily Dose(s)

2.5 mg twice daily
2 5-5 mg once daily

1.25-2.5 mg once daily

4-8 mg once daity

20-40 mg once daily

49751 mg twice daily

1.25 mg once daily
3.125 mig bwice daily

12 5-25 mg once daily

12.5-25 mg once daiby
25 mg once daily
10 mg once daily

10 mg once daily

Target Dosels)

10-20 mg twice daily
20-40 mg once daiby

10 mg once daily

32 mg once daily

150 mg twice daily

$7/103 mg twice daily

10 mg once daily
25-50 mg twice daily

200 mg once daily

25-50 mg once daily
50 mg once daily
10 mg once daily

10 mg once daily




Recomendaciones para pacientes con FEVI ligeramente reducida (41-49%)

IC sintomatica con FEVI entre 41-49%

Pacientes con IC con FEVI mejorada (ICFEmej):

En pacientes con IC con FEVI mejorada después de un optimo manejo, la TMAG deberia continuarse
para prevenir recaidas de IC y disfundion del V1, incluso en aguellos pacientes que pudieran estar
asintomaticos. (COR 1)

Tradudido y adaptado de: Heidenreich, PA. et al. (2023). 2022 AHAACC/HFSA Guideline for Heart Failure. Circulation.







TERAPIAS ADICIONALES

De segunda linea - una vez optimizado el TMAG

vabradina (2a)

FEWI =35%; NYHA 1I-1I; RSM;

FC =70 lpm; dosis maximas
EE

FEW1 =45%; HIC reciente o
diuréticos I'V; niveles PM
elevados

IC sintomiEtica a pesar dal
ThAaG

IC & hiperkslemia (=5.5
mEg/L) con iSRAA

Inicio: & mg = 2
Objetive: 7.5 mgx 2

Inicic: 2.5 mg/dfa
Objetivo: 10 mg/dia

Imicio: 0.125-0 25 mg/dia
Objetive: conc. sérica 0.5-<0.9
ng/mi

Fuente: 2022 AHASACCHFSA Guideline for the Management of Heart Failure. Circulafion.

1 gramos/dis de n-3PURA (850-
280 mg EP& v DHA)




IBRAVADINA

EstudloSHI

|nh|b|dor selectivo del canal I
en el nodo sinusal reduciendo
la FC

primario

totales



0%

ESTIMULADOR DE LA GUANILATO
CICLASA

-

Cumulative Incidence [3%)

VERICIGUAT W

Wer

2524
b 2526

A Primary Oulcome

0559 Maz
0.504 pafbz

0 (5% ¢

B Death from Cardiovaseular Causes

055

- o504
D454
0,404
0354
0,304

€1, 081

Hazard ratic, 053 [95 1.045)

0254
1.0
0204
094 s
E 084 0104
® oaw 005 -
. g "7 noa - - - . .
ot 32 'E 0.6 a 4 5 12 e M 24 28 12
]
O S 05
B o
- Z 044
e — 2 03 )
— E 03 i
3 J—
0.14 e
- T . - v T D= . - . T - - .
4 3 12 6 an FLl 28 ¥4 ] 4 B 12 16 20 4 3 2
Months since Randomizaticn Meonths since Randomization
Mo, at Risk
H5F 1555 1097 MR 5% LFL] 110 i Flaceba 24 2370 1951 1405 LoaS  P6E 4Tl 157 o
HEs L6XL 1154 EX6 ST M43 125 1 Vericiguat X526 2376 1968 1463 1070 77 48T 135 1

€ Hospitalization for Heart Failure

0.55=

D' Death from Any Cause or Hospitalization for Heart Failure

QS5 azard ratio, 0,90 (95% C1, 0.33-0.98)

0.50- Hazard ratio, 0.90 (95% C1, 021-1.00) 0,50+ e
045+ .45 e
040 —_— k]
035 - 0,35 -
0,30+ 030+
. 0254 : LS
10 osn ] Ly aand
. a%4 0154
EstudioVICTORIA £ x| 0l0] g
E o7 0054 o
R T O £ L ]
¥ 0E D4 B 12 16 W M B 1 b] w4 B/ 1
£ os E P
E .4 ) - E e
R To I I L"l 5K} _.--_-'_'—'-""'"_-_-- : |
£ e E
educcion en la primera §of = §
ol
oo T 1
o 1 i 12 W W M ® R M B o n

internacion por

Months tince Randomization

1554 1096 771 553
IE20 11%%  E2% 7T

Menths since Randomization

110 a 1585 105y T 559 Y24 o o
25 B21 LS T - F HE  12%
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Recomendaciones Nivel de
evidencia







Recomendaciones Clase Nivel de

evidencia
— Pacientes en CF IIHV ambulatoria, RS, FEV1 £35% bajo TMO, QRS =150 mseg con BRI | A
— Pacientes en CF II-IV y FEVI £35% bajo TMO, con requerimiento de marcapasos definitivo o | B
con necesidad de recambio, en ritmo sinusal o FA, con una tasa estimada de estimulacion
ventricular =40%._
— Pacientes en CF lI-IV, con FEVI =35% bajo TMO, RS, QRS =150 mseq, sin BRI lla B
— Pacientes en CF IIHV ambulatoria, FEVI £35% bajo TMO, RS, QRS 130-149 mseg con BRI lla
— Pacientes con FA, FEV1 £35%, que requieran estimulacion por BAV o retinan los criterios para lla
TRC. 5e requiere control de FC total con farmacos o ablacion del MAV para optimizar la TRC
— Pacientes con FEVI =35% que tienen implantado un MCP/CDI y se documenta agravamiento lla B
de la IC con =40% de estimulacién ventricular
Pacientes con FEVI =50% con indicacion de MCP del VD permanente debe considerarse la lla B
indicacion de TRC
Pacientes en CF -V ambulatoria, FEVI =35% bajo TMO, RS, QRS 130-149 mseq sin BRI b B
Pacientes en CF |-V ambulatoria, FEVI =35% bajo TMO, RS, QRS =130 mseg, tengan o no 1] A

disincronia por ecocardiograma



IC-FER

FEWVI £ 35%
R% QRS < 130 mseg
Simtomaticos con TRAO
BRI Sin BRI
QRS > 150 mseg (RS 130-143 mseg QRS 2 150 mseg QRS 130-149 mseg
¥
Recomendacidn/Evidencia 1 ila B la B Ik B I A

TMO : tratamiento medico optimo



ACE inhibitor/ARB "

ARNIZ™
Beta-blocker

MRA™

SGLT2 inhibitor

lvabradine™
Vericiguat

Diuretics for congestion




Diagnéstico
FEVI<40%

L B R N BN -

Figura 2. Medicamentos que mejorar el prondstico de los pacientes con IC-FEr

SOLVD
AIRE cIBIS Il
SAVE MERIT-HF
CHARM e US Carvedilol
OPTIMAL N COPERNICUS
Val-HeFT 'gﬁy
PARADIGM-HF \é’A
Objetivo
principal
RALES Nf DAPA-HF
EPHESUS EMPEROR-Reduced
EMPHASIS-HF



MENSAJES FINALES DE LAS GUIAS AHA 2022

i

FEVI ligeramente reducida 41-49% (nueva categoria) Sacubitrilo/valsartan: indicacion 1A

. Los 4 pilares del TTO: BB, i1SGLT2, ARM y ARNI
Disnea + sospecha de IC: el 1er paso es el ProBNP

iISGLT2 en todas las IC, mas alla de la FEVI (Estudio

DELIVER
Estadios del A al D )

Beneficios en mortalidad y rehospitalizaciones

BENEFICIOS EN MORTALIDAD Y REHOSPITALIZACIONES



Queé conceptos nos debemos llevar y debemos
recordar para la practica medica???




Medicion de Confirmacion

ﬁs(s:?aelcha péptidos por imagen
natriuréticos =| cardiaca
Se basa en sintomas tipicos (disnea, Unos niveles bajos en sangre La ecocardiografia confirma el
fatiga) y factores de riesgo como ermiten descartar eficazmente la diagnéstico y mide la fraccion de
la hipertension. insuficiencia cardiaca. eyeccion.

Insuficiencia Cardiaca con Fraccion de Eyeccion [ Definicion de IC-FER: FEVI < 40 %

La fraccion de eyeccion del ventriculo izquierdo

Reducida (IC-FER): Diagndstico y Tratamiento (FEVI) debe ser del 40 % o inferior,

Los 4 pilares de la
terapia farmacologica

Diuréticos para aliviar los sintomas Objetivo: Mejorar la supervivencia
Se utilizan para controlar la sobrecarga de y la calidad de vida
volumen y la congestion, pero no modifican El tratamiento moderno puede aumentar la

la enfermedad. esperanza de vida en hasta 8 afos.





mailto:diegoakyle@gmail.com

	Slide 1: INSUFICIENCIA CARDIACA
	Slide 2
	Slide 3
	Slide 4
	Slide 5
	Slide 6
	Slide 7
	Slide 8
	Slide 9
	Slide 10
	Slide 11
	Slide 12
	Slide 13
	Slide 14
	Slide 15
	Slide 16: DIURETICOS
	Slide 17
	Slide 18
	Slide 19
	Slide 20
	Slide 21
	Slide 22
	Slide 23
	Slide 24
	Slide 25: ESTUDIO ADVOR 
	Slide 26
	Slide 27
	Slide 28
	Slide 29
	Slide 30
	Slide 31: 02
	Slide 32
	Slide 33: 02 VASODILATADORES
	Slide 34
	Slide 35
	Slide 36
	Slide 37
	Slide 38
	Slide 39
	Slide 40
	Slide 41
	Slide 42
	Slide 43: 1
	Slide 44
	Slide 45: Study Design
	Slide 46
	Slide 47
	Slide 48
	Slide 49: 31% Fevi
	Slide 50
	Slide 51
	Slide 52
	Slide 53
	Slide 54
	Slide 55
	Slide 56: EMPAGLIFLOZINA‹ primer farmaco con datos positivos en IC con FEVI preservada <on sin DNI.
	Slide 57
	Slide 58
	Slide 59
	Slide 60
	Slide 61
	Slide 62
	Slide 63
	Slide 64
	Slide 65
	Slide 66
	Slide 67
	Slide 68
	Slide 69: DOSIS DEMEDICAMENTOS
	Slide 70
	Slide 71
	Slide 72
	Slide 73: IBRAVADINA
	Slide 74: VERICIGUAT
	Slide 75
	Slide 76
	Slide 77
	Slide 78
	Slide 79
	Slide 80
	Slide 81
	Slide 82
	Slide 83
	Slide 84

