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Growing evidence from RCTs demonstrates the favourable profile of SGLT2 inhibitorson CV outcomes and mortality in patients with HF



SGLT2 inhibitors heart failure trials:Out-patients



SGLT2 inhibitors in out-patients with HF↓ 23% (18-28%) RRR of Primary Endpoint (CV Death or HFHospitalization)

Vaduganathan M et al. ESC Congress 2022



SGLT2 inhibitors in out-patients with HF↓ 28% (22-33%) Relative Risk Reduction of HF Hospitalisation

Vaduganathan M et al. ESC Congress 2022



SGLT2 inhibitors in out-patients with HFCardiovascular death

Vaduganathan M et al. ESC Congress 2022

All cause death





Packer M et al. EHJ 2021



EMPEROR-Reduced showed empagliflozin can be combined with otherfoundational HFrEF therapies with no impact on safety profile

Verma S et al. Lancet Diabetes Endocrinol. 2022

Among MRA users at baseline, those treated with empagliflozin in EMPEROR-Reduced were 22% less likely to discontinue treatment with MRAs followingrandomization



Greater Clinically Meaningful Improvement and LesserDeterioration in Multiple Domains of Health Status withSGLT2i

Butler J et al. EJHF 2021Kosiborod MN et al. Circulation 2020Vaduganathan M et al. ESC Congress 2022



Palau et al. EJHF 2022



Dockerty KF et al. EJHF 2021Ferreira JP et al. EJHF 2022



Monzo L et al. Metabolism 2020



EMPEROR-Preserved

Jhund et al Circulation 2021Zannad et al Circulation 2021Anker SD et al N Engl J Med. 2021

Effect of SGLT2i on renal function inchronic HF
EMPEROR-Reduced

DAPA-HF

Cherney et al JACC HF 2019



DAPA-HF

SGLT2i improve renal outcomes in chronic HF

Prespecified renal composite outcome was acomposite of ≥50% sustained decline eGFR orend-stage renal disease or renal deathPrespecified renal composite outcome was acomposite of ≥40% sustained decline eGFR orend-stage renal disease Zannad et al Circulation 2021Jhund et al Circulation 2021
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The earlier,the better !!!

Setting: out-patients with HFrEF

Berg D et al. JAMA Cardiol. 2021



Substantial benefit in patients at higher risk

Berg D et al. JAMA Cardiol. 2021



SOLOIST-WHF

Bhatt DL et al. NEJM , 2021

All T2DM. Hospitalized for HF (or within 3 days of discharge) or urgent HF visit. Not required to have reduced LVEF(stratified by LVEF <50%/≥50%) – but 75% patients LVEF <50%. Elevated BNP/NT-proBNP. Median FU 9 mo.



EMPULSE
Empagliflozin in patients hospitalized for acute heart failure

• 530 patients with of acute de novo ordecompensated HF (rEF 67%; pEF 33%)randomized to empagliflozin 10 mg ODor placebo
• median time from hospital admissionto randomization, 3 days
• primary outcome: clinical benefit(composite of death any cause, heartfailure events and time to first heartfailure event, or ≥5 point change inKCCQ) at 90 days FU, as assessed usinga win ratio

Voors A. et al. Nature Medicine, March 2022



EMPEROR-PRESERVED

DELIVER

Setting: AHF

Modified from: Tromp et al. EJHF 2021
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Anker S. ESC meeting, Barcelona, August 2022Khan MS et al. EJHF (2021) 23, 1514–1517



The HFA-ESC consensus document highlights key characteristicsthat should be considered in the management of HFrEF

Rosano GMC et al. EJHF. 2021



Contraindications:• Type 1 diabetes• DKA history• eGFR <20-25 ml/min• Volume depletion/hypotension• Pregnancy and lactation

Tomasoni D et al. EJHF 2022



Jackson AM et al. Circulation. 2020 Sep 15



Communicate with GPs
• No panic if mild reduction in eGFR
• No panic if high glucose in the urine sample

Counselling for patients on SGLT2i



Strategie di utilizzo delle gliflozine:perché? quando? come? a chi?



The totality of evidence supports prioritizing the use of SGLT2 inhibitors in allpatients with heart failure, irrespective of patient phenotype or care setting

EMPULSE



Monzo et al. J Cardiov Med, Aug 2022Monzo et al. Int J Cardiol Aug 2021



Solomon S et al N Engl J Med. 2022

New data DELIVERed!!
EMPEROR-Preserved



• Clear signal of benefit across LVEFcategories• Efficacy in those withimproved/recovered LVEF (previously<40%)
HFrEFDapagliflozinEmpagliflozin

HFmrEFDapagliflozinEmpagliflozin
HFpEFDapagliflozinEmpagliflozin

HFimpEFDapagliflozin

Solomon S et al N Engl J Med. 2022

New data DELIVERed!!




