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Angiotensin—Neprilysin Inhibition versus Enalapril in Heart Failure

PARADIGM-HF
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Potential mechanisms of therapeutic benefit of sacubitril/valsartan

Sacubitril/Valsartan
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Association of Change in N-Terminal Pro-B-Type Natriuretic Peptide Following Initiation of
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Sacubitril-Valsartan Treatment With Cardiac Structure and Function in Patients With Heart Failure

PROVE-HF
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Reverse remodelling by sacubitril/valsartan predicts the prognosis in heart failure with reduced ASTURIANA DE
ejection fraction
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Influence of Ejection Fraction on Outcomes and Efficacy of Sacubitril/Valsartan (LCZ696) in &y
Heart Failure with Reduced Ejection Fraction
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Outcomes and Effect of Treatment According to Etiology in HFrEF An Analysis of PARADIGM-HF ASTURIANA DE
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Angiotensin—Neprilysin Inhibition in Heart Failure with Preserved Ejection Fraction ASTURIANA DE
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Angiotensin Receptor Neprilysin Inhibitor for Functional Mitral Regurgitation PRIME Study BV ASTURIANA DE
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Reduced loop diuretic use in patients taking sacubitril/valsartan compared with enalapril: the %:':.%E% DE
PARADIGM-HF trial
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Efficacy of sacubitril/valsartan vs. enalapril at lower than target doses in heart failure with %:':.%E% DE
reduced ejection fraction: the PARADIGM-HF trial
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Evaluating Sacubitril/Valsartan Dose Dependence on Clinical Outcomes in Patients With Heart Tﬁ':fi'”éf“z DE
Failure With Reduced Ejection Fraction

A Heart failure hospitalization by dose status B All-cause mortality by dose status
101 101
08 ' 08 -
- 2
o -l
§ 06 4 06
& £
3 g
2 04 3 04
a &
024 02 4
2%mg WUmg
851mg 4951 mg
00 - Logrask p < 0.001 97103 mg 00 - Lograek p < 0.001 103mg
0 1 2 3 0 1 2 3
Time(years) Time(years)
o sk o s
RN~ » " u Teg E = !
Oy R it ] 9 § iy & 1]
Py i 1 LA L] b - (3 u

Annals of Pharmacotherapy 2021, Vol. 55(9) 1069-1075



CONGRESO SAC 2022 — CANGAS DE NARCEA
Sacubitril/Valsartan and Sudden Cardiac Death According to Implantable Cardioverter- %EPE% DE
Defibrillator Use and Heart Failure Cause A PARADIGM-HF Analysis
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Renal Effects and Associated Outcomes During Angiotensin-Neprilysin Inhibition in Heart Failure ASTURIANA DE
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Effects of Sacubitril/Valsartan Versus Irbesartan in Patients With Chronic Kidney Disease A %}E@ DE
Randomized Double-Blind Trial
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Effects of sacubitril/valsartan versus valsartan on renal function in patients with and without ASTURIANA DI

diabetes and heart failure with preserved ejection fraction: insights from PARAGON-HF
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Reduced Risk of Hyperkalemia During Treatment of Heart Failure With Mineralocorticoid
Receptor Antagonists by Use of Sacubitril/Valsartan Compared With Enalapril A Secondary
Analysis of the PARADIGM-HF Trial
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Initiation of sacubitril/valsartan in haemodynamically stabilised heart failure patients in hospital ASTURIANA DI

or early after discharge: primary results of the randomised TRANSITION study
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Initiating sacubitril/valsartan (LCZ696) in heart failure: results of TITRATION, a double-blind,
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randomized comparison of two uptitration regimens
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Angiotensin—Neprilysin Inhibition in Acute Decompensated Heart Failure
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10-
3
o
E —
~204
E‘_E Enalapril
Z 2 _304
.E a
%‘ E 5o
604 Sacubitril-valsartan
_?D ] I | ] I | 1 ] |
Baseline 1 2 3 4 5 6 7 &

Weeks since Randomization

N EnglJ Med 2019;380:539-48
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Table 2. Secondary Efficacy and Safety Outcomes.™

Outcome
Key safety outcomes — no. (%)
Worsening renal function
Hyperkalemia
Symptomatic hypotension
Angioedema
Secondary biomarker outcomes — 9% (95% Cl):
Change in high-sensitivity troponin T concentration
Change in B-type natriuretic peptide concentration
Change in ratio of B-type natriuretic peptide to NT-proBNP
Exploratory clinical outcomes — no. (%)
Composite of clinical events
Death
Rehospitalization for heart failure
Implantation of left ventricular assist device
Inclusion on list for heart transplantation

Unplanned outpatient visit leading to use of intrave-
nous diuretics

Use of additional drug for heart failure
Increase in dose of diuretics of >50%

Composite of serious clinical eventsq

Sacubitril-Valsartan
(N =440)

60 (13.6)

51 (11.6)

66 (15.0)
1(0.2)

-36.6 (-40.8 to -32.0)
-28.7 (-35.5 to -21.3)

35.2 (28.8 to 42.0)

249 (56.6)
10 (2.3)
35 (8.0)

1(0.2)
0
2(0.5)

78 (17.7)
218 (49.5)
41(9.3)

Enalapril
(N=441)

65 (14.7)

41(9.3)

56 (12.7)
6 (1.4)

-25.2 (-30.2 to -19.9)
-33.1 (-39.5 t0 -25.9)

8.3 (-3.6t0-12.7)

264 (59.9)
15 (3.4)
61 (13.8)

1(0.2)
0
2(0.5)

34 (19.0)
222 (50.3)
74 (16.8)

Sacubitril-Valsartan vs.
Enalapril

Relative risk (95% Cl)
0.93 (0.67 to 1.28)
1.25 (0.84 to 1.84)
1.18 (0.85 to 1.64)
0.17 (0.02 to 1.38)

Ratio of change (95% Cl)

0.85 (0.77 to 0.94)
1.07 (0.92 to 1.23)
1.48 (1.38 to 1.58)

Hazard ratio (95% CI)f

0.93 (0.78 to 1.10)
0.66 (0.30 to 1.48)
0.56 (0.37 to 0.84)
0.99 (0.06 to 15.97)

NA
1.00 (0.14 to 7.07)

0.92 (0.67 to 1.25)
0.98 (0.81 to 1.18)
0.54 (0.37 to 0.79)
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Sacubitril/valsartan versus ramipril in patients with ST-segment Elevation Myocardial Infarction {5%3% DE
and cardiogenic SHOCK (SAVE-SHOCK): a pilot randomized controlled trial

132 patients presemad with STEMI-
c nic

Table 4. Clinical efficacy outcomes

sacubitril/ Ramipril
l» eonert to s e soedy valsartan (N=50 P-Value
(N=50 patients) patients)
Primay Pl was do o In-hospital

Lol gt MACE, % 6 (12%) 5(10%) 1.000

All-cause death, % 0 (0%) 0 (0%)
| Cardiac death, % 3 (%) 2(4%) 1.000

l At primary l Recurrent myocardial infarction, % O [0%) 0 (05%)
Stroke, % 2 (4%) 1(2%) 1.000
y ;“““" _ pryv— Bleeding, % 1 (2%) 2 (4%) 1.000
v ot e o ‘ VWere randomiued to reesive CIN 2 (4%) 3(6%) 1.000
B —— Renal replacement therapy 0 (0%) 1(2%) 1.000

‘ 30 days follow up

. . MACE, % 1 (2%) 4(8%) 0.362
¥ ¥ HF hospitalization, % 0 {0%) 2 (4%) 0.495

m:;":'::m m::::::‘:q_j All-cause death, % 0 {0%) 0 (0%)

et oty Cardiac death, % 0 (0%) 0 (0%)
l I Myocardial infarction, % 1 {2%) 2(4%) 1.000

Stroke, % 0 (0%) 0 (0%)

l & months follow up

1 o oo o SO, MACE, % 12 (24%) 21 (42%) 0.088
.. . verse cardiac events. All-cause death, % 1 (2%) 0(0%) 0.317
- Cardiac death, % 1 (2%) 0(0%) 1.000
Myocardial infarction, % 1 (2%) 2(4%) 1.000

Am J Cardiovasc Dis 2021;11(6):734-742 Stroke, % 0.0 1(2%) 1.000
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Table 1. (Continued.)

Characteristic

Location of myocardial infarction — no. (%)
Anterior
Inferior
Other

Killip class 21l — no. (%)

Time to randomization — days

Medical treatment at randomization — no. (%)
Dual antiplatelet therapy
Beta-blocker
Mineralocorticoid-receptor antagonist
Diuretic
Statin
ACE inhibitor or ARB|

Sacubitril-Valsartan
(N=2830)

1919 (67.8)
535 (18.9)
376 (13.3)

1595 (56.4)
43+138

2608 (92.2)
2414 (85.3)
1155 (40.8)
1271 (44.9)
2674 (94.5)
2216 (78.3)

Ramipril
(N=2831)

1934 (68.3)
518 (18.3)
379 (13.4)

1606 (56.7)
4317

2614 (92.3)
2413 (85.2)
1183 (41.8)
1250 (44.2)
2696 (95.2)
2220 (78.4)

N EnglJ Med 2021;385:1845-55

a SOCIEDAD
ASTURIANA DE
CARCHOLOGIA

20-
100 Hazard ratio, 0.90 (95% Cl, 0.78-1.04)
P=0.17
90~ 15 Ramipril
£ 804
g 70— 10- Sacubitril-valsartan
=
5 60
L* ]
= 50+ 54
©
2 404
L; 304 0 I T | I T ]
E 0 6 12 18 24 0 36
S 704
o
10—
n | | | | I ]
0 b 12 18 24 30 36

Months since Randomization
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Effect of sacubitril/valsartan vs. enalapril on changes in HF therapies over time: the PARADIGM-

B Discontinuations By Treatment Allocation Over Time

10

Percentage of Patients with Available Data
(%))

4
3
2
1.6
1 14 (56/3472)

(47/3414)

European Journal of Heart Failure (2021) 23, 1518-1524

HF trial

2.6
(85/3327) 2.2
(72/3282)

12 Months

Beta-Blocker

M Enalapril ®mSac/Val

4.7
(101/2130)

ASTURIANA DE

CARDIOLOGIA
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Estimating lifetime benefits of comprehensive disease-modifying pharmacological therapies in patients with ?ELLEIIFI!.(I].&.I"(J].&G Ef
heart failure with reduced ejection fraction: a comparative analysis of three randomised controlled trials

A. Projected Event-Free Survival after 55 Years

Projected Mean Event-Free Time (yr)
Comprehensive Therapy 14.7 years
3 ACEI/ARB + B-blockers 6.4 years
S Difference 8.3 (6.2-10.7) years

1.0 1}

0.8 -
Favors

Comprehensive Favors Limited
(ARNI+B-blocker+MRA+SGLT2i) (ACEi/ARB + B-blocker,

0.6

“ﬂ.._ Comprehensive Therapy
) (ARNI, B-blocker, MRA, & SGLT2i)

% »

Probability of Event-Free Survival

0.4 - -
CV Death or HF Hospitalization —e— 02 e
-1,‘“'
: EMPHASIS-HF Placebo B
CV Death . 0.0 | (ACEI/ARB + B-blockers)
ea : 55 60 65 70 75 80 85 90
Age (years)
HF Hospltallzatlon A. Estimated Survival Free from Primary Endpoint
aa Comprehensive Therapy
. 1 (ARNI, B-blocker, MRA, & SGLT2i)
All-Cause Mortali — .
ty 14 4
T I 1 12 1

| | 1
00 02 04 06 08 10 12
HR (95% Cl)

-
o
"

......

o
"

Limited Conventional Therapy
(ACEi/ARB + B-blockers)

Event-Free Survival (years)

N
i

o

60 65 70 75

The Lancet, S0140-6736 (20) Age (years)

o
o

80
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What the near Future Holds for Sacubitril/Valsartan: A Summary of Major Ongoing Studies

Acute Coronary Syndrome:
The Effects of Soculwri-Valsarion va. Enclopiil on Left
Ventroulor Remodeling m ST-elevaton Myacardial
wharction.
The Role of Sacubanl/vakarion n Fost-ooue Myocardial

N

wiarotion.
Sacdbtnl /Vokarton vs. Vahartan for Hyperdensyve Posents

With Acute Myocordial arclion
Argotensn Nepalyse Inhition in Diastolc

=

Dysfunction

5. Eorly Treotmen of ARN! on Mypocurdiol Rerodelrg and

Heart Fallure: 38.3%

Progross

Hypertension:
Natrvoetic Peptide Rorn Argiotersn Aldosterone
System Rivthm Az ond Necturnal Blood Pressurs
2. Socdbdrd /Volsarton n Resiront TN
% EMect of LCZ2E96 on Urnnary Microabumn and
Pulse Waee Velooty in Penmercpouscl Patenty
Wah HIN
4, Socdodnd [Valsartan va. Amdodipine in Hypertension
and Lelt Ventsicder Hypertraphy

Infectious Disease:

| EHmets of Sacutiivl /Vasartan oa Subcinicn
Heart Foillure in MV [The ENCHANTMENT vV
Srudy

2. Angiotenwn Recepton-Negrilysn Inhibiton
Chagos Cardomyopathy With Reduced
Ejochon Fracten

3 Efhoocy and Sofety of Sooubirnl /Vaolsortan
Compored With Enalopal om NMartidiry,
Maoriality, ond NI profiM® Change im Patents
vith CCC

J. Cardiovasc. Dev. Dis. 2022, 9, 54

Pediatric: 4.3%
Phar kinoti Ph dynami t.s%/

Copnlﬂvo:
LEHoocy und Solety of LICZEP6
Compared ta Valvarion on Cognitive

Transplant:
LEMfect of Angotenwn
Converting Enzyme and
Socubitl Vakanan n
Pationts After Bone Marow

Trarsplantation

Funcoon im Potents With Cheonie
Moart Falure ond Proserved §ection
Frachon (PERSPECTIVE

Advance Heart Failure:
1 Socubded /Vakason in Left
Vartnouar Asust Devioe Rociponts
2 Salety ond Elficocy of ARNI After
LVAD lerplant [SEAL-IT) Study

Acute Coronary Syndrome: 10.6%

Hypertension: B.5%

Infectious Disease: 6.4% 2

) Transplant: 2.1% i
E}
Cognitive: 2.1%
: . Advance Heart Failure: 4.3%

Diabetes Mellitus: 2.1%
Eloctrophysiology: 4.3%

Chronic Kidney Disease: 8.5%

Electrophysiclogy:
| Effoatve Stady of ARNI on
Vemrricubar Arrtythemic in MFeEF
Patients With ICD or CRI.D
2 Effect of ARNI in Patieats With
Perustert AF and Enlarged Laft
Adium After Catheter Ablaticn

Diobetes Mellitus:
LNAUTKCAL: Effect of Natrhaete
Feplide Augmentation on
Cardiometabolic Health in Block
Indreduch

Heart Failure:

L The Bio-Chrical Eftects of the |Socubsird-Vaohartan) Combination on Patients Weth Chrone
Heart Folure

2.Changes & NT.proBNP and Outcomes, Solety, cad Tolerabilty in HIDEF Patients Wish Acute
Decompenscted Heart Foldure |ADHF) Who Haee Been Stobdized Dunng Hospaializanion ard
Intieted In-hospe! ce Within 20 Days Pest-discharge [PARAGUDE . 1)

Sinfluence of Sacubdnl /Vahariun on Atonomic Cordias Nervous System n Heor! Fodure
Patients. an Exploratery Study

4. The Effects of Socubitml/Valwaran on Cardoe Owpgen Comumpton and EHcmncy of
Cardiac Work in hiean Faldwe Potients {TukuPET)

S.ARNI ve. Placebo in Patents With Congencol systemiz Right Ventrcle Heort Falure (PARACYS.
Rv)

6. Comperson of BNF and NT-proBN in the Maragement of Patents With Chrorse and Acute
Heart Fodure

7.Role al ARMI » Vertrigulor Remodeling in Myperteesive LVH (REVERSE-LVM)

2. OptiVol tor Precisen Medicol Monagement of Hecrt Falkurs (OPTIMED+F)

9. Eflcocy of 0 Streamlined Heort Fodure Optmization Fratocal (SHORT)

0. TRANSFORM Hoort Fadure With Hoduced Flection Fraction [TRANSFORMM FéF

1, Community Pharmocy Medicantion Therapy Managemw for Hean Follue

12. Fact of Angictenun-Nepriysn inkitation (ARNI) on Prognosis of Cheanic Heart Folkes
15 NATrwsetic Resporse 10 Exporson and dUretics i huMans With Heort Fashure (NATRIUM.
E)

M. The Elect of Angrotensin Receptor Neprilpsie lehibiton on Cordioe Fileosn in Potents
With HFpEF [ARNCH

15. LCZ65¢ » Aavanced LY Mypertrophy and HFpEF

¥ Study of Eficony of Orol Sacubtril/Vakaron in Adult Potienm With Non-obstruceve
Wypeetrophs Corgiompopatiy

7 Panonolned Prospoctve Companson of ARt With Al i Pationss With Nawssetic Pepade
eLEvotion |PARABLE)

B Socuban! /Vakorions vi. Lifestyle in Mypertaphic Cordiomyopatiy (SLICOSCM
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Pharmacokinetics and Pharmacodynamics:

Phermocodynomie Effects of Sacubitd/Vakanan on
Notriuretic Peptdes. Angiotensin and Nepriysn
Meckansve Underlying Hypoterave Resparse to
ARR/NEP Inhibehon - Aim !

Mechanuwe Usderlying Hypotersive Resporme 1o
ARE/NEP Inhitwhon - Aim 2

Nachanmrs Usdedying Hypotersve Respome to
ARS /NEP Inhibition - Am 3

Pediatric:

LCLCZ404R 2319 E) OL Extension Study 1o Evaluate
Long torm Sofety of Socubanl /Valsarion in
Pediotne Patents With »F

2 Sty te Fwoluate Safety, Tolerabiley
Phormacoimetics ond Pharmacodysamcs of
LCZ496 Fellowed by o 52 -woek Study of LO7494
Compared With Englopnl n Pediatne Patients We
HE

Chronic Kidney Disease:

| Tho EHect of Sacubit-d/Vokarton on
Cardiovencuier Events in Dialysa Patents and
Etfcacy Predichion of Baselne LVEF Value

2 Cbservation on the Eftfect of Socubinl/Valortar
In Advonced CLD Pationts With WF

3. Etfcocy ond Salety of Socubitel/Nakartan in
Mantenance Hemodalyss Patents With HF

4 Rowodustat Combined Weh Socubitn! Volsarton
Sodium Tablels » the Treotment of Cardioreeal

Anemia Syndrome
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En el manejo de la IC con FE reducida, mi prioridad es oo
introducir sacubitril-valsartan porque

- Aporta mayores beneficios que IECA (Enalapril), en “escenario Paradigm”
- Prondstico (global)
- Parametros funcionales de VI
- Consistentes en subgrupos
- Es seguro (evaluando eventos renales e hiperK como principales riesgos)
- Se puede introducir en fases precoces — paciente hospitalizado

- Demuestra eficacia asociado a otras lineas terapéuticas de beneficio prondstico
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Gracias por vuestra atencion

www.casarescardiologo.com



