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Treatment of HFpEF is based on a polytherapy based on large 
studies.
Enrollement – and thus implementation- has been based on the 
LVEF value at inclusion.
This means that we have to wait for LVEF determination before 
strating/optimizing therapy, given that some of them do not 
have indications for all LVEF strata
Which may take time in some circumstances
Studies have shown that when therapy is started early, before 
discharge, effectiveness is greater (ex STRONG-HF)
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Is the classification of HF based upon LVEF still valid?
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LVEF trajectories better identify patients with heart 
failure
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HF, heart failure; HHF, hospitalization for heart failure; NT-proBNP, N-terminal pro B-type natriuretic peptide; PY, patient-years

Risks in suspected de novo HF while waiting for an echocardiogram

Hospitalization for HF All-cause death

Baseline NT-proBNP
>2000 ng/L
1000–2000 ng/L
600–1000 ng/L
400–600 ng/L
300–400 ng/L
Matched controls

Suspected de novo HF: 16.1 events/100 PY 
Matched controls: 2.2 events/100 PY

Suspected de novo HF: 10.3 events/100 PY 
Matched controls: 6.5 events/100 PY

Anderson L et al Late Breaking Trials – HFA Congress 11 May 2024



Time to treatment is unnecessarily too long

Khorana AA, et al. PLoS One 2019;14:e0213209.Savarese et al. Heart Failure. 2023;11:1-4.



Waiting time for echo or cardiology visit

Heart Failure Policy Network Report 2022



What can be given without knowing LVEF

Diuretics
ACE-I or ARB
 the scientific evidence is not strong if LVEF is > 50%
MRA ?
 Rarely an emergency
 Effective in HFrEF
 Conflicting results in HFpEF (TOPCAT ..)



What should not be given without knowing 
LVEF

Betablockers
 Not effective in HFpEF
Sacubitril/valsartan
 No effect
 Unless when LVEF is 40-50% (HFmrEF)



adjusted for age, gender, previous myocardial infarction, systolic blood 
pressure, heart rate, and use of angiotensin inhibitors/receptor blockers, 
and diuretics.

Beta blockers



The issue is for SGLT2i

They have been found to be effective in HF whatever 
the level of LVEF
And safe
Their introduction does not compromise the 
introduction of subsequent therapies.
In HFpEF studies, their effect appears early in the first 
weeks
So 
Should we wait LVEF determination to start ?



EMPEROR-Preserved
CV Death/ HF hospitalization

SGLT2 inhibitors in patients with HFmrEF and 
HFpEF

Anker, Butler, Filippatos et al
N Engl J Med. 2021; 385: 1451-1461.

Patients with and without type 2 diabetes

DELIVER
CV Death/ HF hospitalization

HR 0.80
(95% CI 0.71, 0.91)

P <0.001

Placebo

Dapagliflozin

Placebo

Empagliflozin

HR 0.79
(95% CI 0.69, 0.90)

P <0.001

Solomon, McMurray, Claggett et al
N Engl J Med. 2022 Aug 27. doi: 10.1056/NEJMoa2206286



DAPA-HF & DELIVER pooled dataset

LVEF (%)

McMurray JJV et al Eur J Heart Fail. 2019;21:665-675 and Solomon SD et al Eur J Heart Fail 2021;23:1217-1225

DAPA-HF

n=4,744

DELIVER

Pooled dataset n=11,007

n=6,263

Dapagliflozin 10mg once daily vs placebo 
Median follow-up = 22 (IQR 17-30) months
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HR 0.78 (95% CI 0.72-0.86) p<0.001

P for interaction =0.71

DAPA-HF & DELIVER: CV death/HF hospitalisation

Placebo  
better

Dapagliflozin  
better

Jhund, Kondo, Butt et 
al Nature Medicine 
published online 27

August 2022LVEF (%)

Continuous 
hazard ratio

95% CI



Adapted from  
Kondo T & McMurray 
Eur Heart J 2022;43:

427-429

Dapagliflozin



HR 0.74 (95% CI 0.66-0.82) 
p<0.001

First HF hospitalisation Total HF hospitalisations

DAPA-HF & DELIVER pooled: HF hospitalisations

P for interaction =0.84
Ra
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)

RR 0.71 (95% CI 0.65-0.78) 
p<0.001

P for interaction =0.40



DAPA-HF & DELIVER pooled: Cardiovascular death
HR 0.86 (95% CI 0.76-0.97) p=0.01 Placebo  

better

Dapagliflozin  
better

P for interaction =0.94



DELIVER- Primary Composite of CV Death, hHF or Urgent HF Visit

aNominal significance at Day 13 (HR, 0.45; 95% CI, 0.20-0.99; p=0.046), with sustained statistical significance starting at Day 15.
1. Solomon SD et al. N Engl J Med. 2022;387(12):1089-1098; 2. Solomon SD. Presented at: ESC Congress; August 26-29, 2022; Barcelona, Spain; 3. Vaduganathan M et al. Online  
ahead of print. JAMA Cardiol. 2022.
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p=0.00082

Placebo 
DAPA 10 mg
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30 HR: 0.82 (95% CI: 0.73-0.92)

Number at Risk Days since Randomization
DAPA 10 mg 3131 3040 2949 2885 2807 2716 2401 2147 1982 1603 1181 801 389

Placebo 3132 3007 2896 2799 2710 2608 2318 2080 1923 1554 1140 772 383

90 180 270 360 450 540 630 720 810 900 990 10800

NNT=322

Statistically  
significanta  

as early as

Day 133



There are arguments in favour of early treatment with SGLT2i 
without knowledge of LVEF 

Scientific evidence
Safety, tolerability
Evidence that when not introduced during hospitalization, 
treatments are rarely started / increased after
Only one dosage for SGLT2i (no titration)
What is important for treatment introduction and titration is 
BP, renal function, kalaemia .. Not LVEF …



There are arguments against

Studies have been done with SGLT2i ON TOP of 
other therapies, not immediately
For all other drugs
 The intensity of treatment may depend on 
LVEF value 
 Do we treat with similar doses patients with 
LVEF of 20% or 60% …



HFpEF Class/  
levela

Dapagliflozin/ 
empagliflozin2 1A

Diuretics for fluid 
retention1 1

Treatment for etiology 
and CV and non-CV 
comorbidities1

1

HFmrEF Class/  
levela

Dapagliflozin/ 
empagliflozin2

1A

Diuretics for fluid 
retention1

1

HFrEF Class/  
levela

Dapagliflozin/ 
empagliflozin1 1A

ACEi/ARNI1,b 1A

Beta blocker1 1A

MRA1 1A

Loop diuretic for 
fluid retention1 1

No reason to wait for an echocardiogram before starting SGLT2i and diuretics

• aNumber indicates class of recommendation, letter indicates level of evidence; bARNI used as a replacement for ACE inhibitor
1. McDonagh TA, et al. Eur Heart J 2021;42:3599–3726; 2. McDonagh TA, et al. Eur Heart J 2023;44:3627–3639



In practice

One generally start diuretics and RAS antagonists 
before  knowing LVEF
Betablockers and S/V introduction need knowledge of 
LVEF
MRA too (unless hypokalaemia)
SGLT2i may be introduced early, without knowledge of 
LVEF, given their safety and the fact that they do not 
jeopardize subsequent therapy


