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EFFECT OF ENALAPRIL ON SURVIVAL IN PATIENTS WITH REDUCED LEFT
VENTRICULAR EJECTION FRACTIONS AND CONGESTIVE HEART FAILURE
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Figure 1. Mortality Curves in the Placebo and Enalapril
Groups.
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Figure 3. Percentage of Events, Defined as Death or Hospitaliza-
tion for Congestive Heart Failure, Occurring in the Placebo and
Enalapril Groups.
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EFFECT OF ENALAPRIL ON MORTALITY AND THE DEVELOPMENT OF HEART FAILURE

IN ASYMPTOMATIC PATIENTS WITH REDUCED LEFT VENTRICULAR EJECTION
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Figure 2. Death or Hospitalization for Congestive Heart Failure
(CHF) and Death or Development of Heart Failure in the Preven-
tion Trial.
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i ACE- MECCANISMO D’AZIONE
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Orsborne C, et al. Postgrad Med J 2017,;93:29<37.
Figure 1 Schematic overview of the renin-angiotensin-aldosterone system and its manifestations in heart failure as well as the mechanism of

doi:10.1136/postgradmed;j-2016-134045
action of currently recommended pharmacological agents. ADH, antidiuretic hormone; ACE-i, angiotensin-converting enzyme inhibitor; ARB,

angiotensin receptor blocker; MRA, mineralocorticoid receptor antagonists; BB, B-blocker. I )
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- ACE-l  QUAL

—’ Table 8 Evidence-based doses of disease-modifying drugs
in key randomized trials in patients with heart failure with
reduced ejection fraction

Starting dose Target dose
ACE-I
Captopril® 6.25 mg tid. 50 mg tid.
Enalapril 2.5 mg b.id. 10—-20 mg b.id.
Lisinopril® 2.5-5mgod. 20—-35mg o.d.
Ramipril 2.5 mg b.id. 5 mg b.id.
Trandolapril® 0.5 mg o.d. 4 mg o.d.
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European Heart Journal (2021) 00, 1128 doi:10.1093/eurheartj/ehab368
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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*
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Figure 2. Kaplan-Meier Curves for Key Study Outcomes, According to Study Group.

Shown are estimates of the probability of the primary composite end point (death from cardiovascular causes or first hospitalization for
heart failure) (Panel A), death from cardiovascular causes (Panel B), first hospitalization for heart failure {Panel C), and death from any

cause (Panel D).




ARNI MECCANISMO D’AZIONE
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Figura 3. Meccanismo d'azione degli inibitori del recettore dell'angiotensina e della neprilisina (ARNI).
AT1R, recettore per I'angiotensina Il di tipo 1; PN, peptidi natriuretici; RAAS, sistema renina-an-

giotensina-aldosterone; Sac/Val, sacubitrilivalsartan; SNS, sistema nervoso simpatico.




et ARNI DOSAGGIO

Bassa dose Dose intermedia

Dose target

Sacubitril/Valsartan 24/26 mg x 2 49/51 mg x 2 97/103 mg x 2
Enalapril 2,5 mgx?2 5mgx2 10 mg x 2
Ramipril 2,5 mg/die 5 mg/die 10 mg/die
Valsartan 80 mg/die 80 mg x 2 160 mg x 2
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BETA BLOCCANTI
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BETA BLOCCANTI MECCANISMO D’AZIONE

ANTAGONIZZANO L'EFFETTO CARDIOTOSSICO DELLE CATECOLAMINE
DERIVANTE DALLA PERSISTENTE ATTIVAZIONE DEL SISTEMA NERVOSO
SIMPATICO

PROLUNGANO LA FASE DIASTOLICA - MIGLIORAMENTO DEL FLUSSO
CORONARICO

RIDUCONO LA FREQUENZA CARDIACA E LA PRESSIONE ARTERIOSA

EFFETTO ANTIARITMICO

J. Cardiovasc. Dev. Dis. 2021, 8, 101. https: / /doi.org/10.3390/jcdd8090101 4
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BETA BLOCCANTI QUALI

Table 8 Evidence-based doses of disease-modifying drugs
in key randomized trials in patients with heart failure with
reduced ejection fraction

Beta-blockers

Bisoprolol 1.25 mg o.d. 10 mg od.
Carvedilol 3.125 mg b.id. 25 mg bid®
Metoprolol succinate  12.5—25 mg od. 200 mg o.d.
(CR/XL)

Nebivolol® 1.25 mg o.d. 10 mg o.d.

European Heart Journal (2021) 00, 1128 doi:10.1093/eurheartj/ehab368
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THE EFFECT OF SPTIRONOLACTONE ON MORBIDITY AND MORTALITY
IN PATIENTS WITH SEVERE HEART FAILURE

BerTrRAM PITT, M.D., FAlEZ ZANNAD, M.D., WiLLEM J. REmME, M.D., RoBerT Copy, M.D., ALAIN CAsTAIGNE, M.D.,

ALronso Perez, M.D., JoLiE PaLensky, M.S., anp JAneT WiTTES, PH.D.,
FOR THE RANDOMIZED ALDACTONE EVALUATION STUDY INVESTIGATORS*

0.95
0.90
0.85
0.80

0.75

0.70
Spironolactone

0.65

Probability of Survival

0.60 -

0.55

Placebo

0.50

0.45

0.00

Months

No. AT Risk

Placebo 841 775 723 678 628 592 565 483 379 280 179 92 36
Spironolactone 822 766 739 698 669 639 608 526 419 316 193 122 43

Figure 1. Kapl Meier Analysis of the Py bility of Survival among Patients in the Placebo Group and Patients
in the Spironolactone Group.

The risk of death was 30 percent lower among patients in the spironolactone group than among patients in the
placebo group (P<0.001).
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Eplerenone in Patients with Systolic Heart Failure
and Mild Symptoms

Faiez Zannad, M.D., Ph.D., John J.V. McMurray, M.D., Henry Krum, M.B., Ph.D., Dirk . van Veldhuisen, M.D., Ph.D.,
Karl Swedberg, M.D., Ph.D_, Harry Shi, M.S_, John Vincent, M.B_, Ph.D_, Stuart ). Pocock, Ph.D.,
and Bertram Pitt, M.D., for the EMPHASIS-HF Study Group*
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v MRA QUALI

Table 8 Evidence-based doses of disease-modifying drugs
in key randomized trials in patients with heart failure with

reduced ejection fraction
Eplerenone 25 mg o.d. 50 mg o.d.
Spironolactone 25 mg o.df 50 mg o.d.
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Dapagliflozin in Patients with Heart Failure and Reduced Cardiovascular and Renal Outcomes with Empagliflozin
Ejection Fraction in Heart Failure
JJV. McMurray, S.D. Solomon, S.E. Inzucchi, L. Keber, M.N. Kosiborod, F.A. Martinez, P. Ponikowski, M. Packer, S.D. Anker, ). Butler, G. Filippatos, S.J. Pocock, P. Carson, ). Januzzi, S. Verma, H. Tsutsui,
M.S. Sabatine, 1.S. Anand, J. Bélohlavek, M. Béhm, C.-E. Chiang, V.K. Chopra, R.A. de Boer, A.S. Desai, M. Diez, M. Brueckmann, W. Jamal, K. Kimura, J. Schnee, C. Zeller, D. Cotton, E. Bocchi, M. Bshm, D.-J. Choi, V. Chopra,
J. Drozdz, A. Dukit, . Ge, J.G. Howlett, T. Katova, M. Kitakaze, C.E.A. Ljungman, B. Merkely, .C. Nicolau, E. Chuquiure, N. Giannetti, S. Janssens, J. Zhang, J.R. Gonzalez Juanatey, S. Kaul, H.-P. Brunner-La Rocca,
E. O'Meara, M.C. Petrie, P.N. Vinh, M. Schou, S. Tereshchenko, S. Verma, C. Held, D.L. DeMets, K.F. Docherty, B. Merkely, S.J. Nicholls, S. Perrone, . Pina, P. Ponikowski, N. Sattar, M. Senni, M.-F. Seronde, J. Spinar, |. Squire,
P.S.Jhund, O. Bengtsson, M. Sjéstrand, and A.-M. Langkilde, for the DAPA-HF Trial Committees and Investigators* S. Taddei, C. Wanner, and F. Zannad, for the EMPEROR-Reduced Trial Investigators*
Placebo Dapagliflozin A Primary Cutcome
A Primary Outcome B Hospitalization for Heart Failure 1009 = Harard cao, .75 (5% C1, 045-0.06) Placebo
1004 397 Hazard ratio, 0.74 (95% CI, 0.65-0.85) 30 Hazard ratio, 0.70 (95% C1, 0.59-0.83) of -~ Empagiozin
g0 254 P<0.001 z =
g 0f » 3 I
g 09 35 .g 3 .l
60 & 10
§ 50 : E. ié 504 s
§ ol : I I S S e A A A T .
N EEEEEEEE i S -
g & 5 £ L T
10 , st
10} —
3 6 9 12 15 1B 21 2 3 6 9 12 15 1B 02 aalil . . . . . . . ,
hs since Rai Mmh' since mommo" 20 180 70 380 450 540 &30 720 810
Days since Randomization
No. at Risk No. at Risk No. at Risk "
Placebo 2371 2258 2163 2075 1917 1478 1096 593 210 Placebo 2371 2264 2168 2082 1924 1483 1101 596 212 Placebo 1867 1715 1612 1345 1108 854 611 410 224 109
Dapaglifiozin 2373 2305 2221 2147 2002 1560 1146 612 210 Dapagliflozin 2373 2306 2223 2153 2007 1563 1147 613 210 Empagliflazin 1863 1783 677 1424 urz 903 645 4z 1 o
B First and Recurrent Hospitalizations for Heart Failure
C Death from Cardiovascular Causes D Death from Any Cause 0.6
1004 399 Hazard ratio, 0.82 (95% CI, 0.69-0.98) 1004 399 Hazard ratio, 0.3 (95% C1, 0.71-0.97) Paza ratio, 070 {35% 01, 0.18-0.83)
90 904 25 _ 0.5
£ 804 £ 804 2 £
g 70 g 04 s i
601 601 s
3 b it
2 50 2 so- .-5
.g 40 g 40+ _!
-é oy 0 3 6 9 1215 18 21 24 F 6 9 12 15 18 21 2 2
3 209 S j
T T T T T T T 1 i T T T T T T ,
3 6 9 12 15 18 21 24 3 6 9 12 15 18 21 24
Months since Randomization Months since Randomization
No. at Risk No. at Risk Deyasince Randomleation
Placebo 2371 2330 2279 2230 2091 1636 1219 664 234 Placebo 2371 2330 2279 2231 2092 1638 1221 665 235 5 "
Dapaglifiorin 2373 2339 2293 2248 2127 1664 1242 671 232 Dapaglifiozin 2373 2342 2296 2251 2130 1666 1243 672 233 e




@
SGLT2I MECCANISMO D’AZIONE O
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Figura 2. Schema di sequenza di inizio della terapia nel paziente con scompenso sistolico convenzionale (A) ed esempi di
sequenze innovative in pazienti naive (B) o gia in terapia con inibitori dell’'enzima di conversione dell’angiotensina (ACEi)
o sartano (C).

ARNI, inibitori del recettore dell’angiotensina e della neprilisina (sacubitril/valsartan); BB, betabloccante; SGLT2i, inibitore
del co-trasportatore sodio-glucosio di tipo 2.

*In caso di compatibilita con il Piano Terapeutico AIFA l'inizio dell’ARNI in pazienti non ipotesi pud essere anticipato.

°In pazienti con scompenso cardiaco avanzato |'inizio del BB pud seguire la stabilizzazione con inibitori del sistema reni-
na-angiotensina e diuretici.

Aln pazienti ospedalizzati I'inizio degli SGLT2i dovrebbe essere posticipato alla fase post-dimissione.

®In pazienti significativamente ipotesi I'inizio dell’antialdosteronico pud essere anticipato rispetto ad ARNI.
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CONCLUSIONI

LE LINEE GUIDA EUROPEE RACCOMANDANQO 4 CLASSI DI FARMACI PER IL
TRATTAMENTO DEI PAZIENTI CON HFrEF

LA TRIADE ACE-1/ARNI — BETA BLOCCANTI — MRA E' RACCOMANDATA COME TERAPIA
DI BASE RICORDANDO CHE QUESTI FARMACI ANDREBBERO TITOLATI ALLA MASSIMA
DOSE TOLLERATA DAL PAZIENTE

GLI ARNI VANNO CONSIDERATI IN SOSTITUZIONE DEGLI ACE-I (NEI PAZIENTI
ANCORA SINTOMATICI) O IMPOSTATI COME TERAPIA DI PRIMA LINEA AL POSTO
DEGLI ACE-I

GLI SGLT2i DEVONO ESSERE AGGIUNTI ALLA TERAPIA CON ACE-I/ARNI-BETA
BLOCCANTI-MRA AL FINE DI RIDURRE IL RISCHIO DI MORTE CARDIOVASCOLARE E DI |
PEGGIORAMENTO DELLO SCOMPENSO CARDIACO

E’ DA PREFERIRE UN APPROCCIO MULTIFARMACO A STEP RAPIDI RISPETTO A UNA
CLASSICA STRATEGIA SEQUENZIALE Nt | Q)
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