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Némero: CAS 149709-62-6
Sacubitrilo-Valsartan Cédigo ATC: C09DX04
PubChem: 9811834
Nombre técnico: LCZ696
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Sacubitril-Valsartan
PEPTIDOS VASOACTIVOS .

Sacubitril
(pro-droga)

Estimula Sacubitrilat
(NEP inhibidor)

Vasodilatacion:

\V Presién Arterial

\V Tono simpatico

WV Niveles de aldosterona
WV Fibrosis

\7 Hipertrofia

N Natriuresis/Diuresis

Ny—NH

*Neprilysin substrates listed in order of relative affinity for NEP: ANP, CNP, Ang Il, Ang I, adrenomedullin, substance P, bradykinin, endothelin-1, BNP

Ang: angiotensin; ANP: atrial natriuretic peptide; AT,: angiotensin Il type 1; BNP: B-type natriuretic peptide; CNP: C-type natriuretic peptide; NEP: neprilysin; RAAS: renin-angiotensin-
aldosterone system

Levin et al. N Engl J Med 1998;339:321-8; Nathisuwan & Talbert. Pharmacotherapy 2002;22:27-42; Schrier & Abraham. N Engl J Med 2009;341:577-85; Langenickel & Dole. Drug Discov
Today: Ther Strateg 2012,9:e131-9; Feng et al. Tetrahedron Letters 2012;53:275-6
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Angiotensinogen
(secrecién hepatica)

Q AT, receptor

Inhibe:
Vasoconstricton

N Presion Arterial

A Tono simpatico

N Niveles de Aldostrona
N Fibrosis

A Hipertrofia

AN Natriuresis/Diuresis




1990s 2009 2014

NEPi LCZ696 (ARNI)
NEP inhibition alone fails to LCZ696 (ARNI) PARADIGM-HF study LCZ696 was
demonstrate efficacy in patients with Phase Ill PARADIGM-HF (HFrEF) superior to enalapril in reducing the
1981 chronic HF, mainly due to the initiated>® risks of death and HF hospitalization
Discovery of ‘promiscuity’ of NEP towards other in patients with HFrEF®
ANP! substrates such as Ang II3

1988 2002
NEP identified as the Omapatrilat (NEPi+ACEI)
primary enzyme Combined NEP and ACE inhibition with
responsible for degrading omapatrilat indicates trends towards
ANP? efficacy in chronic HF, but raises significant

safety concerns®*

ACE: angiotensin-converting enzyme; ACEI: angiotensin-converting-enzyme inhibitor; Ang: angiotensin; ANP: atrial natriuretic peptide; ARNI: angiotensin receptor neprilysin inhibitor; AT,R: angiotensin Il
type 1 receptor; HF: heart failure; HFpEF: heart failure with preserved ejection fraction; HFrEF: heart failure with reduced ejection fraction; NEP: neprilysin; NEPI: neprilysin inhibition; NP: natriuretic
peptide; NT-proBNP: N-terminal pro-B-type natriuretic peptide; PARADIGM-HF: Prospective comparison of ARNI with ACEI to Determine Impact on Global Mortality and morbidity in Heart Failure

1. de Bold et al. Life Sci 1981,28:89-94; 2. Sonnenberg et al. Peptides 1988;9:173-80; 3. Von Lueder et al. Pharmacol Ther 2014,;144:41-9; 4. Packer et al. Circulation 2002;106:920-6; 5. McMurray et al.
Eur J Heart Fail 2013;15:1062-73; 6. McMurray et al. N Engl J Med 2014;371:993-1004




Hipocrates de Cos, griego,
Cos 460 a. C.-Tesaliac. 370 a

CORPUS HIPOCRATICO (Cuerpo Hipocratico), con gran
experiencia y utilizando su sentido comun, ha dejado una
detallada descripcion de los signos y sintomas de la IC,
distinguiendo la acumulacion de liquido, el edema, la
ascitis llamandola “1a hidropesia”, a la cual se referia
diciendo: “Los musculos se convierten en agua. El
abdomen se llena de agua. Los pies y las piernas se
hinchan, y los hombros y las claviculas se derriten.”,
constituyendo una descripcion de la anasarca y la

ﬁ%%é@seafgm%‘a los estertores o rales como sigue:

“Cuando el oido se lleva al pecho y se escucha por
algun tiempo, puede ser escuchado que hierven en el
interior como un punto de ebullicion de vinagre”.
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A C.C O UN1
FOXGLOVE,
Some of its Medical Ufes :

FRACTICAL REMARKS ON DROPSY

AND OTHER DISEASES

WILLIAM WITHERING, M
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Si bien las hojas de digital purpurea (Digitalis purpurea) se empleaban desde el ano 500 D.C., fue el Dr.
William Whitering, de Inglaterra, quien investigd sus propiedades y en 1785 escribié un libro que ingreso
entre los clasicos de la historia de la medicina: An account of the foxglove and some of its medical uses,

with practical remarks on dropsy and other diseases.




@ESC

European Society
of Cardiology

@ Hydralazine and isosorbide dinitrate (H-ISDN)

@ Angiotensin-converting-enzyme inhibitor (ACEI)
@ Mineralocorticoid receptor antagonist (MRA)

@ Beta-blocker
@ Digoxin
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@ESC

European Society
of Cardiology
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* Survival rate among patients with a discharge diagnosis of HF in the USA was slightly higher among patients with HFpEF than those with HFrEF
between 1987-2001"

—  respective mortality rates were 29% and 32% at 1 year and 65% and 68% at 5 years

1.0
- — HFrEF (LVEF <50%) .
0.8 . V)
— HFpEF (LVEF 250%) MoOrtalidad: 60%
jg 0.6 7
2
B 0.4-
0.2 7
p=0.03
0 I I I I 1
0 1 2 3 4 5

Year

* HFpEF is associated with significant morbidity and mortality, despite having a slightly higher survival rate compared with HFrEF*>

HF: heart failure; HFpEF: heart failure with preserved ejection fraction; HFrEF: heart failure with reduced ejection
fraction; LVEF: left ventricular ejection fraction; USA: United States of America

1. Owan et al. N Engl ] Med 2006,355:251-9; 2. Blanche et al. Swiss Med Wkly 2010,;140:66—-72;
3. Meta-analysis Global Group in Chronic Heart Failure (MAGGIC). Eur Heart J 2012;33:1750-7




TRATADO DE
CARDIOLOGIA

Insuficiencia Cardiaca: es|a incapacidad del corazdén

de bombear sangre a volumenes adecuados para mantener el
metabolismo de los tejidos periféricos o si lo hace es a expensas
de un aumento de las presiones intra camara tras una serie de

mecanismos neurohumorales.

Braunwald. modificado
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SINTOMAS Y SIGNQOS DE IC
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NEUROHUMORAL

SISTEMA NERVIOSO SIMPATICO

a;, By, B, (. Adrenalina
receptors Noradrenalina

Vasoconstriction

A Actividad SRAA

A Vasopresina
Frecuencia Cardiaca
Contractilidad

SISTEMA DEL PEPTIDO NATRIURETICC

VASODILATACION

Presién arterial
Tono simpatico
triuresis/diuresis
Vas i
V¥ Aldosterona
V¥ Fibrosis
Wb

Hipertrofia

2>

MA RENINA-ANGIOTENSINA -ALDOSTERON

Receptores (. Angiotnesina Il
AT1

VASOCONTRICCION

A Presion arterial
A Tono simpatico
A Aldosterona
A Hipertrofia
Fibrosis

p’t, et al. N Engl J Med 1998;339:321-8.

fathisuwan and Talbert. Pharmacotherapy. 2002;22:27-42.
3. Schrier and Abraham. N Engl J Med. 1999;341:577-85.

4. Langenickel TH, Dole WP. Drug Discov Today: Ther Strateg.
2012;9:e131-9.

5. Feng et al. Tetrahedron Letters. 2012;53:275-6.




PARADIGM-HEF: el estudio geograficamente diverso en pacientes con HFrEF

* 8,442 pacientes fueron randomizados en 985 sitios, en 47 paises’?
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ACEl: angiotensin-converting-enzyme inhibitor; ARNI: angiotensin receptor neprilysin inhibitor; HFrEF: heart failure with reduced ejection fraction; PARADIGM-HF: Prospective comparison of ARNI with ACEI to
Determine Impact on Global Mortality and morbidity in Heart Failure

1. McMurray et al. Eur J Heart Fail 2014,16:817-25, 2. McMurray et al. Eur J Heart Fail 2013,;15:1062—73

Dominican
Guatemala

Panama i -
Colompia

Ecuador




PARADIGM-HF : diseno del estudio

Criterios de Inclusion:

e IC crénica NYHA CF II-IV con FSVI < 40%

* BNP (o NT- ProBNP) niveles:
>150 (or 2600 pg/ml)
>100 (or 2400 pg/mL)
* Hospitalizacion por IC FE_ dentro de los ultimos 12 meses.
e Mais de 4 semanas de tratamiento estable con IECA /ARA I1/BB/Aldosterona

*The ejection fraction entry criteria was lowered to <35% in a protocol amendment; #Dosage equivalent to enalapril 210 mg/day

ACEl: angiotensin-converting enzyme inhibitor; ARB: angiotensin receptor blocker; ARNI: angiotensin receptor neprilysin inhibitor; BNP: B-type natriuretic peptide; FC: functional class; HF: heart failure;
HFrEF: heart failure with reduced ejection fraction; LVEF: left ventricular ejection fraction; NT-proBNP: N-terminal pro-B-type natriuretic peptide; NYHA: New York Heart Association; PARADIGM-HF:
Prospective comparison of ARNI with ACEIl to Determine Impact on Global Mortality and morbidity in Heart Failure

McMurray et al. Eur J Heart Fail. 2013;15:1062—7




PARADIGM-HEF : disefio del estudio

Randomization
n=8,442 Perlodf) a
Doble ciego

Periodo de ciego

simple
Sacubitril Valsartan 200 mg
Enalapril Sac-Valsart Sac-Valsart :
10 mg BID* 100 mg BID* 200 mg BID
Enalapril 10 mg
: 2 semanas ] :1—2 semanas ] :2—4semanas o ]

27 meses de tratamiento

On top of standard HFrEF therapy (excluding ACEls and ARBs)

“Enalapril 5 mg BID (10 mg TDD) for 1-2 weeks followed by enalapril 10 mg BID (20 mg TDD) as an optional starting run-in dose for those patients who are treated with ARBs or with a low dose of
ACEI; 200 mg TDD; 400 mg TDD;, #20 mg TDD

ACEI: angiotensin-converting-enzyme inhibitor; ARB: angiotensin receptor blocker; ARNI: angiotensin receptor neprilysin inhibitor; BID: twice daily; HFrEF: heart failure with reduced ejection fraction;
PARADIGM-HF: Prospective comparison of ARNI with ACEl to Determine Impact on Global Mortality and morbidity in Heart Failure; TDD: total daily dose

McMurray et al. Eur J Heart Fail. 2013;15:1062—-73; McMurray et al. Eur J Heart Fail 2014,;16:817-25; McMurray et al. N Engl J Med 2014,;371:993—1004




PARADIGM-HF

Objetivo Primario: causas de Muerte CV o primera hospitalizacion por IC

‘ Sacuv-Valsart @ Enalapril

1.0
7
0.6 Hazard ratio = 0.80
2 ' (95% Cl: 0.73-0.87)
= p<0.001
3 FP 20%
S 04
()]
=
IS
S
g 0.2
O
0 % : : : : i |
0 180 360 540 720 900 1,080 1,260
No. at risk Dias desde la randomizacidn
Sacuvit-vals 4,187 3,922 3,663 3,018 2,257 1,544 896 249
Enalapril 4212 3,883 3,579 2,922 2,123 1,488 853 236

Cl: confidence interval; CV: cardiovascular; HF: heart failure
McMurray et al. N Engl Med 2014;371:993—-1004.




PARADIGM-HF

Muerte causa CV

‘ Sacuv-Valsart @ Enalapril

1.0
Z
0.6 Hazard ratio = 0.80
2 ' (95% Cl: 0.71-0.89)
= p<0.001
: FP 20%
S 04
(]
=
T
E
E 02
O
0 f f f f f f |
0 180 360 540 720 900 1,080 1,260
No. at risk Days since randomization
Entresto® 4,187 4,056 3,891 3,282 2,478 1,716 1,005 280
Enalapril 4,212 4,051 3,860 3,231 2,410 1,726 994 279

Cl: confidence interval; CV: cardiovascular; HF: heart failure
McMurray et al N anl Med 2014-371:993-1004




PARADIGM-HF

Primera hospitalizacion por IC

‘ Sacuv-Valsart @ Enalapril

1.0
7z
0.6 Hazard ratio = 0.79
2 ' (95% Cl: 0.71-0.89)
= p<0.001
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0 180 360 540 720 900 1,080 1,260
No. at risk Dias desde la randomizacién
Sacuvit-vals 4,187 3,922 3,663 3,018 2 257 1,544 896 249
Enalapril 4212 3,883 3,579 2,922 2,123 1,488 853 236

Cl: confidence interval; CV: cardiovascular; HF: heart failure
McMurray et al. N Engl Med 2014,;371:993—1004.




PARADIGM-HF

Muerte por cualquier causa
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0 180 360 540 720 900 1,080 1,260
Dias desde la randomizacion
4,187 4,056 3,891 3,282 2,478 1,716 1,005 280
4212 4,051 3,860 3,231 2,410 1,726 994 279

McMurray et al. N Engl Med 2014,371:993—-1004.




PARADIGM-HF

Eventos de seguridad definidos prospectivamente

Eventos (%)

Sacuvit-valsart

(n=4,187)

Enalapril
(n=4,212)

Hypotension
Sintomaticos

Sintomaticos con PA <90 mmHg

Elevacion de la creatinine sérica

>2.5 mg/dL

>3.0 mg/dL
Elevacion potasio sérico

>5.5 mmol/L

>6.0 mmol/L

T6s

Angioedema (adjudicated by a blinded expert committee)

Sin treatamiento o uso de antihistaminicos solamente
Catecolaminas o glucocorticoides sin hospitalizacidon
Hospitalizados sin compromiso de vias aéreas

Compromiso de vias aéreas

AE: adverse events; SBP: systolic blood pressure; McMurray et al. N Engl J Med 2014;371:993—-1004

588 (14.0)
112 (2.7)

139 (3.3)
63 (1.5)

674 (16.1)
181 (4.3)
474 (11.3)

10 (0.2)

6(0.1)

3(0.1)
0

388(9.2)
59 (1.4)

188 (4.5)
83 (2.0)

727 (17.3)
236 (5.6)
601 (14.3)

5(0.1)

4(0.1)

1 (<0.1)
0

* Fewer patients in the Entresto® group than in the enalapril group stopped their study medication because of an AE (10.7 vs 12.3%, p=0.03)




PARADIGM-HF

Eventos adversos que llevaron a la discontinuacién del @ sacuv-vaisart @ Enalapril

* Fewer patients in the Entresto® group than in the enalapril group discontinued study drug due to an adverse event (10.7 vs 12.3%; p=0.03)

‘ Sacuv-Valsart . Enalapril

15

p=0.03
12.3

Patients who discontinued study drug (%)

Any adverse event Hypotension Renal impairment Hyperkalaemia

McMurray et al. N Engl J Med 2014,;371:993-1004




Guia ESC 2021 sobre el diagnoéstico y tratamiento de la insuficiencia
cardiaca aguda y cronica

Grupo de Trabajo de la Sociedad Europea de Cardiologia (ESC) de diagnostico y tratamiento de la
insuficiencia cardiaca aguda y cronica

Desarrollada con la colaboracion especial de la Heart Failure Association (HFA) de la ESC

Rev Esp Cardiol. 2022;75(6):523.e1—
523.e114

Tratamiento de la IC-FEr

Para reducir la mortalidad — para todos los pacientes

D D
|

Para reducir las hospitalizaciones/mortalidad por IC — para pacientes seleccionados

Sobrecarga de volumen

Diuréticos

RS con BRI = 150 ms RS con BRI 130-149 ms o no BRI = 150 ms
TRC-MP/D ‘ { ‘TRC-MP/D )
Etiologia isquémica Etiologia no isquémica
DAI DAl J]
Fibrilacion auricular

Nm we ) s )

atrtica mitral Frecuencia cardiaca en Raza negra _ Intolerancia a IECAINRA
i RS>70Ipm ‘

Para pacientes seleccionados con IC avanzada

Trasplante cardiaco “

Para reducir las hospitalizaciones por IC y mejorar la calidad de vida — para todos los pacientes

Rehabilitacion con ejercicio fisico

Abordaje multidisciplinario de la enfermedad

@Esc—




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

Management of patients with HFmrEF

¢ ¢ f v v

ﬂtzi';"'zt'::i‘:n [E);'?fg';:f'l‘;zz'i"; ACEI/ARNI/ARB MRA Beta-blocker
(Class ) (Class ) (Class 1lb) (Class lib) (Class lb)

\ @ESC

Definition of heart failure with reduced ejection fraction, mildly reduced ejection fraction, and preserved
ejection fraction

Type of HF HFrEF HFmrEF HFpEF
Criteria 1 Symptoms £ signs® | Symptoms = signs® Symptoms = signs®
2 LVEF <40% LVEF 41-49%° LVEF >50%
3 - - Objective evidence of cardiac structural and/or functional abnormalities consistent with
the presence of LV diastolic dysfunction/raised LV filling pressures, including raised
natriuretic peptides®

European Heart Journal (2023) 00, 1-13




Angiotensin—Neprilysin Inhibition in Heart Failure
with Preserved Ejection Fraction

PARAGON-HF

A Total Hospitalizations for Heart Failure and Death from Cardiovascular Causes
55+
. RR, 0.87 (0.75-1.01)
45+ .
100 404 Valsartan p: 0,059
35
) 904 30
£ 804 25— Sacubitril-valsartan
ag oo
2.2 60- 1o Valsartan
S8 50| 5o
g8 40 0 T T T I
S~ ' 0 1 2 3 4
c 8§ 304 Sacubitril-valsartan
[
o 204
= 10
0- T T T |
0 1 2 3 4
Years

N Engl J Med 2019;381:1609-20.




Angiotensin—Neprilysin Inhibition in Heart Failure

with Preserved Ejection Fraction

PARAGON-HF

B Total Hospitalizations for Heart Failure

Mean Cumulative Events

per 100 Patients

55+

50

100 45

40-

904 3]

804 30

704 237

20-

60 s

504 104

5_

40- o

30 0
20-
10
0-

RR, 0.85 (0.72-1.00)
p: 0,056

Valsartan

Sacubitril-valsartan

Valsartan

Sacubitril-valsartan

N Engl J Med 2019;381:1609-20.




Angiotensin—Neprilysin Inhibition in Heart Failure
with Preserved Ejection Fraction

PARAGON-HF

C Death from Cardiovascular Causes

0.557

0.50 HR, 0.95 (0.79-1.16)
1.00- 0454
0.904 0.40-
g 0804 02
[ = . =
8 0704 (25-
& 0604 0.20-
s 0.50- 81(5)— Valsartan
< . 1
]
T 0.40-4  0.054 Sacubitril-valsartan
e 0304 0007 7 . . |
e 0 1 2 3 4
a 0204
0.10 /Valsartan
0.00 — : | Sacubitlril—valsartan |
0 1 2 3 4

Years

N Engl J Med 2019;381:1609-20.




Angiotensin—Neprilysin Inhibition in Heart Failure

with Preserved Ejection Fraction

PARAGON-HF

Table 3. Adverse Events during Randomized Treatment.

Sacubitril-Valsartan Valsartan
Event (N =2407) (N=2389) P Value
L:ypotension with systolic blood pressure <100 mm Hg 380 (15.8) 257 (10.8) <0.001
— no. (%)
levated serum creatinine — no. (%)
>2.0 mg/d| 261 (10.8) 328 (13.7) 0.002
>2.5 mg/d| 97 (4.0) 109 (4.6) 0.36
>3.0 mg/d| 38 (1.6) 40 (1.7) 0.79
Elevated serum potassium — no./total no. (%)
>5.5 mmol/liter 316/2386 (13.2) 361/2367 (15.3) 0.048
>6.0 mmol/liter 75/2386 (3.1) 101/2367 (4.3) 0.04
Angioedema — no. (%) 14 (0.6) 4(0.2) 0.02
Liver-related adverse event — no. (%) 151 (6.3) 178 (7.5) 0.11

N Engl J Med 2019;381:1609-20.




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

@ESC—

European Heart Journal (2023) 00, 1-13




Effects of Sacubitril/Valsartan Versus Olmesartan on Central
Hemodynamics in the Elderly With Systolic Hypertension
The PARAMETER Study

PARAMETER-HF

Mean change (SEM) in central pressures

=10 1

-15 1

-20 -

Week 12
CASP* CAPP

Week 52
CASP CAPP

LCZ696 Olmesart LCZ696 Olmesart

L.CZ696 Olmesart 1L.CZ696 Olmesart

-4.0

-6.4 \

-2.4(-4.3,-0.5)
P=0.012

0.5(-2.4, 1.4)

-12.6

-3.7(-6.4,-0.9)
P=0.01

-l6.?_‘

-1.5(-4.1, 1.2)

B [ CZ696 M Olmesartan

Hypertension. 2017;69:411-420




Effects of Sacubitril/Valsartan Versus Olmesartan on Central
Hemodynamics in the Elderly With Systolic Hypertension

PARAMETER-HF
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Angiotensin Receptor—Neprilysin Inhibition

in Acute Myocardial Infarction

PARADISE-HF

100+
90
80
70
60
50
40+
304
20+
104

Cumulative Incidence (%)

20+
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Hazard ratio, 0.90 (95% Cl, 0.78—1.04)
P=0.17

Ramipril

Sacubitril-valsartan

0 6 12 18 24 30 36

No. at Risk

Ramipril 2831
Sacubitril- 2830
valsartan

6 12 18 24 30 36

Months since Randomization

2577 2318 1725 1091 570 278
2614 2342 1732 1101 568 280

Table 2. Primary and Secondary Outcomes.

Sacubitril-Valsartan
Outcome (N=2830)
Primary composite outcome — no. (%) 338 (11.9)
Components of primary outcome — no.total no. (%)
Death from cardiovascular causes 137/338 (40.5)
Hospitalization for heart failure 164/338 (48.5)
Outpatient episode of symptomatic heart failure 37/338 (10.9)
Secondary outcomes
Death from cardiovascular causes or hospitalization 308 (10.9)
for heart failure — no. (%)
Hospitalization for heart failure or outpatient heart 201 (7.1)
failure — no. (%)
Death from cardiovascular causes, nonfatal myocar- 315 (11.1)
dial infarction, or nonfatal stroke — no. (%)
Deaths from cardiovascular causes and total hospital- 591
izations for heart failure, myocardial infarction,
or stroke — no.§
Death from cardiovascular causes — no. (%)§| 168 (5.9)
Death from any cause — no. (%) 213 (7.5)

Ramipril Hazard Ratio or Rate
(N=2831) Ratio (95% CI)* P Value
373 (13.2) 0.90 (0.78-1.04) 0.17

136/373 (36.5)
187/373 (50.1)
50/373 (13.4)

335 (11.8) 091 (0.78-1.07)

237 (8.4) 0.84 (0.70-1.02)

349 (12.3) 0.90 (0.77-1.05)

682 0.84 (0.70-1.00)§

191 (6.7) 0.87 (0.71-1.08)
242 (8.5) 0.88 (0.73-1.05)

N Engl ] Med 2021;385:1845-55.
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Estimating lifetime benefits of comprehensive
disease-modifying pharmacological therapies in patients
with heart failure with reduced ejection fraction:

a comparative analysis of three randomised controlled trials

Muthiah Vaduganathan, Brian L Claggett, Pardeep S Jhund, Jonathan W Cunningham, Jodo Pedro Ferreira, Faiez Zannad, Milton Packer,
Gregg C Fonarow, John ] V McMurray, Scott D Solomon

Terapia integral Vs Terapia convencional
ARNI + ISGLT2 + ARM IECA/ARA Il + BB
Hazard ratio (95% Cl)
Cardiovascular death or hospital admission —— HR 0.38
for heart failure ' HRO0.50
Cardiovascular death e HR 0.32
Hospital admission for heart failure —— HR 0.53
All-cause mortality — ——
O{O 0{2 0!4 Ofﬁ 018 1T0 1!2
+t— —»
Favours comprehensive therapy Favours conventional therapy

wawaLthelancet.com Published online I\/I:::y 21,202




Objetivo Primario:

Sobrevida libre de eventos

A Treatment
100 —— Comprehensive therapy
-:k. — Conventional therapy

a0 - Projected mean event-free survival
| Comprehensive therapy 14.7 years (12.6-17-1)
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Figure 2: Event-free survival with comprehensive disease-modifying therapy
vs conventional therapy

Sobrevida Promedio

A Treatment
—— Comprehensive therapy
Conventional therapy
Projected mean overall survival
Comprehensive therapy 17-7 years (14-9-20-5)
Conventional therapy 11-4 years (9-2-13-5}
E Difference (95% Cl) 6-3 years (3-4-9-1)
R N N
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&
8 0s
20+
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Figure 3: Long-term overall survival with comprehensive disease-modifying
therapy vs conventional therapy
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Starting Dose Target Dose
Beta-Blockers
Bisoprolol 1.25 mg once daily 10 mg once daily
Carvedilol 3.125 mg twice daily 25 mg twice daily for weight <85 kg and 50 mg

twice daily for weight =85 kg

Metoprolol succinate

12.5-25 mg daily

200 mg daily

ARNIs

Sacubitril/valsartan

24/26 mg-49/51 mg twice daily

97/103 mg twice daily

Captopril 6.25 mg 3x daily 50 mg 3x daily
Enalapril 2.5 mg twice daily 10-20 mg twice daily
Lisinopril 2.5-5 mg daily 20-40 mg daily
Ramipril 1.25 mg daily 10 mg daily
ARBs
Candesartan 4-8 mg daily 32 mg daily
Losartan 25-50 mg daily 150 mg daily
Valsartan 40 mg twice daily 160 mg twice daily
Aldosterone antagonists
Eplerenone 25 mg daily 50 mg daily
Spironolactone 12.5-25 mg daily 25-50 mg daily
SGLT2 inhibitors
Dapagliflozin 10 mg daily 10 mg daily
Empagliflozin 10 mg daily 10 mg daily
Vasodilators
Hydralazine 25 mg 3x daily 75 mg 3x daily
Isosorbide dinitrate” 20 mg 3x daily 40 mg 3x daily
Fixed-dose combination isosorbide dinitrate/hydralazine® 20 mg/37.5 mg (1 tab) 3x daily 2 tabs 3x daily

Ivabradine

Ivabradine

2.5-5 mg twice daily

Titrate to heart rate 50-60 beats/min.
Maximum dose 7.5 mg twice daily

JACCVOL.77,NO.6,20 21 Maddox
FEBRUARY16,2021:772-810

ot al.




TABLE 3 Dose Adjustments of Sacubitril/Valsartan for
Specific Patient Populations

DOSIS OPTIMA

TABLE 3 Dose Adjustments of Sacubitril/Valsartan for
Specific Patient Populations

equivalent dose of another AE_“EI|

High-dose ARB
= \Valsartan 160-mg total daily dose or
therapeutically equivalent dose of another ARB

Population Initial Dose De novo initiation of ARNI 24/26 mg
High-dose ACEI 49/51 mg L[Jw— or medium-dose ACEI _ twice daily
= Enalapril 10-mg total daily dose or therapeutically twice daily = Enalapril 10-mg total daily dose or therapeutically

equivalent dose of another ACEI

Low- or medium-dose ARB
= Valsartan 160-mg total daily dose or
therapeutically equivalent dose of another ARB

ACEI/ARB naive

Severe renal impairment”
(eGFR <30 mL/min/1.73 m°)

Moderate hepatic impairment (Child-Pugh Class B)
Elderly (age =75 years)

JACCVOL.77,NO.6,2021 Maddox ¢
FEBRUARY16,2021:772-810

t al.
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¥

Si previamente se
administro I-ECA,
esperar 36 hs para
su inicio

4

Seleccionar el inicio de dosis:

£ 4

Si el paciente consumia el Si el paciente consumia el
equivalente : equivalente :

< 10mg de enalapril > 10mg de enalapril

< 160mg de Valsartan > 160mg de Valsartan

S-V 24/26mg c/12hs S-V 49/51mg c/12hs

En 2 semanas evaluar la tolerabilidad
Aumentar la dosis hacia el objetivo terapeutico

Monitorear: a) PA b) electrolitos ) Funcion renal durante la titulacion JACCVOL.77,NO.6,202 1 Maddgx etal
FEBRUARY16,2021:772-81(




Conclusiones:
El Sacubitril-Valsartin en IC reducida (Fey<40%)

* Mayor reduccion del combinado mortalidad/ internacion (21,8%)

* Mayor disminucion en el nimero de internaciones (21%)

* Mayor reduccion de la mortalidad por todas las causas (17%)

* Mayor reduccion de la mortalidad por causas cardiovasculares (13%)
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Los egipcios pensaban que el corazon era el 6rgano mas importante, porque alli
confluian todos los fluidos y se encontraba la sede del pensamiento.
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