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Heart failure — Terminology related to LVEF Erasme I'
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CRITERIA

HFrEF
Symptoms + Signs®

LVEF <40%

HFrEF

HFmrEF

HFpEF

HFmrEF
Symptoms + Signs®
LVEF 41—49%°

HFpEF
Symptoms + Signs®
LVEF >50%

Objective evidence of cardiac structural and/or functional

abnormalities consistent with the presence of LV diastolic
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dysfunction/raised LV filling pressures, including raised natriuretic peptides

> LVEF =< 40%

> LVEF 41 et 49%

> LVEF 2 50%

McDonagh T, et al. Eur Heart J 2021



. . . . LID1EL F‘ ULB
Global epidemiology in heart failure Frasme
« 1-3% de la population adulte (250 000 en Belgique): 50% HpEF
- Prevalence in HFpEF steadly increasing: HFpEF most common form of HF in the future

« 50% of incident HF have HFpEF _ e e e

Prevalence ranges between 1-3% in the
general adult population or 1,000 population
= Prevalence higher in males vs. females * \Variations depending on geographical areas
= ~50% of HF patients have HFrEF = ~50% of patients with incident HF
= Prevalence in HFrEF: stable/declining due have HFpEF
° M O rta I it re m a i n S h i h to longevity and improved treatments " Ov:erall inciden.cc.-:: stable/c-ieclining
y g = Prevalence in HFpEF: steadily increasing ® Incidence declining more in HFrEF and
= HFpEF: most common HF form in the future advanced HF than in HFpEF

. CV mortality in HFrEF declining e

Outcomes

« Non-CV mortality in HFpEF increasing T — T Annusl heslth cae costs up 0 €25,000

= Mortality remains high, in the Western world, expected to increase
1-year mortality ~15-30%, 5-year mortality | = Increasing costs due to major demographic
~50-75%, no significant differences changes
between HFpEF and HFrEF = Majority of costs linked with directs costs,
= CV mortality in HFrEF: declining non-CV comorbidities, procedures

» Major cause for hospitalisations for age > 65y - e,
 Increasing number of HF hospitalisations in women (HFpEF)

Becher PM, et al. Eur Heart J (2022) 43, 3005-3007



Hopital ULB

Risk profiles for chronic heart failure over time E T

Baseline Risk Residual Risk
A
/‘"- Refractory/intolerant to
’ GDMT
/

ls\ ! o

l' “ ,’ Consideration for heart

) NGY transplantation,
X o . - : mechanical circulatory
7] . Initial dlagn03|s and I\ i support, or IV inotrope
o treatment . Initiation and " * ] therapy
— (‘m (outpatient or hospital) ." itration of GDMT] ! \\ /'
8 _____________ : .’ Palliative care
= e —— ICD/CRT as ’ I

. T \
F— \ indicated 'l 1 'l
(&) \\ I \\ ’
\ Transcatheter . ,l cosh
% mitral valve repair h ‘\ § Worsening heart
indicated / ; :
“\ asin ’ ” failure despite
e O _/ ‘ optimal medical and
O ——— - device therapy
36 months Variable (months-years) | Variable (months) 111" Vanable (monthe) 1]

Time
Greene S.J. et al. Circ Heart Fail. 2020



Increased mortality due to hospitalisation for HF erasme I'

Higher risk for mortality
« Shortly after hospitalization
- With increased number of hospitalizations

- With increased duration of hospitalization

16
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g Duration ~ 3rd HF Hosp
c of E 12] —— 2nd HF Hosp
% 8 100 hospita| g . o —— 1st HF Hosp
- £10
S8 80 stay 9
1 © J
28 60 (days) €8]  TSINI SNG e e « Duration 22+d
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~ )
= 0-1 1-3 3-6 6-12 12+ NoHF 2
Hospitalization
0 0-1 month  1-3 months 3-6 months 6-12 months 12+ months
Months post-discharge Time Since Discharge (months)

Solomon SD, et al. Circulation. 2007. PMID: 17724259;
Hollenberg S et al. J Am Coll Cardiol 2019;74:1966—2011



Pharmacological treatments for patients with : I_
Heart Failure with Reduced Ejection fraction (HFrEF)

The goals of pharmacotherapy in patients with HFrEF are:

« Reduce mortality

- Prevent recurrent hospitalizations due to worsening HF

« improve their clinical status, functional capacity and quality of life
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CRITERIA

HFrEF
Symptoms = Signs®

LVEF <40%

HFmrEF
Symptoms =+ Signs®

LVEF 41 —49%°

HFpEF

Symptoms =+ Signs®

LVEF >50%

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® t

McDonagh T, et al. Eur Heart J 2021



Management of HFrEF

Hopita ULB
Treatment HFrEF

To reduce HF hospitalization/mortality - for selected patients

Volume overload

SR with LBBB > |50 ms SR with LBBB 130—149 ms or non LBBB> 150 ms

T

Ischaemic aetiology Non-ischaemic aetiology
ICD ICD )

Atrial fibrillation

Atridl fibrillation Coronary artery disease
Digoxin ) _PVI ) CABG J]

Iron deficiency

Ferrkc carboxymahoss) To reduce mortality - for all patients

Aortic stenosis Mitral regurgitation ~ Heart rate SR>70 bpm Black Race ACE-I/ARNI intolerance

I CTEEMVRepair ) habradine )| umm'

' MCSas BTT/BTC )

To reduce HF hospitalization and improve QOL - for all patients
Exercise rehabilitation

MCS as DT

McDonagh T, et al. Eur Heart J 2021;00:1-128




HF Treatment according to LVEF
HFrEF (< 40%)

EF

Natients

Beta
Blocker

‘or selected patients

Hopital

« Quick introduction
« Quick titration

« No sequential order

McDonagh T, et al. Eur Heart J 2021



Pharmacological treatments for patients with
Heart Failure with Reduced Ejection fraction (HFrEF)

Erasme F

: Starting dose Target dose
In all patients =
. - - ACE-I
T Captopril® 625 mgtid. 50 mg tid.
Enalapril 2.5 mg b.id. 10—20 mg b.id.
An ACE-| is recommended for patients with HFrEF to reduce the risk of HF
hospitalization and death."0~ 112 Lisinopril® 2.5-5mg od. 20—35 mg od.
A beta-blocker is recommended for patients with stable HFrEF to reduce the risk of Ramipril 2.5 mg b.id. 5 mg b.id
HF hospitalization and death.'"* "2 Trandolapril* 0.5 mg od. 4 mg o.d.
Ao MRA s recommended for patients with HFrEF to reduce the risk of HF hospitalization and death.'*"'* ARNI

D liflozin or empagliflozin are recommended for patients with HFrEF to reduce the risk
of HF hospitalization and death.'®'%

Sacubitril/valsartan

49/51 mg bid*

97/103 mg b.id.

Sacubitril/valsartan is recommended as a replacement for an ACE-| in patients with HFrEF to reduce the risk of HF Beta-blockers
hospitalization and death.'®® Bisoprolol 125 mgo.d 10 mg od.
Carvedilol 3.125 mg b.id. 25 mg b.id.
Metoprolol succinate  12.5—-25 mgo.d. 200 mg o.d.
In selected patients (CR/XL)
Other agents Nebivolol® 125 mgo.d. 10 mg od.
Candesartan 4 mgo.d 32 mg od. HEA
Dsarean 50mgod 150 mg od. Epferenone 25mg o.d' 50 mg od.
Spironolactone 25mgo.d. 50 mg od.
Valsartan 40 mg b.i.d 160 mg b.id. SGLT2 inhibitor
Ivabradine 5 mgb.id 7.5mgb.id. Dapagliflozin 10mgo.d 10 mg o.d.
Vericiguat 2.5 mg od. 10 mg od. Empagliflozin 10mgod. 10 mg od.
Digoxin 62.5 ngod 250 pg od. g
Hydralazine/ 37.5mgtid/20 mgtid. 75 mg tid/40 mgtid.

Isosorbide dinitrate

McDonagh T, et al. Eur Heart J 2021;00:1-128



Angiotensin—Neprilysin Inhibition vs Enalapril in HF I_
PARADIGM-HF e

- Reduce the degradation of BNP, enhacing diuresis, natriuresis, myocardial relaxation --

« Inhibit renin and aldosterone secretion . N = 8442 patients
- EF<40%
| CV death and . SV x Enalapril

| hospitalisation for worsening HF - Primary EP: composite of CV death and
hospitalisation for worsening HF

PARADIGM-HF: Cardiovascular Death or Heart PARADIGM-HF: Cardiovascular Death PARADIGM-HF: All-Cause Mortality
Failure Hospitalization (Primary Endpoint)

Enal il 1117 T | HR =0.84 (0.76-0.93) Enalapril
nalapri : =0. SASCE = 835
5 _ 321 (n=421p2) 5 _ Enalapril 5 _ P<0.0001 (n=4212)

&R 914 R 24+ HR =0.80 (0.71-0.89) (n=4212) 693 &R 241 711

© © ©

EQ -E @ P =0.00004 EQ

i 24 LCZ696 a5 o Number need to treat = 32 558 a5 "

) - Q = @ +

82 10} (n=4187) 52 22 LCZ696

13 t: LCZ696 2, (n=4187)

53 HR =0.80 (0.73-0.87) 53 T - 25 1

§% 8y P = 0.0000002 g° (n=4187) g3

Number needed to treat = 21 0 0
0 . . \ . , ; ; } } } } ! } — | } t + } ' |
0 180 360 540 720 900 1080 1260 0 180 360 540 720_ _900 1080 1260 0 180 360 540 720 900 1080 1260
L Days After Randomization Days After Randomization

Patients at Risk Days After Randomization Patients at Risk Patients at Risk
LCZ696 4187 3922 3663 3018 2257 1544 896 249 LCZ696 4187 4056 3891 3282 2478 1716 1005 280 LCZ696 4187 4056 3891 3282 2478 1716 1005 280
Enalapril 4212 3883 3579 2922 2123 1488 853 236 Enalapril 4212 4051 3860 3231 2410 1726 994 279 Enalapril 4212 4051 3860 3231 2410 1726 994 279

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



Wiviott et al. N Engl J Med 2019

Sodium-glucose co-transporter 2 inhibitors - iISGTL2

DAPA-HF (Dapaglifliozin)

A Cardiovascular Death or Hospitalization for Heart Failure

1007 64 Hazard ratio, 0.83 (95% Cl, 0.73-0.95)
90 P=0.005 for superiority
s e Placebo
®  80-
g 704 “
=
S 604 3+
£ 504 | CV death or
) 2
= 404
I —
_g 304 ;
a 20+ 0 T T T T T T T 1
10 0 180 360 540 720 900 1080 1260 1440
0

| I I I
0 180 360 540 720
Days

T T T 1
900 1080 1260 1440

N =4744 patients

« EF<40%

- Dapagliflozin or placebo

«  Primary EP: HF hospitalisation/urgent visit, CV death

2020

Packer et al,

A Primary Outcome

100+

dence (%)

90

80+

70+

| hospitalisation for worsening HF

30

20

104

Erasme F

EMPEROR-Reduced Trial
(Empagliflozin)

HF hospitalisation/CV death

357 Hazard ratio, 0.75 (95% Cl, 0.65-0.86)

P<0.001

Placebo

30+

. - Empagliflozin
254

20+

15+

Placebo

_ . — - Empagliflozin

-

T T T T T T T 1
90 180 270 360 450 540 630 720 810

Days since Randomization

N = 3730 patients

EF =< 40%

Empagliflozin or placebo

Primary EP: composite: HF hospitalisation/CV death



Hopital ULB
Sodium-glucose co-transporter 2 inhibitors - iISGTL2 Frasme I- .

Glomerulus

Proximal tubule
Distal tubule

“SITE OF-._
ACTION

Gid

BLOOD ——— DENSA
—
Glucosuria:

Glucose filtration

MACULA

© NATRIURESIS34 ~ 70 _g/day
280
©® OSMOTIC DIURESIS34 URINE | kcal/day )
| Glucos
HbA;c O

Weight O




SLGT2i ool

Protection cardiaque et renale

1. Glycosuria

» Decreased inflammation and glucotoxicity

» Weight loss decreasing epicardial fat Y
r——ﬁ
 Uricosuria with beneficial effect on
‘m €T 4 Tubuloglomerular — im —
. X, feedback —
atherosclerosis k‘?) — | #uricosuria —» ! !
iHAlc ;:I::udre i I
* Improving myocardial energetics l I i }
; , | +Myocardial
(ketonbodies) ‘ ' baver || B Setch
i &é?ﬂgor:;n?::igity ¥ Plasma uric acid constriction l
2. Natriuresis '3'13“ /\ ,,,m:m A
. . . ¥ Epicardial fat = iHyperﬁItra.ﬁon puaa ¥ Ventricular
* Lowering blood pressure and improving ’ w mmThm
endothelial function @ T
ACE2 - Ang1/7
» Restoring the tubuloglomerular feedback cardc \ [—
. . . b No sympathetic
and reducing hyperfiltration (=t nerious sysiem
¥ Inflammation </
¥ Fibrosis @/
* Lowering plasma volume and congestion /

Heerspink et al. Circulation 2016



Guideline recommended therapy in HFrEF

Impact on mortality

Network meta-analysis for all-cause mortality:

Treatment

Study drug vs placebo

CV Mortality or HF Hospitalization HR

(95% ClI)

Erasme F

ARNI + BB + MRA + SGLT2

0.36 (0.29-0.46)

ARNI + BB + MRA + Vericiguat
ARNI + BB + MRA + Omecamtiv
ACEl + BB + MRA + IVA

ACEIl + BB + MRA + Vericiguat
ACEI + ARB + BB + Dig

ARNI + BB + MRA

ACEI + BB + MRA

ARB + BB

ARNI + BB

ACEI + BB

ACEIl + BB + Dig

ACEI + Dig

BB

0.43 (0.34-0.55)
0.44 (0.35-0.56)
0.49 (0.39-0.61)
0.54 (0.43-0.67)
0.73 (0.62-0.85)
0.47 (0.38-0.58)
0.58 (0.47-0.71)

0.65 (0.55-0.77)

0.68 (0.58-0.79)
0.84 (0.73-0.96)
0.84 (0.73-0.96)
1.00

0.75 (0.65-0.87)

0.25

2Tromp, J. et al. J Am Coll Cardiol HF. 2022;10(2):73-84.



Titration of guideline recommended therapy
Impact on mortality

Cumulative percentage death

25

20 -

15

10

ACEinhibitor/ARB

— 0% (n=305)

—  1-49% (n=686)
— 50-99% (n=639)
—  >100% (n=470)

T T T T T T T
100 200 300 400 500 600 700

Survival Time in Days

Cumulative percentage death

Betablocker

— 0% (n=200)
25 4— 1-49% (n=1062)
— 50-99% (n=581)
— 2100% (n=257)
20
15
10
5 -
0 -
I I I 1 1 I 1
100 200 300 400 500 600 700

Survival Time in Days

Percentage cumulative death

Erasme

Combination

ULB

25

> 100% of both ACE-inhibitor and beta-blocker (n=101)
= 50% of both ACE-inhibitor and beta—blocker (n=412)
= 50% of either ACE-inhibitor and beta-blocker (n=921)
< 50% ACE-inhibitor and beta-blocker (n=391)

< 0% of both ACE-inhibitor and beta-blocker (n=37)

20
]

15

10
1

j,_l

T
100

T T T T
200 300 400 500

Survival Time in Days

T
600

T
700

Ouwerkerk et al. Eur. Heart. J. 2017 Jun 21;38(24):1883-1890



Titration of guideline recommended therapy Tie] I.
Impact on outcome

- N=209 consecutive patients with EF < 40%, after discharge and at follow up

Freedom from all-cause mortality or heart failure admission Freedom from all-cause mortality or heart failure admission
100%™ 47 RAS inhibitor uptitration 100% 7 B-blocker uptitration
47 No RAS inhibitor uptitration & No B-blocker uptitration
80% 80%"
60%™ 60%™
40%™ 40%
20%™ 20%™
0% 0%
| | 1 1 1 1 L] L] L} | ] ] 1 1 1 )
0 6 12 18 24 30 36 0 6 12 18 24 30 36
Months Months

Verbrugge H et al. Am J Cardiol 2013;112:1913e1920



STRONG-HF trial

Study design

Main inclusion
criteria

+ AHF pt ready to
be discharged

Randomise
1:1; n=1800

* No or sub-
optimal dose of
GDMT

* Pre-discharge
NT-proBNPY

Hospital @
discharge

© Week 1 Week 2 Week 3

Safety Safety Safety

Full optimal
GDMT doses

Full optimal
GDMT doses

Follow-up and therapy

>1500 pg/ml
Usual
care

adjustments per physicians
usual practice

Full optimal
GDMT doses

Erasme OLB

Primary
endpoint

180 day HF
90-day readmission
follow-

up or all-cause

mortality

Y NT-proBNP criteria for persistent congestion

*ACEI/ARB, ARNi, BB, or MRA

Mebazaa A et al. Lancet 2022



STRONG-HF trial . I'
Primary endpoint o

| HF readmission or all-cause mortality at 180 days

Probability of event-free survival (%)

—— Usual care group 180-day adjusted risk difference 8-1% 180-day adjusted risk difference 8-9%
—— High-intensity care group (95% C12-9 t0 13-2; p-0-0021) (95% (I 3-9 to 14-0; p-0-0005)

0 T T T T T T T T T T T 1 T T T T T T T T T T T 1
0 15 30 45 60 75 90 105 120 135 150 165 180 0 15 30 45 60 75 90 105 120 135 150 165 180

Number at risk
Usualcaregroup 502 494 474 454 439 423 410 394 381 373 366 353 329 502 494 474 454 439 423 410 394 381 373 366 353 329
High-intensity caregroup 506 497 484 466 449 440 430 419 415 408 397 384 345 506 497 484 466 449 440 430 419 415 408 397 384 345

Mebazaa A et al. Lancet 2022



Use of guideline recommended therapy Hopital I.‘
In real life daily practice

GDMT at discharge after hospitalisation in HFrEF patients

GDMT Patients With Chronic HFrEF (1695 HFrEF patients)
(3518 HFrEF patients)

100%
A 100% -
90% -
80% -
70% A
60% -
50% -
40% -
30% A
20% -

10% - 10%

0% 0%

ACEI/ARB  Beta-

Percent of Frequency
Percent of Frequency
g § 88§83 8§88

ACEI/ARB ARNI ACEI/ARB/ Beta- VRA ACEI/ARB  ARNI JARNI | Blocker sgm,
ARNI Blocker
B Withowt Contrsindicstionsnd| 1474 547 422 842 1671
= Without Contraindication and Not Treated 1374 3029 920 1159 2317 Not Treated
= Treated 2107 452 2536 2351 1163 » Treated 921 186 1102 1273 687 24
With Contraindication 37 37 62 8 38 = With Contraindication a4 35 46 . 166

Greene, S.J. et al. J Am Coll Cardiol. 2018;72(4):351-66. Greene, S.J. et al. J Cardiac Fail 2022;28:10631077



Titration of guideline recommended therapy Hapital |.|
In real life daily practice

GDMT Patients With Chronic HFrEF GDMT at discharge after hospitalisation in HFrEF patients
(3518 HFrEF patients) (1695 HFrEF patients)

Angiotensin-Converting Enzyme

Inhibitor (ACEI)/Angiotensin Il Angiotensin Receptor-Neprilysin
Receptor Blocker (ARB) Inhibitor (ARNI) ACEI/ARB/ARNI ACEI/ARB ARNI ACEI/ARB/ARNI

Beta-Blocker MRA
Beta-Blocker Mineralocorticoid Receptor N =21
Antagonist (MRA) (1.8%) N=10

(1.5%)

N=188
(27.4%)

X

W <50% mW50t0<100% m 2100%

m <50% 50 to <100% = 2100%

Greene, S.J. et al. J Am Coll Cardiol. 2018;72(4):351-66. Greene, S.J. et al. J Cardiac Fail 2022;28:10631077



Dose of guideline recommended therapy Hopital I_
At discharge compared to admission

ACEI/ARB ARNI Beta-Blocker MRA SGLT2i
N=167 N=53 N=32 N=135 N=74 N=4 (0.3%)

(4.8%)

(11.2%) N=31  (3.6%)(2 (9.0%) (5.0%) N=20 (1.3%) N=6 (0.4%)
(2.1%) \ | \
N=72 ' N=130 ' '
(8.7%)

m Stable Sub-target/ No Medication ® Stable Target ® Initiation/ Dose Increase Discontinuation/ Dose Decrease

Greene, S.J. et al. J Cardiac Fail 2022;28:10631077



Why inertia in HF treatment?

Patient

Low Awareness — health

literacy

Physiological tolerability

“I'm doing fine”
Acceptance of the

disease

Physician

« “My patient is well controlled” . Transition ambulatory

Perception of the stable patient vs. hospital

«  Knowledge on hospitalization No clear care path for

HFrEF patients

and mortality risk on short term

«  Workload « HF nurses) low

recognition

Secondary effects?

Bress et al. J Am Coll Cardiol. 2019
Verhestraeten et al. Heart Fail. Rev. 2020



Traitement HFrEF- Pratique clinique

Hypotension

l

Symptomatique?

Tt de I'lC est le seul responsable de
I’hnypotension?

Fievre? Tr digestifs?

Traitements non nécessaires pour
I'IC a FEVG réduite ?

Besoin en diurétiques?

l

Diminution/arrét diurétiques
Répartition du traitement dans la
journée

Si les symptémes d’hypotension
persistent, | du traitement

Revalidation Cardiaque

Insuffisance rénale

Erasme F

‘ Hyperkaliémie ‘

l

Augmente la mortalité toute cause
Introduction RAASI et iISGTL2

- Baisse attendue DFG

- | mortalité malgré la | DFG

Hyperkalemia 1 risque d’arrythmie
RAASI 1 risque d’hyperkaliémie

|

Arrét temporaire RAASI :

« 1 Cr>100% ou >3.5 mg/dL
« DFG <20 mL/min/1.73 m2
- K*>55mEq/L

Maintenir RAASI dose:

« 1 Cr<50% (<3 mg/dL),

« DFG >25 mL/min/1.73 m2.
« 1 K"<5.5 mmol/L

- Si K*>5.0 pendant la titration ou
sous traitement optimal

- Catium-exchange resins

- K+ binders: patiromer, sodium
zirconium cyclocilicate

McDonagh T, et al. Eur Heart J 2021

Cautela J et al. Eur J Heart Failure 2020
Rosano G et al. Eur Heart J — Cardiov Pharmacotherapy 2018



Chronic kidney disease (CKD) and HF

Effect of GDMT on renal sl

ope

Erasme F

Start RAASI
or SGLT2i

~
..

o

End stage renal disease

== Slope with ARNI
= Slope with SGLT2-i

1:acute drop in eGFR with RAASI
2 :slope remains parallel
¥ 3: altered slope with ARNI and SGLT2-i

Average HF-decline

Acute drop + slope after
RAASI

Y
.~
~

— . 2

—~ 135- HE-start Tml/min/1.73m" per year (normal person)
= (acute event) 2-3 ml/min/1.73m? per year (average in HF)
OIQ 120 5 ml/min/1.73m? per year
Sy (extreme deterioration)
£ 1057
E 90
E
e 75- HF-slope
LL
% 60 Start RAASI

45 & o

N nerenone zoomin
30 - O\ SGLT2-I >
RAASI
154 .
End stage renal disease N
Young age Older age
Key messages
1. Acute drop in GFR with RAASI, ARNI and SGLT2-i does not diminishes treatment effect
2. A reduction in slope deterioration in HFrEF with ARNI and SGLT2-i is associated with reduced hard renal endpoints

Mullens W, et al. Eur J Heart Fail 2022



In-hospital initiation and uptitration of quadruple medical therapy "' I.
HFrEF

In-Hospital Initiation of Quadruple Medical Therapy for HFrEF

Hospitalized Post-Discharge

Day 1-4 Days 7-14 Days 14-28 | Days 21-42 In-Hospital Initiation

Soct Titrate, Titrate, * Maintenance / further More likely to be treated
SOee as tolerated as tolerated °pt':"zalt'°t'l‘_‘°f
uadruple thera :
5 E it/ More likely to tolerate
Titrate Titrate Titrate » Consideration of EP
Beta-blocker ' : : : :
- as tolerated as tolerated as tolerated de.wce.theraples/ More likely to fill prescription
Mitraclip
Coiitiiiia Titrate, Gonteiia . Congideration c_>f add-on More likely to adhere
as tolerated medical therapies or
advanced therapies, if . _
refractory More likely to persist
SGLT2i Continue Continue Continue M e
* Manage comorbidities :
g More likely to feel better
Low starting ngeﬁts of each Rx demonstrated within 30 days of Focus on complete set of More likely to be home
doses initiation quadruple medical
Hilelnir N i=EMl Cumulative benefits within 30 days (>75% relative therapies being
ool CIRUE (sl risk reduction) implemented More likely to survive

Greene SJ, et al. Eur J Heart Fail 2022; 24: 227-229



iISGTL2 in HF with not reduced EF Frasme

Anker SD. Et al. NJEM 2021

EMPEROR-PRESERVED trial DELIVER trial
A Primary Outcome
100 25+ : 30
Hazard ratio, 0.79 (95% CI, 069—090) Hazard ratio. 0.82 (95% ClL 0.73-0 92)
P<0.001 Placebo P<0.001 T T ’
90— 20 100 25— ’ Placebo
80— 90+ 20
15 st . "~
2\'3: 70— Empagliflozin ~ £ o 154 Depeglifiocia
g 10 ’ S g 10-
o 60 9\ i 60
3 = g
£ 50— Oy w0 = 50 5
T 404 0 r | r y o g T T 1 T T T 1 T L T 1
= S T R A D A l CV death or = 0 90 180 270 360 450 540 630 720 810 900 930 1080
s 30+ T © : ——
| hospitalisation for warsening HF
20—
[ 0 T T T T T T T T T T T 1
10 s ssssnsReest” g 0 90 180 270 360 450 540 630 720 810 9S00 950 1080
............................ [e) Days since Randomization
0 SR T T T T T T T T T T 1 (/O) No. at Risk
3 12 15 1 21 24 27 30 33 36 .
0 6 ’ 8 Placebo 3132 3007 289 2799 2710 2608 2318 2080 1923 1554 1140 772 383
Months since Randomization Dapaglifiazin 3131 3040 2949 2885 2807 2716 2401 2147 1982 1603 1181 801 389

« N =6263 patients
« EF>40%
- Dapagliflozin or placebo

«  Primary EP: Composite of worsening heart failure
(unplanned hospitalization or an urgent visit for
HF) or cardiovascular death,

N = 5988 patients
- EF>40%
« Empagliflozin or placebo

«  Primary EP: Composite of CV Death or
Hospitalization for Heart Failure



Traditional and New Theories of HF Clinical Course Erasme I'

Clinical Event

Clinical Status

Time Greene S et al. JACC 2023



Conclusions Erasme l'

HFrEF treatment
 Quick introduction

» Quick titration

« No sequential order

HF treatment and titration
- Reduce Mortality
« Reduce morbidity (HF hospitalisation and worsening HF)



Merci pour votre attention
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Management of patients with HFrEF

2016

If LVEF <35% despite OMT
or a history of symptomatic VT/VF, implant ICD

Patient with symptomatic* HFrEF® M cum
l Class Ila
Therapy with ACE-I* and beta-blocker
(Up-tierate to maxisum tolerated evidence-based doses)
Still sympromatic _N° N
and LVEF £35%
Yes l
Add MR antagonist™
(up-titrate to maximum tolerated evidence-based dowe)
Yes
Seill sympeomatic Mo =
and LVEF <35%
Yes l
Able to tolerate Sinus rhythm, Sinus rhythm,*
ACEI (or ARB)« QRS duration 2130 msec HR 270 bpm
ARNI to replace for
e ] oy e
These above treatments may be combined if indicated
v
Resistant symptoms
Yes l l No 1
Consider digoxin or H-ISDN No further action required
or LVAD, or heart transplantation Consider reducing diuretic dose

« —-

\

Polikowski P, et al. EHJ 2016
McDonagh T, et al. Eur Heart J 2021




HFrEF patients Hopital

rasme e
Cardiovascular death or HF hospitalization (risk/year) :

Heart Failure

Advanced HFrEF intolerant/refractory
to GDMT, recurrent HF hospitalizations

-
7
//
Very Extreme HFrEF and recent HF hospitalizations or
. . worsening HF
High Risk 1 -40%
-
7]
//

Extreme High
Risk

“Stable" outpatient HFrEF, NYHA
functional class Il, no recent hospitalizations

- "10%

ASCVD

Multiple ASCVD events, o,

(1D3Ays11) uonpzipIdsoy 4H JO YID3P JDJNISDAOIPID)

Primary prevention

Intermediate Risk

or 1ASCVD event + I
multiple high-risk g0, | S 3 Very High Risk Not Applicable
conditions SS
S to Heart
5% 1+ T v : a5 I
S Failure
4% 1 E L Patients
Primary or secondary o 3 B
prevention 9 b
S =
2%+ S €
(7]
>
=3

1% ==

Primary prevention g Biriirlini Riik

[

Greene S et al. JACC 2023




Heart failure - Definition Erasme I'

HF is a clinical syndrome characterized by:

= Cardinal symptoms (breathlessness, ankle swelling, fatigue) that may be
accompanied by signs (elevated jugular venous pressure, pulmonary crackles,
peripheral oedema)

« Due to structural and/or functional cardiac abnormality

« Resulting in elevated intracardiac pressures an/or inadequate cardiac output at
rest and/or during exercise.

« Demonstration of an underlying cardiac cause is central to the diagnosis of HF.

McDonagh T, et al. Eur Heart J 2021



HF Treatment according to LVEF Hopital I_‘ LB
HFrEF (< 40%) e

To reduce mortality - for all patients

D &
e

CONSENSUS MERIT-HF RALES DAPA HE
SOLVD CIBIS-2 Emphasis HF EMPEROR-Reduced
COPERNICUS
PARADIGM-HF SENIOR

McDonagh T, et al. Eur Heart J 2021



