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Goals of HF care

McDonagh TA, et al. Eur Heart J. 2021; 42:3599-3726
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Neurohormonal activation in HFrEF

Neurohormonal modulation 
is the cornerstone of HFrEF
treatment 

• RAAS inhibitor

• Beta-blocker

• MRA

• SGLT2 inhibitor

Booth LC et al. 2015;6:270; McDonagh TA, et al. Eur Heart J. 2021; 42:3599-3726
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Greatest benefit with 4 pillars HF therapy
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Early initiation of HFrEF medication

McDonagh TA, et al. Eur Heart J. 2021; 42:3599-3726
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Rapid Optimizing HF treatment in inpatient setting 
STRONG HF study

OMT in 2 weeks after hospital discharged and close follow up

All HF 
medications 
initiate and 
optimize during 
hospitalization 
at least up to 
50% from max 
recommended 
dose

Mebazaa A, et al. Lancet.2022;400:1938-1952
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McDonagh TA, et al. Eur Heart J. 2023; 00:1-13

In-hospital initiation and speed matterI-HEFCARD 2024



Not eligible for certain group of pts

• Age < 18 or > 85 y.o

• Significant comorbidities 

• Primary liver disease considered to be life threatening

• Renal disease or eGFR < 30 mL/min/1.73m2

• Intolerance to high dose BB, RAS blockers

• ACS in 3 mo

• Advanced HF

• Psychiatry or neurological disorder

Mebazaa A, et al. Lancet.2022;400:1938-1952
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Simultaneous or rapid sequence initiation of quadruple 
medical therapy for HF 

Patient profiling in HFrEF for tailoring medical therapy

• Ensure All 4 drugs are started 
• Minimize the possibility of clinical inertia

Tolerability : 
• 2 of 4 can affect BP 
• Difficult to sort out an AE

• More tolerable 
• Applicable in clinical practice 

Greene SJ, et al.JAMA.2021; Rosano GMC et al. Eur J Heart Fail. 2021;23(6):872-881
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“A personalized approach, 
adjusting guideline-directed 

medical therapy to patient profile, 
may allow to achieve a better and 
more comprehensive therapy for 
each individual patient than the 
more traditional, forced titration 

of each drug class before initiating 
treatment with the next.”

Rosano GMC et al. Eur J Heart Fail. 2021;23(6):872-881
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Black—drugs that should be given 
to patients;

Red—drugs that should be
reduced or discontinued 

Blue—drugs that should be added.

Rosano GMC et al. Eur J Heart Fail. 2021;23(6):872-881

❖ Profile 1: Patients with low BP 
and high HR (SBP <90 mmHg; HR >70 

bpm)

❖ Profile 2: Patients with low BP 
and low HR (SBP <90 mmHg; HR <60 

bpm)

❖ Profile 3: Patients with normal 
BP and low HR

❖ Profile 4: Patients with normal 
BP and high HR

❖ Profile 5: Patients with AF and 
normal BP

❖ Profile 6: Patients with AF and 
low BP

❖ Profile 7: Patients with CKD
❖ Profile 8: Pre-discharge 

patient
❖ Profile 9: Patient with 

hypertension despite GDMT

15
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2021 ESC Consensus on HF patient profiling for tailoring medical therapy
Achieving better and more comprehensive therapy for each individual patient
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Challenge during HF treatment optimization

Rosano GMC et al. Eur J Heart Fail. 2021;23(6):872-881; Verhestraeten C, et al. Heart Failure Rev.2021
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Beta blockers reduce all-cause mortality and 
hospitalizations in HFrEF
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Nebivolol: higher β1 selectivity compare to other 
beta-blockers
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The effects of nebivolol in cardiovascular system, direct action in 
myocardial tissue, coronary and peripheral vessels

Lipsic E & van Veldhuisen DJ. Expert Opinion on Pharmacotherapy. 2010, 11:6, 983-992
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Beta blockers in HFmrEF and HFpEF?

Many patients with HFmrEF may have another CV 
indication, such as AF or angina, for a beta blockers.
Therefore, treatment with beta blockers may be considered 
in patients with HFmrEF.
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Age of Patients in Major Trials of Previous -Blocker 

Bodh I Jugdutt. Expert Rev. Cardiovasc. Ther. 8(5), 695–715 (2010)
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The SENIORS trial – primary endpoint results 
(combine endpoint of all-cause mortality or cardiovascular hospital admission)

Nebivolol

Placebo

N. of events: 
nebivolol 332 (31.1%); placebo 375 (35.3%)
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Hazard ratio 0.86 [0.74;0.99]

p=0.039
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RR 14%

Flather MD, et al. Eur Heart J 2005;26:215-25 
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The SENIORS trial – secondary endpoint results 
all-cause mortality 

Nebivolol
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N. of events: 
nebivolol 169 (15.8%); placebo 192 (18.1%)

Risk reduction 12%

Hazard ratio 0.88 [0.71;1.08]

p=0.21

RR 12%

Flather MD, et al. Eur Heart J 2005;26:215-25. 
Flather MD, et al. Eur Heart J 2005;26:215-25 
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Risk factors and comorbidities : HFrEF vs HFpEF

Simmonds SJ et al. Cells. 2020;9:242

• HFpEF : older, 
predominance of women, 
higher prevalence of non-
cardiac comorbidities

• The incidence of 
hospitalization for 
comorbidity-related illness 
in HFpEF > HFrEF
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McDonagh TA, et al European Heart Journal (2023) 00, 1–13 
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Beta blockers in HFmrEF and HFpEF?

Beta blockers may be used for the treatment of underlying 
CV aetiologies, such as hypertension or CAD, in patients 
with HFpEF (expected to apply to the vast majority of HFpEF
patients)
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Anker SD et al. European Journal of Heart Failure (2023) 25, 936–955 
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Take home messages

• The simultaneous initiation of class IA medications is warranted at any encounter 
with HF patients and their up-titration should be implemented according to 
patient phenotypes

• Priority is for foundational therapies

• Take advantage of in-hospital initiation

• Speed matters, but start any way you think is appropriate

• Clinical profiling 

• to achieve a more comprehensive medical therapy in HFrEF

• to adjust treatment for specific HFpEF phenotypes

• to better select patients for devices and interventions

• Nebivolol has higher β1-selectivity, NO-mediated vasodilating properties, and has 
been shown to significantly reduce death or hospitalization in elderly HF patients 
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