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ITPATOC Ocopiloyiavvakog, MD, PhD

05.4-07.4% 05.4-07.4%

larpcio Kapdiakng Avemrapkeiag, 3" Kapsdiohoyikn KAivikn ANO,
ImTmokpareio Noookopéeio

&
KAivikn) Aylog Aovkag



O H mrapouciaon aut 1TpoopileTal OVOo Yia PN-TTPpowlNnTIKO ETTIOTAMOVIKO
OKOTTO KOl PTTOPEI VO TTEPIEXEI TTANPOYPOPIEC OXETIKA UE TA TTPOIOVTA N TIC
eVOEICEIC TOUC, TTOU ETTi TOU TTAPOVTOC UTTOPEI va €ival uttd dlepelvnon
N/Kail TTou dev €XouV eYKPIOEI ATTO TIC PUBUIOTIKEC APXEC.

O H mrapouciaon autn ekPEACel ATTOKAEIOTIKA TIC ATTOWEIC TOU OMIANTH.

O O1 TTANPOoYOpPIiEG TTOU TTEPIEXOVTAI E€ival aKPIPEIG KATA TN dnuioupyid TNG
TTapouaiaong.

O Tuxov dedouéva OXETIKA UE TTPOIOVTA Ta oTToia dev avikouv oTtn Novartis
Baoilovtalr og dnuocia dIaBECIPES TTANPOPOPIEC KATA TN dnuIoupyia TNG
TTapouaciaong.



O Avdpag 57 eTwv

O Eicaywyn yia Kal

O Xwpic 10TopIKO AouIkAG Kapdlotrabeiag
O ddpuoka: -

O Oikoyevelako loTopIKO: -

O Al1=140/90

O HKIT: (ayvwoTou eVAPEEWG)

O Epyaotnplaka:
» Ht=48.2%, WBC=10000, PLT=234000
» Oupia= 33 mg/dl, Kpeativivn=1,12 mg/dl, KaAio=5,3 mmol/l, NaT1pio=143 mmol/l
» NT-proBNP= 3229 pg/ml
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Aywyn Eigédou

O Evoo@AéBia dioupnTikG (Poupooeuion)
O BilootrpoAOAn (2.5 mg X 2)

O Aiyogivn (0.125 mg X1)

O ETmAgpevovn (25 mg X1)

O PiBapocautravn (20 mg x 1)
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5" nu€pa

Oupia= 38 mg/dl, Kpeativivn=1,26 mg/dl,
KaAio=5,06 mmol/l, Natpio=144 mmaol/l
Al=125/75 mmHg

l

Avwyn Eioodou: s 2akouuTTITPIAN/BaAcaptavn 24/26 mg
O EvdopAéBia dioupnTikd (Poupoaceuion) l

O BilootrpoAoAn (2.5 mg X 2)

O Awyotivi (0.125 mg X1) /n nuéEpa (e€itnpio) - Aywyn £¢odou:

O EmrAgpevovn 25 mg X1 BiootmrpoAOANn 2.5 mg X 2

®oupoocepidon 40 mg X1

EtrAgpevovn 25 mg X1

2. akouutmniTpiAn/Balcaptavn 24/26 mg X2
PiBapocautravn 20 mg x 1

O PiBapo&aptravn 20 mg x 1

abhowbhE



Al=115/75, ZuxvoTnTa=63/AETTTO

EpyaoTtnpiaka:
»Oupia= 46.9 mg/dl, KpeaTtivivnh=1,37 mg/dl,
»KaAio=5,2 mmol/l, Narpio=141 mmol/I,

}

Meiwon déonc Poupooepidone 20 mg X1
Aucnon doong EmrAgpevovng 50 mg X1
Aucnon 0oon¢ ZakouuTtriTpiAn/BaAcaptavn 49/51 mg X2



Al1=115/80, ZuxvotnTta=60/AeTTTO
EpyaoTtnpiaka:
»Oupia= 40.3 mg/dl, KpeaTtivivn=1,26 mg/dl,

»KaAio=4,64 mmol/l, Narpio=145 mmoll/l,

}

Aucnon 0oon¢ ZakouuTtriTpiAn/BaAcaptavn 97/103 mg X2



NT-proBNP=180 pg/ml




. dyspnoea or tfachycardia and pulmonary congestion or interstitial oedema
verified by chest X-ray

: HF accompanied by alveolar oedema in the chest X-ray or with O, saturation
<90% (without supplemental oxygen)

: AHF accompanied by low blood pressure (SBP<?0 mmHg) and oliguria
(<0.5 mL/kg/h for at least 6 h) or low cardiac index (<2.2 L/min/m?).

. high blood pressure (>180/100 mmHg) accompanied by symptoms of HF
(dyspnoea and tachycardia) and radiological findings of pulmonary congestion or oedema and
with preserved left ventricular (LV) function at index hospitalization or before.

: HF due to right-sided pathophysiology with increased jugular venous pressure and liver size
and usually accompanied by peripheral oedema as unigue or concomitant to left HF.




Acute decompensation of
chronic heart failure

B Pulmonary edema

B Cardiogenic shock

B Acute heart failure triggered
by hypertension

Right-heart failure
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Acute Heart Failure Outcome in
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ADHERE OFTIMIZE-HF EHFS | EHFS Il ESC-HF Pilot (AHF arm) ALARM-HF

Patients, No. 105 388 44 b1.2 11 327 3530 1892 4953
In-hospital mortality, % 4.0 4.0 6.9 6.7 3.8 11.0
Hospital stay, median, days g 4 11 9 8 B
30-90-days mortality, % 11.2 (30 days) 9.0 (60-90 days) 6.6 (90 days)
1-year mortality, % 36

Readmission (time period),

22.1 (30 days) 65.8 (1 year)

30.0 (60-90 days)

24,0 (90 days)




In-hospital mortality as a
function of the past history

and clinical presentation
of acute heart failure

All types

ADCHF

De novo acute heart failure
Decompensated heart failure
Pulmonary edema
Cardiogenic shock
Hypertensive heart failure

Right heart failure

Mortality
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The early post-discharge phase
after hospitalization for heart
failure carries particularly high
risk of poor outcomes and has
been termed the vulnerable
phase.

“Transition Phase”

“Plateau Phase”
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No treatment has definitively
reduced rates of early death
and rehospitalization other than

optimizing guideline-directed
chronic HF therapies. Median Time from hospital discharge

AS. Desal, Circulation, 2012
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Heart failure Stabilizey Spi Chronic
hospitalization Post s age heart failure
period

Mortality during this 30-day
period can reach up to 10%

Approximately 25% of patients
will be readmitted to hospital
within 30 days after discharge
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‘ Recommendations regarding oral evidence-based disease-modifying therapies in patients with acute heart failure Class®

| In case of worsening of chronic HFrEF every attempt should be made to continue evidence-based, disease-modifying therapies, in the
absence of haemodynamic instability or contra-indications.

vulnerable




Beta-Blockers Withdrawal in AHF;
a Meta-analysis

Concern about the negative inotropic effects of beta-blockers and thus the potential worsening of
hemodynamics leads many physicians to stop beta-blockers in ADHF.

Forest Plot for Short-Term Mortality Forest Plot for Combined Short-Term Mortality

Forest Plot for In-Hospital Mortality Gndy  Year RRES%CI)  Weigh Swdy  Year or Rehospitalization FRE%c)  Wegn

RR (95% CI)

Jondesy 2009 088 (0.30,262) 14.4% Jondeau 2009 E 114083, 1.60) 0.6%

Gems 2003 216(085,450) 230% Gatis 2003 ; 203{156,260) 326%

1.77 (0,16, 19.08)

Buler 2008 1.18(059,2.30) 308% Bufler 2006 : 3.70(1.40, 10.0) 128%

—a— 420 (1,59, 11.1)

Fonarow 2008 2M(1.20,4.55) 3.B% Forarow 2008 1.11{0.67, 1.86) 24.3%

Dwverall (l-squaned = 20.8%, p = 0.785) Owvarall (|-squared = 78,6%, p = 0.005)

Prins et al JACC: Heart Failure 2015



Table 4. Unadjusted and Risk-Adjusted Process-Outcome Links for ACC/AHA Hospital

\ \\‘\\\\\ \\\\ ‘ Performance Measures for Heart Failure
\\ MIZE\ \\t\ II.\ \ Predictive of Mortality
C ‘ \ \\\\ N\ \“ \ Predictive of Mortality or Rehospitalization

at 60- to 90-d Follow-up at 60- to 90-d Follow-up

r}]\\ 1\\\'\\S n\ﬂ\uen\kc\é%\ \ | Hazard Ratio P | Odds Ratio (=]
\\\\\\\\\\\ Performance Me . (95% CI) Value (95% CI) Value

A A o ———

> Sixty- to ninety-day post-discharge follow- =
up data were prospectively collected from N T— 0.45 ..
5791 patients at 21 US hospitals. lisk-a

0.91 (0.65
0.61 (0.35-1.06)

R e
i ; 27
L8 (0. - Tl

B- E.I cker at discharge

0 None of the current recommended ACC/AHA heart failure performance measures was strongly
associated with , and performance

measure strongly influenced post-discharge mortality or rehospitalization.
O the association between process and 60- to 90-day outcome was stronger for

than for any of the current ACC/AHA performance measures
G Fonarow et al JAMA 2007
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Therapy
First Author (Ref. #) Study Design Key Results

Gattis et a Randomized (open-label) clinical trial: 3 days post-randomization, %1% randomizad to pre-discharge
[IMPACT-HF] Carvedilol initiation pre-hospital
discharge vs. initiation =2 weeks post-
discharge at physician discretion

Hernandez et al. (5) Observational: Among patients eligible for 3,000 (subset with
(OPTIMIZE-HF registry beta-blockers, in-hospital beta-blocker reduced ejaction adjusted risk for all-cause mortality (HR
linked to Medicare claims) initiation vs. no initiation fraction) 0.87), all-cause rehospitalization (HR:
and mortality or rehospitalization (HR:
_96).
Continuation or withdrawal
Fonarow et al (7) Observational: Among patients eligible for 2,373 At 80-90 days post-discharge, beta-blocker continuation
[OPTIMIZE-HF Registry) beta-blockers, in-hospital beta-blocker associated with a Low
continuation vs. no beta-blocker;
beta-blocker withdrawal vs.
continuation p=0.01 ompared with no beta-blocker.
92% of patients newly initiated on beta-blocker therapy remained
on therapy.
Beta-blocker withdrawal associated with higher adjusted mortality
mpared with continuation (HR: 2.3; 95% Ck 1.2-4.6;
£
57% of patients with in-hospital beta-blocker discontinuation were
restarted on therapy within 60-90 days.

or angiotensin Il
or blocker
Initiation
Sanam et al. {11) Observatio Among patients without 954 (propen
[Medicare beneficiaries) prior A and without known matched cohort)
contraindicat discharge ACEI/ARB
prescription vs. no prescription

Continuation or withdrawal

Gilstrap et al. (10 Observational: Amaong eligible patients,
linked to Medicare claims) ACEIFARB withdraw. continuation
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clinical trial, single-blind
Patients not receiving
ground MRA therapy and meeting
tudy criteria assigned short
al course of spironolactone
50-100 mg/d plus standard care vs.

Butler J et al (17)
(ATHEMA-HF)

Randomized clinical trial: High-dose
spironolactone 100 mag/d for 4 days

[Medicare
t admission and withouwt
known contraindications, discharge
MRA prescription vs. no prescription

Prescription at discharge

amagucii et 3

s Observational: Use of spironolactone at
{JCARE-CARD registry)

discharge ws. no use at discharge

Hemandez et al. (21}
(GWTG-HF linked to Medicara
claims)

Observational: Among patients
thera
no prescription

Curtis et al. (22} (GWTG-HF linked Observational: Among patients eligible for
to Medicare claims) , discharge MRA prescriptio:
no |:-r-=5|.r||:-l:|...-r|

discharge MRA prescn}_\th:n Ve,

648 (propensity
matched cohort)

Spironolactone not associated with excess in-hospital worsening
fi perkalemia.
Greater proportions tients receiving spironolactone were free
of cong t d less edema, rales, jugular venous
pressure and orthopnea (all p < 0.05).

Spironolactone not associated with excess in-hospital worsening
renal function or hyperkalemia.

Spironolactone therapy did decrease NT-proBMP level or improve
clinical markers of congestion compared with standard care.

duath |,H R=
Spironolactone ne

at-=|:l with adjusl'e-:l r|5 &
hospitalization (HR: 0.79; 95 (o

mparﬂ-:l with
< 0.001).




Beta-Blocker

FIGURE 2 Post-Discharge Survival by Beta-Blocker Treatment Groups
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Post-Discharge Survival by ACE inhibitors
Treatment Groups

1-year mortality C 1-year mortality or readmission

1.0

>

1-year readmission
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0.2

0.0
180 270

Days After Discharge

180 270 180
Days After Discharge Days After Discharge

Gilstrap et al J Am Heart Assoc 2017
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Therapies befor
Bimen

Heart failure oral therapies
including beta-blockers , renin-
angiotensin system inhibitors and
mineralocorticoid receptor
antagonists, administered before
hospital discharge after acute
heart failure

. However, concerns
have been raised because early
administration of HFOTs may
worsen patient’s condition.

Yes
n=14'314

Died during index hospitalization (n=1"901)

Missing data

No vital status at discharge (n=350)

No vital status at 1 year (n=127)

No data about BB/RASI at discharge (n=2'306)

Inclusion in small centers (n=1'307)
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associated with better

outcome in acufe heart

BB and RASI at discharge were
associated with lower 90-day mortality
risks compared to the respective
unireated groups.

The favourable associations of BB and
RASI at discharge with 90-day
mortality were present in many
subgroups including patients with
reduced or preserved left ventricular
ejection fraction and persisted up to 1
year after discharge.

A

BE vs. no-BB Unadjusled
Adjusted
PS-matehed

RASI vs. no-RASI  Unadjusled
Adjusted
PS-matched

MRA v&. ro-MRA  Unadjusled
Adjusted
PS-matched

Survival

90-day mortality

180
Time (days)

1=year mortality

no-RASI

Surdval

Time (days)

p < 0.0001

no-MRA
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Murnler ab sk

was associated with an
even lower risk of death
than RASi or BB alone.

—— BB or AASI abone
---- o BB, no RASI
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18D it L] i) 180 270 360
Time {days) Time [days)
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1. Patients who were eligible for inclusion
in the PARADIGM-HF trial were
ambulatory outpatients who had
received an ACE inhibitor or ARB for a
minimum of 4 weeks.
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| patelekse RS | 2. The trial had sequential run-in periods
e aw wn e o v s we e | e ap s s o i during which all patients received
C aapiaioaton o taar Fillre high-dose enalapril and sacubitril-
" AT L valsartan before they underwent
randomization.

Patients with acute decompensated
heart failure, which was defined by the
presence of signs and symptoms that
may lead to the use of infravenous
NostRisk = vk s 2 | S o am ime 15 therapy, were excluded from the ftrial.

Cumulative Probability
Cumulative Probability

V. McMurray NEJM 2014



Reduction of Hospitalization with LCZ696 the
first 30 days after Randomization

= EvaAarmpiin (N=4.212)
LCZ696 (N=4.187)

HR 0,60 (95% CI: 0,38-0,94)
p=0,027

kara Kaplan-Meier
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) ) ) Huépec amd v TuXalomoinon
ApiBuoc aoBevwv ot Kivbuvo
LCZ696 4187 4174 4153
ghampiAn  4.212 4192 4.166

JV. McMurray NEJM 2014



N 881 HF patients with:

PW HF: ) reduced ejection fraction (<40%)

icubitril/Valsartan ) elevated NT-proBNP concentrations
in AHF

] with a primary diagnosis of acute
decompensated HF.

Inclusion criteria:
Hospitalized with Acute Decompensated HF with Reduced EF

< all patients to be stabilized before

Stabilized randomization (a maintained
and
Sacubitril/valsartan nalapr
97/103 mg twice daily* VS /
In-hospital initiation 4
Study Drug for 8 weeks )

» Evaluate biomarker surrogates of efficacy ~

* Evaluate safety and tolerability <> No less than 24 hours and up to 10

= _Explore clinical outcomes days after initial presentation for AHF
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Table 1. Characteristics of the Patients at Baseline.®

\

Variable
Ape —3T
Median
Interquartile range
Female sex — na. (%6)
Race — mo. (3} 7
Black
White
Body-rmass indexi
Median
[ FTETTETS N PRIy
Previous heart failure — no. [96)

1 i TR = i, {55

ACE inhibitor or ARB 208 (473 214 (48.5

Beta-blocker
MRA

Loop diuratic
Hydralazine
Mitrate
Drigoxin

Sacubitril-
Valsartan
(M = 440)

&l
51-71
113 (25.7)

158 (35.9)
261 (59.3)

30.5
G5 G_1F 1

258 (67.7)

262 (59.5)
48 (10.9)

262 (59.5)
30 (5.8)
43 (3.8)
41 (3.3

Enalapril
(N = 441)

63
5472
133 (30.2)

158 (35.8)
254 (57.6)

0.0
L T

278 (63.0)

263 [59.6)
40 (9.1)
240 (54.4)
33 (7.5)
40 (9.1)
35 (7.9)

>50%
Naive
patient

MYHA class — no. (%)

Mot assessed

Systolic blood pressure — mm Hgj
Median
Interquartile range

Pulse — beats per minf
Median
Interquartile range

Left ventricular ejection fraction — %69
Median
Interquartile range

NT-proBMP at screening — pg/mi9
Median
Interquartile range

NT-proBMP at randomization — pg/mil§
Median
Interguartile v

Serum creatinine — mg/dIf
Maedian
Interquartile range

Estimated GFR — ml/minj1.73 m’§
Median

Serum potassium — mmol per liter§
Median
Interquartile range

4 (0.9)
100 (22.7)
283 (64.3)

39 (8.9)
14 (3.2)

118
110-133

Bl

24

18=30

48121
FL09-BT67

LO7-1.51

58.4

5 (1.1)
122 (27.7)
269 (61.0)
36 (8.2)
3 (2.0)

118
109-132

&0

25

2030

4710
2966-8280

1.05-1.50

58.9

425
3.90-4.60




Ploneer HF' Prlmury Endpoint

BNP : Vs Sacubitri l/\‘/@'lli\@‘{(oi'ﬂ
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Time-average proportional change of NT-proBMP from baseline*

There was a

Enalapril HR 0.71 (95% CI 0.63, 0.80) —defined as the
T proportional change in NT-proBNP

from baseline to the mean of
concentrations at weeks 4 and 8—

among patients treated with

sacubitril/valsartan (n = 440)
Baseline Week2 Week3 Week4 Week5 Week6 Week7 Weeks compared with enalapril (n - 441).

Week since Randomization
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Sacubitril/Valsartan




Ratiz of Change i NT-proBMP with
Sacubditril-Valsartam ws. Emalapril

(9535 C1)

Results of analyses of subgroups that
were defined according to demographic
and clinical characteristics of interest
reflected a consistently beneficial effect
of sacubitril-valsartan, as compared
with enalapril, with regard to the
primary efficacy outcome.

Subgroup analyses showed no
significant differences between the two
treatments with regard to the key safety
outcomes.
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Risk

-proBNP and Card

ular Events

iovas

Risk of Cv Deah or First HF Hospitdization

Did not Achieve NT-proBNP <1000

at 1 moth
HR=041 (029.0.58)

p<0.001

Achieved NT-proBNP <1000
at 1 month
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Sacubitril-Valsartan Enalapril Sacubitril-Valsartan vs.
Outcome (N =440) (N =44]) Enalapril

Key safety outcomes — no. (%) Relative risk (95% Cl)

Worsening renal functiony 60 (13.6)

( 5 (14.7) 0.93 (0.67t01.28

Hyperkalemia 51 (11.6) 41 (9.3) 1.25 (0.84 to 1.84
( (

( (

Symptomatic hypotension 66 (15.0)

)

)

6 (12.7) 1.18 (0.85 to 1.64)

0.2) )

Angioedema 1 6 (1.4) 0.17 (0.02to 1.38

++» The sacubitril/valsartan was well tolerated,

< with comparable rates of worsening renal function, hyperkalemiaq,

symptomatic hypotension, and angioedema when compared with
enalapril alone.




§ \\\&

\\\\'\\

Regarding the clinical endpoint,
there was a:

Composite of Death, HF re-hospitalization, LVAD, Listing for Transplant

HR = 0.54; 95% CI 0.37-0.79 Enalapril
P =0.001 N=441
NNT=13

Sacubitril/Valsartan
N=440

9
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X

24 28 35 42 49 56
Days since Randomization

a benefit that was driven by
reductions in HF hospitalizations.

EJ. Velazquez et al, N Engl ) Med 2018



Sacubitril-Valsartan
Outcome (N =440)

Enalapril Sacubitril-Valsartan vs.
(N=44]1) Enalapril

Secondary biomarker outcomes — % (95% Cl)i:

Ratio of change (95% Cl)

Change in high-sensitivity troponin T concentration 36.6 (-40.8 to -32.0)

25.2 (-30.2 to -19.9) 0.85 (0.77 to 0.94)

Change in B-type natriuretic peptide concentration 28.7 (-35.5to-21.3)

Change in ratio of B-type natriuretic peptide to NT-proBNP  35.2 (28.8 to 42.0)

33.1 (-39.5 to -25.9) 1.07 (0.92 to 1.23)
83 (-3.6to-12.7) |.48 (1.38 to 1.58)

Sac/Val led to a reduction in the conceniration of high-sensitivity cardiac troponin T, which

is a biomarker of myocardial injury associated with abnormalities of cardiac structure and
function and with
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— Open label extension results

(week 8 to week12)
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PIONEER — HF / Open label extension results
[ week 12

Study Results, Open-Label Phase (Week 8-12)*

10 Change from baseline in NT-proBNP concentration
Week 8-12
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DeVore AD et al ACC 2019. March 2019
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TITRATIOSN- RESULTS

Proportion of patients (%)

o
[

Table 2. Most common adverse events (4% of patients in any T T o 7 T
group), during the 10-week treatment epoch regardless of study drug Figure 4. Predictors for successful sacubitril/valsartan dose up-titration to
relationship 200 mg b.i.d.

Pre-discharge Post‘discrlafgﬂ Predictor 0Odds Ratio 95% Cl P-value
Preferred term N=497 N=496 P-value® Age (<65 years vs =65 years) 1.42 (1.05,193) 0.0231

n n
(%) (%) eGFR at baseline (260 mL/min/1.73 m? I 152 (1.13,2.03) 0.0050
Hyperkalemia 55 (11.1) 56 (11.3) 0.9201 vs <60 mL/min/1.73 mv)

Systolic BP at baseline (2120 mmHg
Hypotension 61 (12.3) 45 (9.1) 0.1229 vs 2100-<120 mmHg) L 148  (1.11,197) 0.0079

Prior heart failure history (No vs Yes) —1 1+ 1.59 (1.15,2.19) 0.0048

Cardiac failure 34 (6.8) 42 (8.5) 0.3426

| Medical history of hypertension =
Dizziness 28 (5.6) 21 (4.2) 0.3795 (Yes vs No) 1.85 (1.31,263) 0.0005

Atrial fibrillation at baseline (No vs Yes) —— 1.77 (1.33, 2.35) <0.0001

! Starting dose of sac/val
. —— 241 1.57,3.68) <0.0001
Renal impairment 25 (5.0) 15 (3.0) 0.1455 (100 mg vs 50 mg) ( )

Treatment (post- vs pre-discharge) 1.20 (091, 1.58) 0.1963

Peripheral edema 17 (3.4) 24 (4.8) 0.2696

Diarrhea 12 (2.4) 23 (4.6) 0.0604

Urinary tract infection 20 (4.0) 15 (3.0) 0.4918

Figure 3. Most common AEs (=2 events in any treatment group) leading to
permanent discontinuations* during the 10-week treatment period

P=0.8749** B Pre-discharge initiation (n=497) Conclusion
4T Post-discharge initiation (n=496) * About half of the HFrEF patients stabilized after an acute HF decompensation
event achieved the recommended target dose of 200 mg sacubitril/valsartan
b.i.d. within 10 weeks
* The incidence of adverse events and discontinuations of sacubitril/valsartan due to
adverse events was similar in pre- versus post-discharge grouns
P=0.3848%* ¢ Patients with fewer comorbidities, higher systolic blood pressure or newly
. diagnosed HF were more likely to tolerate the up-titration of sacubitril/valsartan
14 to target dose within 10 weeks

-t
]

- N w
= N WD B

P=1.0000** P=0.6220** P=0.4995** P=0.2492** P=0.2492**
[

1 1 1 1 * Initiation of sacubitril/valsartan in a wide range of HFrEF patients, in-hospital or
0404 0224 04 04 : shortly after discharge, was feasible and overall well tolerated

0.8

Wachter R. et al. ESC 2018, Aug 25-29; Munich



90 days Postdischarge
Beta-Blocker Use at 60 Days
Postdischarge

o
~0
==
O
>
o
O
—
o
L
—
.
o
=z
O
=
[-a]
O
-—
o
[- 2]
O
=
=
o
9}
()
oz
(%]
——
c
2
-—
O
o.

BETA-BLOCKER NO BETA-BLOCKER
PRESCRIBED AT PRESCRIBED AT BETA BLOCKER INITIATED AT  BETA BLOCKER INITIATED
DISCHARGE DISCHARGE DISCHARGE POST-DISCHARGE




Beta-blocker ACEI/ARB/ARNI

mm Safe & well-tolerated in Safe & well-tolerated in Safe & well-tolerated in
GOMT most hemodynamically stable most hemodynamically stable most hemodynamically stable

Risks Associated with Failure to Continue/Initiate/Switch GDMT During Hospitilization
t risk of readmission & short-, intermediate-, and long-term mortality
| medication adherence and | medication persistence
Substantially 1 likelihood of never being initiated or switched to GDMT as outpatient
Missing out on the teachable moment during hospitilization




CONCLUSIONS

There is no better time to initiate and intensify lifesaving
chronic therapy for patients than when

The problem was that sacubitril/valsartan had been
studied in PARADIGM-HF, where initiation was done in a
very table population.

In the sacubitril/valsartan was well
tolerated before discharge with

and
need for a left ventricular assist device, or transplant in
pts receiving Sac/Val Vs Enalapril.

Cauvution should be used when initiating ACEI/ARB/ARNI in
(such as patients who are

“overdiuresed”) because renin-angiotensin-aldosterone
system activation is high and ACEI/ARB/ARNI

with close monitoring
of hemodynamics, renal function, elecirolytes, and
symptoms in the weeks after initiation of these
therapies is required, especially in freatment-naive
patients



