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INSUFICIENCIA
CARDIACA
« ESTABILIZACION DEL PACIENTE

e USO DE OXIGENO SOLO SI LO REQUIERE
e USO DE VNI

O1

DIURETICOS

De ASA

de 20 a 40 mgr en bolo
o infusion continua, si
venia tomando se
inicia 1-2 veces las
dosis que venia
tomando.

Se monitoriza con Na u
8- hassacnhEs., "ovol.
urinario a las 6 hrs.

En caso de
refractariedad se
elevan las dosis.

En caso de resistencia
se realizard bloqueo
tubular

02

VASODILATADORES

03

VASOCONSTRICTORES






DIURETICOS

EL. USO DE LOS TRES GRUPOS
DE DIURETICOS GENERARA EL
BLOQUEO TUBULAR

Maximum =
Total Daily | Duration
- Drug Initial Daily Dose Dose of Action
Loop diuretics
Bumetanide 0.5-1.0 mg once or twice | 10 mg 4-6 h
Furosemide 20-40 mg once or twice 600 mg 6-8 h
. Torsemide [ 10-20 mg once | 200 mg | 12-16 h
Thiazide diuretics
Chlorthiazide 250-500 mg once or 1000 mg 6-12h
twice
Chlorthalidone 12.5-25 mg once 100 mg 24-72 h
Hydrochlorothiazide | 25 mg once or twice 200 mg 6-12h
Indapamide 2.5 mg once 1 5mg 36 h
Metolazone 2.5 mg once 20 mg 12-24 h

LA INFUSION DE DIURETICOS VIA ORAL
O EV NO CAMBIAN EL PRONOSTICO
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METHODS

Open-label, pragmatic, DEATH DEATH HOSPITALIZATIONS
randomized comparative- ALL CAUSES &HOSPITALIZATIONS ALL CAUSES
effectiveness trial -
26.2% 49.3% 987/577
participants

2859 adults hospitalized
for heart failure

FUROSEMIDE (¥ppe

HR 0.92 RR 0.94

0.89-1.18 0.83-1.02 0.84-1.07
Median age 65 years ‘
Median follow up 17.4 26.1% 47.3% 94_0(536
months | TORSEMIDE participants

‘S
‘0‘91 60 hospitals in USA
%
;

Conclusion: Among patients discharged after hospitalization for heart failure, g“gfgfﬁ; iﬂiﬁ{fz? th:;ff;;"i?: ;;t::el:urt?;:nsig?a’:ﬁ:
. . . s . . " : 3 > 0 -L.ause v i £ 5 mospitalizec
torsemide compared with furosemide did not result in a significant difference in all-cause  with Heart Failure: The TRANSFORM-HF Randomized

mortality over 12 months. However, interpretation of these findings is limited by loss to Clinical Trial. JAMA. 2023

follow-up and participant crossover and nonadherence. W Visual abstract by Cristina Popa MD, @NephroSeeke



CardioTV TRANSFORM-HF Guiomar Mendieta Badimon

RESULTADOS

Mortalidad por cualquier causa u hospitalizacion (12 m)

= HR 0.92 (95% Cl, 0.83 to 1.02); P-value 0.11
o
60 "
_§ Furosemide: |
o 704 events (49.3%);
I 107.6 per 100 pt-yr
S 404
v
o
: -
5 Torsemide:
£ 204 677 events (47.3%);
g 99.2 per 100 pt-yr
s
0 T 1 1 1 I ] T i T 1 T T T
0 1 2 3 4 5 6 7 8 9 10 11 12
Months
Number at risk:
Torsemide: 1431 1145 970 885 790 717 616 545 510 466 427 396 262
Furosemide: 1428 1114 918 814 739 672 611 550 498 451 413 380 244

Mentz RJ. Torsemide comparison with furasemide for management of heart failure. Presented at: AHA 2022. November 5, 2022. Chicago, IL.
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Diuretic Strategies in Patients with Acute Decompensated

G. Michael Felker, M.D., M.H.S., Ker
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Heart Failure
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A Bolus vs. Continuous Infusion
1.0+

(95% Cl, 0.33-1.60)
P=0.41

Hazard ratio with continuous infusion, 1.15

Continuous

B Low-Dose vs. High-Dose Strategy

09+ 0.60-1.16)
084 P=0.28

0.7+
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0.0 T T T

L0 Hazard ratio with high-dose strategy, 0.83 (95% Cl,

Low dose
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0 10 20 30
Days

40

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% C10-66-102); p-0-070

RR=080 (95% (10-62-1-03); p=0-085

Mumber at risk
Ferric derisomaltese 569
Usial care 568

485 405
483 406

HE=0-86 (95% €1 067-1-10), p=0-23

Humber at risk
Ferric desisomaltose 569
Uyl care 568

T T T

3
Time fram randomization {years)

488 407 3
484 407 29
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DIURETICOS VASODILATADORES VASOCONSTRICTORES
E INOTROPICOS

Beneficio teorico al
aliviar la poscarga del vi,
el retorno venoso y
mejorar asi el GC
No tiene evidencia
encomparacion con

diureticos
Seda infusion continua
NT
Naaiday, Inotropicgg enGpacientes
CARDIACA con bajo GC e
o ESTABILIZACION DEL PACIENTE hipotension
e USO DE OXIGENO SOLO SI LO REQUIERE Se debe tener cuidado
e USO DE VNI

coh uha excesiva
vasodilatacion

e ——

- s —
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R I R Levosimendan vs dobutamina en ICAD. Estudio SURVIVE
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. ' e 1 2 » ». . o ‘ 5
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-g 1000
e 1.97(0.71,5,46) (0.55.7,29) 5
1200

a '.} 1 !..3 ,.:' Tiempo desde |a infusion de 1a droga (dias)

Figura 1. Cambios medios de los niveles de BNP desde el basal'®, Existe una significativa
disminucién de los niveles plasmadticos del péptido natriurético tipo-B en el grupo que recibié
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

fue determinada usando el rest Kruskal-Wallis con el efecto del tratamiento.

Figura 3 Comparaciones directas e indirectas de ino-
tropicos. Desenlace muerte. A=placebo; B=dobutamina;
C =levosimendan; D =milrinone. Se expresan los OR con su IC

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

Rew Colomb Cardiel. 2087;24(5) 468479
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Levosimendan vs dobutamina en pacientes con

insuficiencia cardiaca aguda descompensada
Estudio randomizado SURVIVE

{The Survival of Patients With Acute Heart Failure
in Need of Intravenous Inotropic Support)

CARDIOLOG (A DEL ADULTO - ARTICULO ORIGINAL

Efecto de los inotrapicos sobre la mortalidad en falla
cardiaca aguda, Metaanalisis en red de ensayos clinicos
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Juan M. Sénior **<*, Edison Mufioz"* y James Diaz*
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e ESTABILIZACION DEL PACIENTE

e USO DE OXIGENO SOLO SI LO REQUIERE

e USODEVNI

O1

DIURETICOS

02

VASODILATADORES

03

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



Debutamine

2-20 pglkgfrmin (beta+)
35 pglegimin inotropic (beta-+)

25 pglkg/min: inotropic (beta+), vasopressor (alpha+)
0375—0.75 pg/kg/rmin

5—20 pg/kg/min

0.1 pgkgimin, which can be decreased to 0.05

or increased to 0.2 pgikgimin

0.2-1.0 pgfkg/min
0.05-05 pgkg'min

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

sion who do not respond to standard treatment,
ncluding 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 shock
to increase blood pressure and vital argan

perf —

Thremboembaolism prophylaxis (e.g. with
LMWH) is recommended in patients not already
anticoagulated and with no contraindication to
anticoagulation, to reduce the risk of deep
venous thrombosis and pulrmonary

ermbolism 74

Raoutine use of cpiates is not recommended,
unless in selected patients with severefintract-
able pain or anxdety, 4




Management of patients with pulmonary oedeimna

Oxygen (Class [) or
ventilatory support
[Clazs k)

SBP =110 mmHg
L

Signs of hypoperfusion

Y

L L

Loop diuretics (Class [} Loep diureties (Class 1)
andlor vasodilaters and inotropesivasopressors
(Class llb) {Class lib)

Congeston relief

Consider RRT, MCS,
other devices (Class la)

OR

Consider
palliative care







. . . ) . THE EFFECT OF INTRAVENOUS (IV) FERRIC CARBOXYMALTOSE (FCM) ON HEALTH-RELATED QUALITY OF LIFE (HRQOL)
Intravenous ferric derisomaltose in patlents with heart 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):
. . o ec . - In this analysis, the impact of -12 overall summary score
an investigator-initiated, prospective, randomised, open- VM v plcebo on QoL - RS

in the AFFIRM-AHF population
H 2 L was evaluated
label, blinded-endpoint trial .
Ty 14
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G. Michael Felker, M.D., M.H.S., Kerry L. Lee, Ph.D., David A. Bull, M.D., Margaret M. Redfield, M.D., o Eacarid rnmlfm.n...na:mmm;“m ! Tlmrirnmund;mlmwlwh] ?
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CENTRAL ILLUSTRATION: Key Elements Related to Initiation, Switching,
Continuation, and Withdrawal of GDMT During Hospitalization for HF

; Safe & well-tolerated in Safe & well-tolerated in Safe & we

Continue maost hemodynamically stable most hemodynamically stable

GDFU!T Wa (0.8 b dil e Wy abds L& ni > = ol Jiic =LY =18 | LY
patients patients

Start ACEI/ARB in Hamodynamically stable &
hemodynamically stable, clinically etvolemic patients
clinically euvolemic patients with stable renal function
with stable repal function and electrolytes

ll-tolerated in
most hemodynamically stable
patients

Hemodynamically stable &
clinically euvolemic patients
Initiate
or switch ¥ f
GDMT |I'IpE!lI.E'i'Il counseling of Switch to ARNI in clinically |l‘|p|=_|_tl.|?l'lt counseling o
anticipated benefits & i : : anticipated benefits &
; AT stabilized patients tolerating . IR
side effects; requires close ACEI/ARB side effects; requires close
postdischarge follow-up 2 postdischarge follow-up
Inpatient counseling of
anticipated benefits &
side effects; requires close
postdischarge follow-up

36h ACE! washout required
priar to switching to ARNI

Hemodynamic intolerance,
Withdraw/ borderline perfusion,
dose-reduction cardiogenic shock,
of GDMT concomitant vasopressor
or INotrope requirement

Hemadynamic intolerance, Hemaodynamic intolerance,
substantial renal dysfunction, substantial renal dysfunction,
allergy (i.e., angioedema) or hyperkalemia

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 t likelihood of never being initiated or switched to GDMT as outpatient
= Missing out on the teachable moment during hospitalizaticn

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



4. PATHWAY SUMMARY GRAPHIC

Trajectory Not
Check  improved/

{ongoing) m“‘“’,"
&>

Optimization Early post Transition to
phase discharge phase | chronic care

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

B 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
amrows), and key time points for review and revision of the long-term disease trajectory for the HF journey (compass signs).
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Recomendaciones para pacientes en Riesgo de ICy con Pre- IC

En riesgo para IC (Estadio A) Pre-IC (Estadio B)
Previniendo el Sindrome

Prevencién Primaria
e oot s o |

Paclentes con FEVI $ 30 %; >] aflo
de supervivencia; 240 d post M

Pacianten 0 rigo para K e ""'""'"""";.

Traducido y editado de: Heidenreich, P. A. et al. (2022). 2022 AHA/ACC/HFSA Guideline for Heart Failure. Circulation.
Imagen adaptada por #PuestaAlDiaEnCardiologia

TRATAMIENTO CRONICO




ICFEr

CARE-HF
COPERNICUS 3CD-HeFT

Val-HeFT HeartMate Il

RALES CHARM MADIT-CRT

CIBIS-2 EDHESUS SEMIORS PARADIGM-HF
SOLVD MERIT-HF COMPANION COMET SHIFT PIONEER-HF
vV-HeFT SAME ATLAS REMATCH ClIssi-HF RAFT
CONSENSLIS TRACE ELITE-II CORONA EMPHASIS DAPA-HF
US= Carvediiol ‘ ‘ .
| PARAGON-HF
Aldo-DHF
CHARM-P TOPCAT

SWEDIC PARAMOUNT

PEP-CHF
I-PRESERVED

ICFEp



Angiotensina | LCZ696
(Valsartan+Sacubitrilo)

/

Bloqueador L BQB57
Receptor AT+ -

Inhibidor ECA ——|ECA

A4
Angiotensina

Antagonista

Receptor FEGERIT Receptor 1 Inhibidor
mineralo- | g':t%rg.lgé Angiotensina |l Neprilisina
icoi g
corticoide |
Pro-ANP___ ANP Neprilisina  Fragmentos

Beta- __ Receptores /£ Pro-BNP ~ BNP > inactivos
bloqu eador Adrené rgiCO ,

s | Corcin QR Vasouera R o

Canales

lvabradina—| HCN
(corrientels)

Inhibicién de Vasodilatacion Diuresis
hipertrofia y
fibrosis

Rev Col Cardiol. 2018;25:344-52






PARADIGM " PIONEER

EVIDENCIA

ARNI

inhibidor de neprilisina
y del receptor de
angiotensina

The NEW ENGLAND

JOURNAL o MEDICINE

SEPTEMBER 11, 2014

Angiotensin—Neprilysin Inhibition versus Enalapril
in Heart Failure

I
El estudio incluyd a 8.442
pacientes con insuficiencia
cardiaca clase funcional zIl y
fraccidon de eyeccion <40%.
Los pacientes fueron asignados
de manera aleatoria a recibir
LCZ696 o enalapril
El estudio se interrumpid
precozmente, a los 27 meses de
seguimiento, dado que se
observé un beneficio
significativo a favor del LCZ696

L ORIGINAL ARTICLE I

Angiotensin—Neprilysin Inhibition
in Acute Decompensated Heart Failure

|. Velazquez, %, David A, Morrow L 1
2Vore, M.D,, M.H.5,, Car Duffy, 0.0, Andrew P, Ambrosy, M.O
\cCague, M.A., Ricarde Rocha, M.D., and E sgene Braunwald, M.D

Se incluyeron pacientes
internados por insuficiencia
cardiaca aguda
descompensada con fraccion
de eyeccion reducida (s40%),
una concentracion de NT
proBNP =1600 pg o0 una
concentracién de BNP =400 pg
presenta una mayor reduccion
en las concentraciones de NT
proBNP respecto a la terapia
con enalapril

o T el TN



CENTRAL ILLUSTRATIOMN: Effect of Sacubitril/Valsartan Compared With
Enalapril on Clinical, Mechanistic, and Quality-of-Life Dutcomes in Patients
With Heart Failure With Reduced Ejection Fraction

LW Sty o HF

C'-daath

s i PR

H‘-B ¥ l.r:ru:l L ratin

Docherty, ILF. et al. J Am Colf Cardiol HF. 2020:8(10):800-10.




A Primary End Point

1.0+
Hazard ratio, 0.80 (95% CI, 0.73-0.87)
& P<0.001
£ 06
=
& D34
i=
& g ;
g Enalapril
T 034
=
E 02 LCZ696
o
0.1
0.0 T T T T T T 1
1] 180 360 540 720 900 1080 1260
Days since Randomization
Mo. at Risk
LCZes6 4187 3922 3663 3018 2257 1544 B0 240
Enalapril 42127 3883 3579 2922 2123 1488 853 236

B Death from Cardiovascular Causes

1.0+
Hazard ratic, 0.80 (95% CI, 0.71-0.89)
' P<0.001
£ 06+
=
a8 054
E 0.4+
' 034
E Enalapril
E 02+
]
0.1+ LCZE96
0.0 T T T T T T 1
& 180 3ed 540 720 900 1080 1260
Days since Randomization
Mo, at Risk
LCZe96 4187 4056 3891 3282 473 1716 10065 280
Enalapril 4212 4051 3360 3231 2410 1728 594 279

C Hospitalization for Heart Failure

1.04
’ Hazard ratic, 0.79 (95% CI, 0.71-0.89)
1 P<0.001
£ 06
B
B 054
&
® 0,4
1 Enalapril
nalapri
E 024
L%
0.14 LCZ696
0.0+ T T - T T = | 1
o 180 360 540 720 900 1080 1260
Days since Randomization
Mo. at Risk
LCZ656 4187 35922 3663 3018 2257 1544  BGG 249
Enalapril 4212 3883 3579 2937 2123 1488 853 236

D Death from Any Cause

1.04
A Hazard ratie, 0.84 (95% Cl, 0.76-0.93)
i P=0.001
£ 064
=
__g 0.5+
o -
§ 04
1‘3 0.3+ Enalapril
E p2-
o LCZ696
0.1
0.0 T T o 5.2 B T 1
g 180 360 540 720 900 1080 1260
Days since Randomization
Mo. at Risk
LCZ696 4187 4056 3891 3282 2478 1716 1005 280
Enalapril 4212 4051 3860 3231 2410 1726 584 279
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PIONEER-HF [ =

Inicio de sac/val durante la hospitalizacién 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
Enalapril 25.39%

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

Mayor reduccion evidente desde la primera

semana

i
= =
1 !

o

&g

'El-l

o g
==
25 30
£a
B

B

(¥

Sacubitril-valsartan

I

oh

L=]
1

Insuficiencia
I 4+ Sin diferencias en eventos adversos:
X , 1 , : , , : ; empeoramiento de la funcién renal,
Baseline 1 2 3 4 5 [} 7 " " 4 i & o
C ar di aca i s hiperpotasemia, hipotension sintomdatica y
. B2KS SInCe Ka OMmIZatio q’ngigedemn'
Mo.at Eisk | de troponina T

Enalapril 394 359 351 350

Sacubitril-valsartan 397 355 363 365 | de hospitalizaciones por IC.
e Badjo porcentaje de pacientes con dosis optimas
Mi TOP de tratamiento al final del seguimiento.
Incluye pacientes sin IECA ni ARA II.

e |
=




Study Design

& PIONEERHF

N = 881 Hospitalized with ADHF (EF<40%)

Sacubitril/valsartan

Stabilized while still hospitalized

SBP 2100 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

Enalapril

Target: 97/103 mg twice daily IR Target: 10 mg twice daily

Evaluate

« NTproBNP

« Safety and tolerability
» Clinical outcomes

In-hospital initiation

Blinded Study Rx for 8 weeks

Velazquez et al. AHJ 2018;198:145-51
Velazquez et al. N Engl J Med 2019;380:539-548



PIONEER-HF

#AHA18 &% CARDIOLOGY

Trial description: Patients hospitalized with acute decompensated heart failure (ADHF) were randomized in a 1:1
fashion to either sacubitril/valsartan or enalapril. Patients were followed for 8 weeks.

RESULTS

* Primary endpoint, time-averaged reduction in NT-proBNP:
sacubitril/valsartan vs. enalapril: -46.7% vs. -25.3%, p < 0.001

* Worsening renal function: 13.6% vs. 14.7%, p > 0.05, symptomatic
hypotension: 15.0% vs. 12.7%, p > 0.05

* Rehospitalization for HF: 8.0% vs. 13.8%, p < 0.05

(p < 0.001)

=25 4

Yo

283 CONCLUSIONS
» Sacubitril/valsartan reduced NT-proBNP more than enalapril among
50 - -46.7 patients with ADHF; noted as early as 1 week after drug initiation
FrMnALY Snopolat » Although not powered for clinical endpoints, a reduction in
Sacabiil I Enaspri rehospitalization for HF was noted
valsartan {n=441)

(n = 440) Velazquez EJ, et al. N Engl J Med 2018;Nov 11:[Epub]



J * Decreased blood pressure
Decreased arterial stiffness

Vascularand | « improved endothelial function
haemo- * Decreased interstitial vs. intravascular volume
dynamic effects | * Decreased preload and afterioad
* increased haematocrit.
* Decreased sympathetic nervous system activity
* Decreased renin-angiotensin system activation
*  Reduced intraglomerular pressure.
RE“E' *  Increase in natriuresis, diuresis and uricosuria
* Decreased albuminuria.
E effects =  Decreased renal oxidative stress
MECha nisms = Preservation of renal function.
* Increased erythr et
G I I 2 and effects o oo s
n'f SGI-TZ * Decreased myocardial hypertrophy and fibrosis
. s * Reverse cardiac remodeling
o inhibitors
Inhibidor de cotransportador de Na 0 Cardiac *  Improved myocardial energetics.
. effects = Decreased myocardial oxidative stress
lucosa tipo 2 * Inhibition of Na*/H" exchanger
= Decreased epicardial fat accumulation
Efectos en los diferentes
organos * Weight loss
" * Decreased total body and visceral adiposity
M’Etﬂbﬂ]lc * increased insulin sensitivity.
effects * Increased muscle free fatty acid uptake
J * Decreased uric acid levels

El cotransportador ubicado en tubulo controneado -
proximal que reabsorve el 90 % de la glucosa excretada,
acoplado a la reabsorcion de sodio

Decreased liver steatosis and hepatocellular injury.
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DAPA-HF

con
dapaglifozina en
paciente con IC
con FEVI <40%,
redujo la
insuficiencia
cardiaca (10%
versus 13%; HR

SG LAT2 SRS 999%6:.0:99;

LOREM IPSUM DOLOR 0.83)yla
SIT AMET, CONSTER N SNGET

ARSEE [ NNNG Bl S .
cardiovascular

02

EMPEROR-
Preserved

con empagliflozina
en pacientes con
FEVI >40%, redujo
las internaciones

por IC (8.5% versus
11.8%; HR 0.71; IC

95% 0.60 0.83) pero

no la muerte

cardiovascular

03
DELIVER

solo el 3,9% tenian una fey <45%

demostré beneficio
en el tratamiento de
pacientes con
insuficiencia cardiaca
con FEy >40%,
demostré un efecto
de clase de los iISGLT2
en todos los fenotipos
de insuficiencia
cardiach,
predominantemente
a expensas de
reduccion de
internaciones por ic

®



NUMEROS

DAPA HF

ICM: 28KG/M2

CF Il: 67%
CF Ill: 32%
CFIV: 1%

76%

SEXO MASCULINO

1428-1466 PG/ML

NT
proBNP

70%

RAZA BLANCA



iISLGT2 e Insuficiencia Cardiaca

— 8

ANTECEDENTES Antecedent ,  DAPA-HF DAPA-HF

Primer estudio en demostrar el efecto beneficioso de los
iSLGT2 en pacientes con IC.

26% reduccion del end-point primario
(IC 95% 0.65-0.85; p<0.001) (21.2% vs 16.3%)
= NNT 21 — BENEFICIO EN EL PRIMER MES
*  Otros efectos positivos:
* 30% | empeoramiento de la IC
* 18% |mortalidad CV
* 17% | mortalidad por todas las causas
*  Mejoria de la calidad de vida

> 36000 pacientes con diabetes
10-15% con diagnéstico de IC
Seguimiento 2-5 afos
Tto con iSLGT2 reduccion del riesgo de internaciones por IC
entre el 25-35%
Previenen el desarrollo de IC en pacientes de alto riesgo
cardiovascular (Empaglifozing, canaglifozina y
dapaglifozina)
El beneficio en mortalidad es en pacientes con ICFEr

* DECLARE-TIMI 58: IC evaluada; pre randomizacion

* CANVAS: IC IC desarrollada: post randomizacién * Menos del 5% de suspensién
No previenen infartos - * Baja tasa de los efectos adversos conocidos.
DAPA'H F DeS I g n = 4to studio que tiene mds efectos adversos el placebo que los
4,744 patients 20 countries I5LGT2 _ &
i g o CV Death/HF hospitalization/Urgent HF visit
I - %1 HR0.74 (0.65, 0.85)
_ 1 ! Event-driven _ 24 p=0.00001
Inclusion: 1 1 > ® NNT=21 Placebo
* NYHA class II-IV : : N=2371 Placebo 2844 Primary endpoints 8 Q- e
* LVEF =40% ” I Composite of: £ _
* NT-proBNP 2600 pg/ml* i « CV death 8 &1 e
Exclusion: ! Dapaglifiozin * HF hospitalization if o P ___,-~""ﬂ" Dapaglifiozin
« eGFR <30 ml/min/1.73 m? : N=2373 10 mg once daily - Urgent HF visit - LA
+ SBP <95 mmHg i : 4 T 4 T + ] Z ®1 st
* type 1 diabetes 1 1 1 1 1 3 " o~
I 1 1 1 1 i
Visit 1 Visit2 Visit3 Visit 4 Visit 5 Visit 6 etc. o 3 ; 4 12 15 8 21 24
Months since Randomization
Number at Risk
Day -14  Day0 Day14 Day60 Day120 Every120days [ 770 28 55 00 ©F W% 0% 8 o

*2400 pg/ml if HF hospitalization within €12 months; 2900 pg/ml if atrial fibrillation/flutter



Primary outcome and components of primary outcome

Secondary outcomes

Worsening
HF* or CV
death

Jul®

26% RRR
p<0.001

16.1% vs 20.9%
HR =0.75 (0.65-0.85)

HHF or
CV death

Lo

25% RRR

p<0.001
16.1% vs 20.9%
HR = 0.75 (0.65-0.85)

CV death

30% RRR 18% RRR
NR' NR'
9.7%vs13.4% 9.6% vs 11.5%
HR = 0.70 (0.59-0.83) HR = 0.82 (0.55-0.83)

HHF

i
i
H
i
i
i
4
i

Primary outcome and components of primary outcome Secondary outcomes

HFF or CV
death

Jul®

25% RRR

p<0.001
19.4% vs 24.7%
R = 0.75 (0.65-0.86)

First and
recurrent HFF

® @ U2

30% RRR

p<0.001

338ws 553
HR =0.75 (0.65-0.88)

CV death Renal Event

S

EMPEROR

HEAFT FARLLRE STU

HHF
L ]
Y.
e
31% RRR

13.2% vs 18.3%
HR = 0.69 (0.59-0.81)

8% RRR

10% vs 10.8%
HR =092 (0.75-1.12)

L73mi/min/1.73m?
p<0.001

-0.55vs-2.28

Total HHF and
CV death
events

£

25% RRR 17% RRR

.',
p<0.001 NR
567 vs 742 11.6% vs 13.9%
MR = 0.75 (0.65-0.88) HR = 0.83 (0.71-0.97)

Prespecific analyses
Renal Event
chronic dialysis or renal

transplantation or a profound,

sustained reduction in the
estimated GFR)

GOy £

1.6% vs 3.1% 13.4% vs 14.2%
HR =0.50(0.32-0.77) HR=0.52(0.77-1.10)

Total
Death
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CRITERIOS INCLUSION:
* 218 afios
* FEVI>40%
= NYHA II-IV

*  NT-proBMP > 300 (> 900 pg/mL si FA)

M = 5.988 pacientes
Mediana de seguimiento: 26,2 meses

EMPAGLIFLOZINA 10 mg/24h vs PLACEBO

EMD POINT 12; Muerte CV u hospitalizacian por IC

EMPEROR-PRESERVED

EMPAGLIFLOZINA: primer farmaco con datos positivos
en IC con FEVI preservada con/sin DM.

e B lasacd ratio, 0.79 [95% €1, 0.69-0.90)

90 0 Pafi 00] Placebo
o | NNT 31 |
70 Empagifiazin

104

' RR 21%

9 |.l1 I:!i lll- EII 114 II? ].ﬂ 13 !:5

=
i
-]

Cumitative Mecidence ()
¥ ¥

0=
20+
¢ T T T Y T T T T - T y J
o 3 13 L] 12 1% i3 21 24 27 1] 1] 11
Months since Randomization
Mo, at Risk
Placeba 991 I3BE  I7BE& 2706 2627  14n4 2066 1E11 1534 1173 961 681 400
Empaglifiogin 997 1928 XB4d  ITED 270 7491 TEM IESE 0 I5TE 13R G00S e a7

END POINT 1% Muerte CV u hospitalizacion por IC

Objetive primario: Se produjo en el 13,8% del grupe de empaglifiozina y
17,1% on el grupo de placebo. El NNT fue de 31 pacientes, generando
empaglifiozina una reduccién del riesgo relative del 21% fundamentalmente
a expensas de una reduccién en ol n® de hospitalizaciones por IC (RRR 27%) .




En términos del objetivo Frimario, el
tratamiento con dapagliflozina se asocié
a una reduccién significativa del
combinado de muerte CVy
hospitalizacion por IC, en relacion al
placebo p.0008. NNT=32).

En el subgrupo de tratamiento con
dapagliflozina una reduccion
estadisticamente significativa de las
hospitalizaciones por IC (HR 0.79 [IC95%
0.69-0.91]; p=0.001).

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

A Primary Outcome

30—
Hazard ratio, 0.82 (95% CI, 0.73-0.52)
Peei)

100+ 25 WD Placebo

50 204 o
= 804 T
& 15 — Dapaglifiozin
a 70 —
g i =

" 0
£ 604 B
£ 5o P
@ -
B 40 |7
= 3 T T T T T T T T T
E 304 O 90 130 270 360 450 540 630 720 310 900 9%0 1080
3 ——
v a4 e ——

—
104 —
e
- T T T T T T T
0 a0 130 270 360 450 G540 630 720 310 900 990 10D
Days since Randomization
Mo. at Risk

Placebo

3132 3007 2896 2793 1710 2608 2318 2080 1923 1554 1140 772 383

Dapagiifiozin 3131 3040 2943 825 ZE07 2716 2401 2147 19827 1603 1181 801 339

B Worsening Heart Failure Event

100+
50+
B0+
70-
B0
50+
40
304

Cumulative Incidence [3)

20+
104

0L

a

Mo, at Risk
Placebo

0

Hazard ratio, 0.7% (35% C1, 0.65-0.91)

Flacebo

i Dapagliflozin

[ T T T T T T T T T J
0 90 180 270 360 450 540 &30 720 BI0 900 990 1080

e

—

an

3132 3007

T T T T T T T T 1
180 270 360 450 540 630 720 B10 900 990 1080

Days since Randomization

2896 2799 I710 2508 2318 2080 1973 1554 1140 772 333

Dapaglifiozin 3131 3040 2949 2885 ZRO7 2716 2401 2147 1982 1803 1181 801 389

€ Death frem Cardiovascular Causes

30 iz = s
Hazard ratio, 0,88 (95% CI, 0.74-1.05)
100+ 25+
504 20
- B0
& 154
g 70 Placebo
I - 10+ _"_"__‘“____-—
£ s 5 ______,__---—'” Dapaglifiozin
2
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g = T—T—T—T— 11—
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o 50 180 270 360 450 540 630 720 E10 900 990 1080
Days since Randomization
Mo. at Risk

Placebo 3132 3096
Dapaglifiozin 3131 3091

3054 3008 2957 28721 2570 2314 2157 1759 1306 910 451
3046 3006 2960 2892 2584 2339 2171 1775 1312 903 44l

D Death from Any Cause

100
S0+
&0

Cumulative Incidence (3]

Mo. at Risk
Flacebo

0

Hazard ratio, 0.94 (955 C1, 0.83-1.07)
Placebe
>l Dapaglifiozin
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-
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0 80 180 270 360 450 540 630 720 810 900 990 1080

T
a0

3132 3097 3058 3012 2962

T T T T T T T T T 1
180 270 360 450 540 630 720 810 900 990 1080

Days since Randomization

2877 2575 2319 2161 1762 1309 910 451

Dapaglifiozin 3131 3093 3048 3009 2562 2895 2587 2342 2174 1778 1314 905 443
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Pacientes con FE basal < 30%
16

Antagonistas de la Aldosterona en el L
tratamiento de la IC i
Estudio RALES 135% Mortalidad . P50y |0 Co195%. 050030
IC severa, FE < 35% ' 35 % InsufCardiaca 1T T

ANTAGONISTAS DE LA o
ALDOSTERONA

Estudio EPHESUS | 25% Mortalidad °
Post IAM, FE < 40% " | 33% msufCardiaca

Placebo — Eplerznona

NEJM 1999;341:702

NEIM 2003;348:1309

neidencia acumulada (%)

Estudio EMPHASIS .| 24% Mortalidad
ESPIRONOLACTONA IC leve, FE < 35% | 42% TnsufCardiaca

NEJM 2011;364:11

T T
0D 3 & 90 12 15 18 1 24 F 30
Meses desde la aleaterizacidn

Placeba Eplerenona

Primary Endpoints:
CV death or HF hospitalization

Primsary endpoint und May 25 2040 Primary emndpoint untd March 185, 2011

R Cf] = 153 J.44, 0.74] 7= 50501 w HREOSS% N = 0,06 [0.57, 0.77] P < d6ed1 2 3 Esplromnolecho na
] . +iratamiento Fabitiesd
Placeno 192 (26.5%) : Reduccitn Rlesge 305
s e 85% Cl (18%40%)

i P<0.001
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o
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e
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activacion sostenida del sistema nervioso
adrenergico por antagonismo competitivo en
uno o mas receptoors adrenergicos (alfa 1, 6§ 9 12 15 18 21
Betaly Beta2) o T
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BETA BLOQUEANTES
Estudio Comet

CARVEDILOL
METROPROLOL

=t N EINIET

Estudio comparativo entre dos BB

La administracion de carvedilol, comparado con
metoprolol,demostro reducir el riesgo de muerte(17%)
Sin embargo, debe destacarse, que se utilizo metoprolol
de accion corta(tartrato), y no succinato de metoprolol de
accion prolongada, el cual habia demostrado efectividad
para reducir mortalidad en el estudio MERIT-HF.

La dosis tope de metoprolol fue la mitad de la usada en el
MERIT-HF

Este estudio sobre 14.000 pacientes confirma que el bloqueo B1, B2y alfa 1 con
carvedilol es superior al de un B1 selectivo convencional
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Recomendaciones para pacientes con FEVI
preservada oo G-

Heart
16/1 0116 1/C1R.0000000000001063

Associmtion

A/A FSA CLINI BACTI LIN

2022 AHA/ACC/HFSA Guideline for the Management of
Heart Failure: A Report of the American College of

Tratamiento para ICFE p Cardiology/American Heart Association Joint Committee

on Clinical Practice Guidelines

IC sintomatica con FEVI 250%

NOTA: *El mayor beneficio se da en pacientes con FEVI cercana al 50%

Traducido y editado de: Heidenreich, P. A. et al. (2022). 2022 AHA/ACC/HFSA Guideline for Heart Failure. Circulation.
Imagen adaptada por #PuestaAlDiaEnCardiologia



Consider Additional Therapies Once GDMT Optimized

NYHA lI-lil: HFrEF: NSR:

heart rate 270 bpm; on . Ivabradine
maximally tolerated beta (1a)
blocker

NYHA II-IV;

TERAPIAS | o | S
ADICIONALES it el

—#  Symptomatic HFfEF —» ﬂg}h
- HF NYHA II-IV - ";:;‘
Patients with HF with
— 7| hyperkalemia while taking —» mﬂh}m
RAASI




Terapias Médicas Adicionales (de segunda linea) después de Optimizar el TMAG

En pacientes con IC En pacientes con IC En pacientes con IC e
En pacientes con FEVI s35% En pacientes con FEVI Sitorniticn s ks TMAG Y
2 70 Ipm en reposo y que diuréticos IV; niveles de PN m"""':mmﬂ Dosis: 1 gramo diario de WEQ/L) misntres Soman
esté con dosis maximas elevados. TMAG n-3PUFA (850-830 mg de inhibidores del SRAA
toleradas de Dosis inicial: 2.5 mg diario ' EEAY Orty Ean
Betabloqueadores. SR PCe e S Medicaciones:
Dosis inicial: 5mgx 2 :
Dosis objetivo: 7.5 mgx 2 titular para lograr una

concentrackon sérica de

0.5- <0.9 ng/mi

Abrdaturas: DHA snalica Soado doconersenois; EPA, kido ecmapentasenosin, TRIAS, © terapia meddica svalada por gulad; IC, iInsuficiencla
cardiacs; HIC, Hoapitalizackin g imufcenaia cardiacs [ FC, frecuencia cordiaca, IV, introsenoia;, FEVA © fracoidn de eyeocidn del venirioulo inguisrda; e -
PR, phptidon ratriendticoy; BEN | ritro gt nocemal; NYHA, Clide fundional definida pos L New' Yook Meart Auociation; AGM , Soidoy grawos o 148 i 3o 0 e i
pofenustursdos | (UL nhibdlone del Untema renona sngeotenune sldovternona

2022 AHA/ACC/HFSA Guideline for the M: of

Heart Failure: A Report of the American College of
Cardiology/A ican Heart A iation Joint C
on Clinical Practice Guidelines




A Primary Outcome B Death from Cardiovascular Causes
0.559 Hazard ratio, 0.90 (35% CI, 0.82-0,58) 0.55- Hazard ratio, 0,92 (953 CI, 0.81-1.06)
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AHAJACC/HFSA CLINICAL PRACTICE GUIDELINE

2022 AHA/ACC/HFSA Guideline for the Management of
Heart Failure: A Report of the American College of

‘ Cardiology/American Heart Association Joint Committee
on Clinical Practice Guidelines

Recomendaciones para pacientes con FEVI
ligeramente reducida

Pacientes con ICFE-mej

m RECOMMENDATIONS

1. En pacientes con IC con FEVI
mejorada despues de un dptimo
manejo, la TMAG deberia
continuarse para prevenir recaldas
de IC y disfuncidn del VI, incluso en
aquellos pacientes que pudieran
estar asintomaticos. (1)

Tratamiento para la ICFE- Lr

IC sintomatica con FEVI entre 41-49%

Traducido y editado de: Heidenreich, P. A. et al. (2022). 2022 AHA/ACC/HFSA Guideline for Heart Failure. Circulation.



Recommendations for the use of short-term mechanical
circulatory support in patients with cardiogenic shock

Recommendations Class® Level”

Short-term MCS should be considered in
patients with cardiogenic shock as a BTR, BTD,
BTB. Further indications include treatment of
the cause of cardiogenic shock or long-term
MCS or transplantation.

IABP may be considered in patients with cardio-
genic shock as a BTR, BTD, BTB, including treat-
ment of the cause of cardiogenic shock (i.e.
mechanical complication of acute Ml) or long-

450

term MCS or transplantation.
IABP is not routinely recommended in post-M| B
cardiogenic shock.”™ % |

BTB =bridge to bridge; BTD =bridge to decision; BTR =bridge to recovery;
IABP = intra-aortic balloon pump; MCS = mechanical circulatory support; Mi=
myocardial infarction.

*Class of recommendation.

“Level of evidence.

SESC 2021
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MENSAJES FINALES DE LAS GUIAS AHA
2022

Diagnostico Tratamiento
EN QUE PENSAR ?
FEVI LIGERAMENTE REDUCIDA El sacubritilo/ valsartan
41-49% ) C indicacion 1A )

C LOS 4 PILARES DEL TO: BB, SGLT2, ARM Y ARNI )

( DISNEA + SOSPECHA DE IC. El ler paso )
es el Pro Bnp

MENOR CALIDAD DE USO DE BB EN Fey )
ligeramente reducida

C Estadiosdel AaD ) C iSGLT2 en todas las IC mas alla de su fey )
(ESTUDIO DELIVER)

BENEFICIOS EN MORTALIDAD Y

REHOSPITALIZACIONES







