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ACC/AHA Stages of HF:
m Stage A: At high risk for HF but without structural heart

2021 Update to the 2017 ACC Expert disease or symptoms of HF.

Consensus Decision Pathway for = Stage B: Structural heart disease but without signs or
Optimization of Heart Failure symptoms of HF.

Treatment: Answers to 10 Pivotal m Stage C: Structural heart disease with prior or current

; . symptoms of HF.
Issues About Heart Failure With ymp .. e ae .
) . ) m Stage D: Refractory HF requiring specialized interventions.
Reduced Ejection Fraction

A Report of the American College of Cardiology Solution Set Oversight Committee

https://doi.org/10.1016/].jacc.2020.1.022

New York Heart Association (NYHA) functional
classification:

m Class I: No limitation of physical activity. Ordinary
physical activity does not cause symptoms of HF.

m Class II: Slight limitation of physical activity. Comfort-
able at rest, but ordinary physical activity results in
symptoms of HF.

m Class III: Marked limitation of physical activity.
Comfortable at rest, but less than ordinary activity
causes symptoms of HF.

m Class IV: Unable to perform any physical activity
without symptoms of HF, or symptoms of HF at rest.
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@ cec e GUBERNES E_f)tlmatlng Ilfet.lme benefits of cc.)mprehen?lve. .
:  European HeartJournal (2021) 42, 35993726 disease-modifying pharmacological therapies in patients
uropean Society doi:10.1093/eurheartj/ehab368

of Cordoloay with heart failure with reduced ejection fraction:
a comparative analysis of three randomised controlled trials

2021 ESC Guidelines for the diagnosis and

treatment of acute and chronic heart failure Hazard ratlo (95% C1
Cardiovascular death or hospital admission ——
for heart failure
Cardiovascular death .
Management Of H FrEF Hospital admission for heart failure ——
All-cause mortality —
To reduce mortality - for all patients 00 02 04 06 08 10 12
+“— —»
Favours comprehensive therapy Favours conventional therapy

ACE-I/ARNI m SGLT2i M Vaduganathan, Lancet, 2020

Pharmacological treatments indicated in patients with (NYHA class ll-1V) heart failure with reduced ejection fraction
(LVEF <40%)

Recommendations Class® Level®

An ACE-lis recommended for patients with HFrEF to reduce the risk of HF

hospitalization and death.''*~'"

A beta-blocker is recommended for patients with stable HFrEF to reduce the risk of

HF hospitalization and death.""*~"*°

An MRA is recommended for patients with HFrEF to reduce the risk of HF hospitalization and death.'*"'*
Dapagliflozin or empagliflozin are recommended for patients with HFrEF to reduce the risk

of HF hospitalization and death.'®'%

Sacubitril/valsartan is recommended as a replacement for an ACE-| in patients with HFrEF to reduce the risk of HF
hospitalization and death.'®
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PARADIGM-HF
Aug 30

P> DAPA-HF
Sep 19
VICTORIA
Mar 28
PROVE-HF EMPEROR-Reduced
Feb 13 Aug 28
PRIME GALACTIC-HF
Dec 5 Nov 13
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Angiotensin—Neprilysin Inhibition versus Enalapril
in Heart Failure

John J.V. McMurray, M.D., Milton Packer, M.D., Akshay S. Desai, M.D., M.P.H., Jianjian Gong, Ph.D.,
Martin P. Lefkowitz, M.D., Adel R. Rizkala, Pharm.D., Jean L. Rouleau, M.D., Victor C. Shi, M.D.,
Scott D. Solomon, M.D., Karl Swedberg, M.D., Ph.D., and Michael R. Zile, M.D.,
for the PARADIGM-HF Investigators and Committees*

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, I.S. Anand, ). Bélohlévek, M. Bshm, C.-E. Chiang, V.K. Chopra, R.A. de Boer, A.S. Desai, M. Diez,
J. Drozdz, A. Dukat, ). Ge, J.G. Howlett, T. Katova, M. Kitakaze, C.E.A. Ljungman, B. Merkely, J.C. Nicolau,
E. O'Meara, M.C. Petrie, P.N. Vinh, M. Schou, S. Tereshchenko, S. Verma, C. Held, D.L. DeMets, K.F. Docherty,
P.S. Jhund, O. Bengtsson, M. Sjéstrand, and A.-M. Langkilde, for the DAPA-HF Trial Committees and Investigators*

Vericiguat in Patients with Heart Failure and Reduced
Ejection Fraction

Paul W. Armstrong, M.D., Burkert Pieske, M.D., Kevin J. Anstrom, Ph.D., Justin Ezekowitz, M.B., B.Ch.,
Adrian F. Hernandez, M.D., M.H.S., Javed Butler, M.D., M.P.H., M.B.A., Carolyn S.P. Lam, M.B., B.S., Ph.D.,
Piotr Ponikowski, M.D., Adriaan A. Voors, M.D., Ph.D., Gang Jia, Ph.D., Steven E. McNulty, M.S.,
Mahesh ). Patel, M.D., Lothar Roessig, M.D., Joerg Koglin, M.D., Ph.D., and Christopher M. O'Connor, M.D.,
for the VICTORIA Study Group*

Cardiovascular and Renal Outcomes
with Empagliflozin in Heart Failure

M. Packer, S.D. Anker, J. Butler, G. Filippatos, S.J. Pocock, P. Carson, J. Januzzi,
S. Verma, H. Tsutsui, M. Brueckmann, W. Jamal, K. Kimura, J. Schnee, C. Zeller,
D. Cotton, E. Bocchi, M. B6hm, D.-). Choi, V. Chopra, E. Chuquiure, N. Giannetti,
S. Janssens, J. Zhang, J.R. Gonzalez Juanatey, S. Kaul, H.-P. Brunner-La Rocca,
B. Merkely, S.J. Nicholls, S. Perrone, |. 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®

Cardiac Myosin Activation with Omecamtiv Mecarbil
in Systolic Heart Failure

J.R. Teerlink, R. Diaz, G.M. Felker, J.J.V. McMurray, M. Metra, S.D. Solomon, K.F. Adams, |. Anand,
A. Arias-Mendoza, T. Biering-Serensen, M. B6hm, D. Bonderman, J.G.F. Cleland, R. Corbalan, M.G. Crespo-Leiro,
U. Dahlstrém, L.E. Echeverria, J.C. Fang, G. Filippatos, C. Fonseca, E. Goncalvesova, A.R. Goudev, J.G. Howlett,

D.E. Lanfear, J. Li, M. Lund, P. Macdonald, V. Mareev, S. Momomura, E. O'Meara, A. Parkhomenko, P. Ponikowski,

F.J.A. Ramires, P. Serpytis, K. Sliwa, J. Spinar, T.M. Suter, J. Tomcsanyi, H. Vandekerckhove, D. Vinereanu,
A.A. Voors, M.B. Yilmaz, F. Zannad, L. Sharpsten, J.C. Legg, C. Varin, N. Honarpour, S.A. Abbasi, F.I. Malik,
and C.E. Kurtz, for the GALACTIC-HF Investigators™*

Debska-Koztowska, A. Heart Fail

[ P 22 YaYa L AN
METHODS

In this double-blind trial, we randomly assigned 8442 patients with class II, III, or
IV heart failure and an ejection fraction of 40% or less to receive either LCZ696 (at
a dose of 200 mg twice daily) or enalapril (at a dose of 10 mg twice daily), in addi-
tion to recommended therapy. The primary outcome was a composite of death from
cardiovascular causes or hospitalization for heart failure, but the trial was designed
to detect a difference in the rates of death from cardiovascular causes.

METHODS

In this phase 3, placebo-controlled trial, we randomly assigned 4744 patients with
New York Heart Association class II, III, or IV heart failure and an ejection fraction
of 40% or less to receive either dapagliflozin (at a dose of 10 mg once daily) or pla-
cebo, in addition to recommended therapy. The primary outcome was a composite
of worsening heart failure (hospitalization or an urgent visit resulting in intravenous
therapy for heart failure) or cardiovascular death.

METHODS

In this phase 3, randomized, double-blind, placebo-controlled trial, we assigned
5050 patients with chronic heart failure (New York Heart Association class II, III,
or IV) and an ejection fraction of less than 45% to receive vericiguat (target dose,
10 mg once daily) or placebo, in addition to guideline-based medical therapy. The
primary outcome was a composite of death from cardiovascular causes or first
hospitalization for heart failure.

METHODS

In this double-blind trial, we randomly assigned 3730 patients with class II, III, or
IV heart failure and an ejection fraction of 40% or less to receive empagliflozin
(10 mg once daily) or placebo, in addition to recommended therapy. The primary
outcome was a composite of cardiovascular death or hospitalization for worsening
heart failure.

METHODS

We randomly assigned 8256 patients (inpatients and outpatients) with symptom-
atic chronic heart failure and an ejection fraction of 35% or less to receive
omecamtiv mecarbil (using pharmacokinetic-guided doses of 25 mg, 37.5 mg, or
50 mg twice daily) or placebo, in addition to standard heart-failure therapy. The
primary outcome was a composite of a first heart-failure event (hospitalization or
urgent visit for heart failure) or death from cardiovascular causes.



- ESC GUIDELINES 2016

European Heart Journal (2016) 37, 2129-2200 ESC GUIDELINES Patient with Symptomatic’ HFrEF® . Class |

EUROPEAN doi:10.1093/eurheartjiehw128

CARDICLOGY™

¢ Class lla

2016 ESC Guidelines for the diagnosis and
treatment of acute and chronic heart failure

Therapy with ACE-I° and beta-blocker
(Up-titrate to maximum tolerated evidence-based doses)

Still symptomatic No

and LVEF <35%

Yes l

Add MR antagonist®*
(up-titrate to maximum tolerated evidence-based dose)

v

Yes

Still symptomatic
and LVEF <35%

Yes l
! | !

Able to tolerate Sinus rhythm, Sinus rhythm,"
ACEI (or ARB)'z QRS duration =130 msec HR =70 bpm

ARNI to replace S 1E I need for Ivabradine
ACE-l CR

These above treatments may be combined if indicated

v

If LVEF <35% despite OMT
or a history of symptomatic VT/VF, implant ICD
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ACE-| is recommended in patients with asymptomatic LV systolic dysfunction and a history of myocardial infarction in order to
prevent or delay the onset of HF and prolong life.

ACE-l is recommended in patients with asymptomatic LV systolic dysfunction without a history of myocardial infarction, in order
to prevent or delay the onset of HE.

l No
v

No further action required
Consider reducing diuretic dose

ACE-| should be considered in patients with stable CAD even if they do not have LV systolic dysfunction, in order to prevent
or delay the onset of HF.

Beta-blocker is recommended in patients with asymptomatic LV systolic dysfunction and a history of myocardial infarction, in
order to prevent or delay the onset of HF or prolong life.




NO EVIDENCIA

NO EVIDENCIA = NO BENEFICI
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A Comparison of Patient and Physician-Rated New York Heart
Association Class in a Community-Based Heart Failure Clinic

KEVIN M. GOODE, PhD, SAMANTHA NABB, PhD, JOHN G.F. CLELAND, MD, AND ANDREW L. CLARK, MD
J Cardiac Fail 2008;14:379-387

Methods and Results: NYHA class was rated independently by a physician and patient in 1752 patients
referred with suspected heart failure. Pa-NYHA and Dr-NYHA varied by 1 class in 37.1% cases and by 2

classes in 12.8% cases. ,
¥2=548 (p<0.001)
2%

15%

19%

Table 2. Discordance and Agreement Between Patient and Physician-Rated New York Heart Association in All Patients

Patient-Rated NYHA

Patient-Rated Patient-Rated
NYHA in Worse Than Better Than
Agreement Physician-Rated Physician-Rated
| i il v Total n (%) n (%) n (%)

385 (22.0%) 96 (5.5%)  31(1.8%) 21 (1.2%) 533 (30.4%) 385 (722%) 148 (27.8%) -

Physician-Rated [
242 (28.6%) 214 (25.3%) 30% 36%

NYHA II 214 (122%) 391 (22.3%) 112 (64%) 130 (7.4%) 847 (48.3%) 391 (46.2%)
I 31 (1.8%) 125 (7.1%) 84 (4.8%) 100 (5.7%) 340 (19.4%) 84 (24.7%) 100 (29.4%) 156 (45.9%)
v 1 (0.1%) 9 (0.5%) 5(03%) 17 (1.0%) 32 (1.8%) 17 (53.1%) — 15 (46.9%)
Total 631 (36.0%) 621 (35.4%) 232 (13.2%) 268 (15.3%) 1752 (100%) 877 (50.1%) 490 (27.9%) 385 (22.0%)

Doctor-rated Patient-rated

[] Class | [Z] Classll Class Il [l Class IV

Fig. 1. Differences in distribution of physician-rated and patient-
rated NYHA.
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P Prognostic Implications of Changes in
. . .
N-Terminal Pro-B-Type Natriuretic
3100 - - - - -
g Peptide in Patients With Heart Failure
Stage B
o H H . .
z Stage A Zile, RZ. et al. J Am Coll Cardiol 2016;68:2425-36
2 Normal
FIGURE 1 Effects on Risk of Primary Endpoint if NT-proBNP Achieved or Did Not Achieve a Value of <1,000 pg/ml 1 Month
After Randomization
20 40 60 80 05 C s .
Age (years) CV death or HF hospitalization
Daniels, LB. et al. J Am Coll Cardiol 2007;50:2357—-68 »
§ 041 Did not achieve
i . E NT-proBNP < 1000 pg/ml
Event-free Survival (% of Patients) A ||_cquse mortality E NtproBNP
1009 E 034
2
2
501 g 02
p=0.0001 £
; 014 Achieved
60 < NT-proBNP < 1000 pg/ml
0.0 4
40 0 1 2 3
Number at risk Years
No. of Patients at Risk Did not achieve NT-proBNP g 746 76 -
a0 <1000 pg/ml
Below the Median Achieved NT-proBNP
505 426 368 296 236 202 172 128 8 27 <1000 pg /mr 287 263 174 74
Above the Median B Y
0 506 402 323 230 154 130 95 68 45 2
0 150 300 450 TABLE 1 Change in NT-proBNP From Baseline (V2/V2a) to 1 Month After Randomization (V7)
Strata =es=es Below the Median =222 Above the Median Days Between Treatment
y : " . L Change in NT-proBNP All Patients Sacubitril/Valsartan i
Event-free Survival (% of Patients] - 5||_cause mortality or HF hospitalization at 1 Month (N =1,942) (n =971) (n = 971) Odds Ratio  95%CI p Value
1009
Among patients with NT-proBNP (of any value) at baseline
", Any reduction 1,262 (65.0) 729 (75.1) 533 (54.9) 248 2.04-3.00 <0.001
Y
804 '---.,,_". Reduction >10% 1,106 (57.0) 667 (68.7) 439 (45.2) 2.66 2.21-3.20 <0.001
Tin, :
. "‘4-...'- p=0.0001 Reduction >20% 910 (46.9) 562 (57.9) 348 (35.8) 2.46 2.05-2.95 <0.001
e, Reduction >30% 709 (36.5) 461 (47.5) 248 (25.5) 2,64 218-319 <0.001
60 ETLIETE Reduction >40% 523 (26.9) 358 (36.9) 165 (17.0) 2.85 2.31-3.53 <0.001
Reduction >50% 357 (18.4) 256 (26.4) 101 (10.4) 3.08 2.40-3.96 <0.001
40° Change <10% 293 (15.1) 114 (11.7) 179 (18.4) 0.59 0.46-0.76 <0.001
Increase 10%-50% 315 (16.2) 120 (12.4) 195 (20.1) 0.56 0.44-0.72 <0.001
Ho. of Patients at Risk Increase >50% 228 (11.7) 70 (7.2) 158 (16.3) 0.40 0.30-0.54 <0.001
207 Betow the Median
505 416 351 281 220 187 158 113 T4 26 AlL Patients Sacubitril/Valsartan Enalapril
Above the Median (N =1,207) (n = 612) (n = 595)
o 506 364 272 192 129 106 76 53 32 15
r T T 150 T T 350 T T ‘50 Among patients with NT-proBNP >1,000 mg/dl at baseline
Days NT-proBNP =1,000 pg/ml 288 (23.9) 187 (30.6) 101 (17.0) 215 1.63-2.83 <0.001
Strata === Below the Median  +« =+ Above the Median NT-proBNP =750 pg/ml 154 (12.8) 108 (17.6) 46 (7.7) 255 1.77-3.68 <0.001
Hartmann, F. et al. Circulation. 2004;110:1780-1786. DAL S il EL e BE B BB Sl
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Effe
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Wit
AM

Danie

Georg

Intervention (Ref. #)

No. of Studies
(n [Range])

LW Absolute Effect of Drug/Device on Change in EF Compared With Placebo

AEF (95% CI)t

Mean Follow-Up
Weeks [Range]

Amiodarone (17,68,69)
Amlodipine (70)

Bisoprolol (41)

Bucindolol (19,71-73)
CRT (74-77)

Candesartan (78)
Captopril (79-84)
Carvedilol (23,24,49,85-104)
Digoxin (84,105-109)
Enalapril (20,42,110-113)
Enalapril-Prev (21)*
Enoximone (114-119)
Etanercept (120)
Felodipine (43,121,122)
Flosequinan (123,124)
Hydralazine-ISDN (16,22)
Ibopamine (125)
Metoprolol CR (39,40,126,127)
Mibefradil (44)

Milrinone (109)
Moxonidine (128)

Prazosin (16,129-131)
Spironolactone (132-134)
Tolvaptan (45)

Valsartan (38)

3 (942 [30-674])
1(362)

1(28)

4(2,915 [19-2,708))
4(1,052)

1(305)

6 (543 [40-204])
22 (2,780 [15-415])
6 (624 [13-196])
6 (431 [12-301])
1(108)

6 (203 [12-114])
1(47)

3 (532 [20-260])
2 (210 [17-193])
2 (1,137 [459-678))
1(18)

4 (587 [41-426])
1(117)

1(108)

1(85)

4 (523 [22-456])
3 (185 [37-106])
1(240)

1(5,010)

8(—
9(
0
2(
7(
0(
3(
9(
7(
7(
0(—
4(
4(
0(
~3.0(—3.6t0 —2.4)
9(
0(—
5(
5(—
2(
0(—
5(
0(
8(—
3(

1.7109.2)
1.8 t0 2.0)
4.4 t019.6)
3.7t04.7)
1.9 to 3.5)
0.5 to 7.5)
0.3 to 6.4)
5.8 to 8.0)
1.2to 4.1)
1.5t05.9)
0.8t0 4.8)
0.5 to 6.3)
3.7t05.1)
12t06.7)

0.8 to 5.0)
4.9104.9)
1.8t07.1)
2.810 3.8)
1.5t02.9)
0.5 to 8.5)
0.6 to 4.4)
1.9to4.1)
0.3t0 1.9)
0.7 to 1.9)

60.7 [26-104]
12
52
22 [12-52]
21 [6-26]
26
36.7 [12-52]
30 [13-52]
48.3 [12-208]
24 [4-52]
52
8.7 [4-16
13
30 [12-52]
10 [8-12]
39 [26-52]
5
25.5 [24-26]
26
53
19
28.3[9-52
25.7 [8-52]
54
78

J Am Coll Cardiol 2010;56:392—-406
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Association of Change in N-Terminal Pro-B-Type

Natriuretic Peptide Following Initiation of Sacubitril-Valsartan
Treatment With Cardiac Structure and Function in Patients
With Heart Failure With Reduced Ejection Fraction

James L. Januzzi Jr, MD: Margaret F. Prescott, PhD: Javed Butler, MD, MPH, MBA: G. Michael Felker, MD. MHS: Alan S. Maisel, MD: Kevin McCague, MA:
Alexander Camacho, PhD: lleana L. Pifia. MD. MPH: Ricardo A. Rocha. MD: Amil M. Shah. MD. MPH: Kristin M. Williamson. PharmD: Scott D. Solomon, MD:

for the PROVE-HF Investigators
JAMA. 2019 Sep 17;322(11):1085-1095

Guideline-directed therapy

Randomized Trial of Empagliflozin in )
Nondiabetic Patients With Heart Failure
and Reduced Ejection Fraction

Carlos G. Santos-Gallego, MD,™* Ariana P. Vargas-Delgado, MD,"“”* Juan Antonio Requena-Ibanez, MD,""

Alvaro Garcia-Ropero, MD,™” Donna Mancini, MD," Sean Pinney, MD," Frank Macaluso, BS," Samantha Sartori, PuD,"
Merce Roque, MD,"" Fernando Sabatel-Perez, MD,"" Anderly Rodriguez-Cordero, MD,*" M. Urooj Zafar, MD,*"
Icilma Fergus, MD,” Farah Atallah-Lajam, MD,” Johanna P. Contreras, MD," Cathleen Varley, RN,”

Pedro R. Moreno, MD," Vivian M. Abascal, MD," Anuradha Lala, MD," Ronald Tamler, MD, Javier Sanz, MD,"

B-Blocker 757 (95.3) Valentin Fuster, MD, PuD,*“ Juan J. Badimon, PuD,*" on behalf of the EMPA-TROPISM (ATRU-4) Investigators
ACEI/ARS 62058 J Am Coll Cardiol 2021;77:243-55
MRA 281(35.4)
CRT/CRT-D 122 (15.4)
1CD alone 226 (28.5) | All Empagliflozin Placebo
N _794 Not taking ACEI/ARB | Total 84 (100) 42 (100) 42 (100)
- ACEI/ARB naive (never exposed) 48 (6.0) Medications
Previously taking but not currently 144 (18.1) .
Statin 63 (75) 33 (79) 30 (71)
@ Left ventricular ejection fraction (LVEF) ACE inhibitor/ARB (alone) 35 (42) 16 (38) 19 (45)
1 ARNi 36 (43) 21 (50) 15 (36)
- 304 B-blockers 74 (88) 36 (86) 38 (90)
t>‘:.- 20+ Loop diuretics 46 (55) 22 (52) 24 (57)
E 10 Thiazide diuretics 5 (6) 3(7) 2 (5)
% o ° Mineralocorticoid antagonists 28 (33) 13 31) 15 (36)
3
é - D LVEF
2 -20- ° 8 -
S 30 Q
- T o
r=-0.381 % 6 -
-40 . . ' . ' . . ) 3
-5 -4 -3 -2 -1 0 1 2 3 g 44
Change From Baseline in Log-Transformed NT-proBNP, pg/mL £
o
All Patients I.E 2 -
Baseline Value, Median LS Mean Change LS Mean Change 2 0- T
(25th to 75th From Baseline at 6 mo From Baseline at 12 mo E l
Percentile) (95% CI) (95% ClI) 2 3
2 -2
LVEF, % n=757 <
28.2 5.2 9.4 -4

(24.5t032.7) (4.8t05.6) (8.8t09.9)

B Empagliflozin m Placebo
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Progression of Preclinical Heart Failure

A Description of Stage A and B Heart Failure in a Community

Population

KA Young. Circ Cardiovasc Qual Outcomes. 2021;14:e007216

Cardiac Mortality

Survival, %

Did not Progress
Progressed

————————————— -

Years

99.2 (365) 97.8 (347) %4 (31)
6.7 (22) 913 (20) 812 (16)

- ———y

4.7 (207)
696 (10)

Visit 1
(1997-2000)

Visit 2
(2001-2004)

Did not progress
N=267 (65%)

Progressed to
Stage B
N=142 (34%)

Progressed to
Stage C/D

N=4 (1%)

Did not progress
N=390 (94%)

Progressed to
Stage C/D
N=23 (6%)
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Risk of sudden cardiac death in New York Heart Association class I
patients with dilated cardiomyopathy: A competing risk analysis

Davide Stolfo, MD*"*, Stefano Albani, MD?, Gianluigi Savarese, MD °, Giulia Barbati, PhD *, Federica Ramani ?,
Marta Gigli, MD ¢, Federico Biondi, MD ¢, Matteo Dal Ferro, MD ¢, Massimo Zecchin, MD*,
Marco Merlo, MD ¢, Gianfranco Sinagra, MD ®

Int J Cardiol. 2020 May 15;307:75-81 8 - NYHA | at 6 months 84 —— NyHAlat6months
—— NYHAIHIl at 6 months — NYHAIl at 6 months
g | g | — NYHA Ill at 6 months
& p=0.92 8 NYHA I vs Il p=0.82
Methods: A total of 272 DCM patients with EF <35% and NYHA class I-IIl after >3 months of guideline-directed ° NYHA e Il 5082
medical therapy were included. The risk of SCD and SCD/malignant ventricular arrhythmias (MVA) was assessed 9 8+ q 8 - YHA I 1 9088
in NYHA Ivs. NYHA Il and NYHA III groups by competing risk analysis. o . '
c L2 c =
Controversias para una nueva era en el tratamiento de la insuficiencia cardiaca S 1 S -
T T T T T T T T T T T T T T T T
0 24 48 72 96 120 144 168 0 24 48 72 9 120 144 168
Paciente «estable» con insuficiencia cardiaca: el momento oportuno Folow p (o) Folow w mont)

Carlos de Diego®y Julio Nafiez ** Rev Esp Cardiol Supl. 2019;18(B): 11-16

Reduccion de muerte subita .
Reduccion de descargas apropiadas del DAI

v

v

* Enlentecimiento
de TV
-20% Dimas®
-20% . » Menos ATP
20% -19% -20% Wase®
Domanski® Le? Desai™ -40%
® |gual en
o -42% descargas
-40% 459, -60% AlJaroudi** -48% Zarraga”
Brodine®
Comparado con: Placebo Placebo + IECA Placebo + IECA IECA
+BB + BB + ARM (ambos brazos)
R -80%
Evidencia clinica: ~ Metandlisis en post-M  Ensayo Metanalisis Ensayo
clinico clinico -88%

aleatorizado aleatorizado De Diego, 2017
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EVIDENCIA INDIRECTE

Sotagliflozin in Patients with Diabetes
and Chronic Kidney Disease

Deepak L. Bhatt, M.D., M.P.H., Michael Szarek, Ph.D., Bertram Pitt, M.D.,
Christopher P. Cannon, M.D., Lawrence A. Leiter, M.D.,

Darren K. McGuire, M.D., M.H.Sc., Julia B. Lewis, M.D., Matthew C. Riddle, M.D.,
Silvio E. Inzucchi, M.D., Mikhail N. Kosiborod, M.D., David Z.I. Cherney, M.D., Ph.D.,

Jamie P. Dwyer, M.D., Benjamin M. Scirica, M.D., M.P.H., Clifford J. Bailey, Ph.D.,
Rafael Diaz, M.D., Kausik K. Ray, M.D., Jacob A. Udell, M.D., M.P.H.,
Renato D. Lopes, M.D., Ph.D., Pablo Lapuerta, M.D., and P. Gabriel Steg, M.D.,
for the SCORED Investigators*

DM2 + MRC N Engl J Med 2021:384:129-39

SCORED Total CV Death, HHF, and
Urgent HF Visit in 6738 Patients
with no History of HF (EF250%)

164
Placebo
14 ‘
2 124
i=
2
B 104
g 8- -
] Sotagliflozin
a
P 6
=
[
D 4
27 Hazard ratio, 0.74 (85% Cl, 0.63-0.88)
S P<0.001
0 T T T T
0 6 12 18 24
Months since Randomization
History of heart failure — no. (%)% 1640 (31.0) 1643 (31.0)
Ejection fraction of <40% 505 (9.5) 528 (10.0)
Ejection fraction of 40 to <50% 290 (5.5) 291 (5.5)
Ejection fraction of =50% 843 (15.9) 824 (15.6)

Any RAAS inhibitor — no. (%) 4705 (88.9) 4660 (88.1)
ACE inhibitor 2009 (38.0) 2039 (38.5)
Angiotensin-receptor blocker 2619 (49.5) 2562 (48.4)
Angiotensin receptor—neprilysin inhibitor 66 (1.2) 65 (1.2)
Mineralocorticoid-receptor antagonist 810 (15.3) 776 (14.7)

Beta-blocker — no. (%) 3310 (62.5) 3306 (62.5)

Events Per 100 Patients

10 1

8-

HR 0.73 (95% CI 0.54-0.99), P=0.04
ARR: 0.8 Events Per 100 Patient-Years
Treatment Patient-Years to Avoid 1 Event: 121

Placebo
6.2

52

Sotagliflozin

6 12 18 24
Months Since Randomization

Bhatt DL. ACC 2021, virtual.



- 4 QUE FARIEU VOSALTRES?

Home 32 anys
“CF_I”
proBNP 882pg/mL
Estudi familiar MCDNI

Betabloquejants i IECAs,

Els temps han canviat

per suposat ?

/
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