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Inclusion and exclusion criteria

» Treatment with the SGLT-2 inhibitor
ertugliflozin will reduce sVT/VF episodes
more effectively than placebo within 12
months

Background and intervention

Sodium glucose cotransporter 2 (SGLT2) have proven
profound positive effects in heart failure with reduced
ejection fraction (HFrEF). These effects are independent
from the presence of diabetes. Since SGLT2 receptors are
not expressed in human myocardium, these cardioprotective
effects rather are indirect or pleiotropic. Besides metabolic
effects anti-inflammatory anti-fiorotic properties are
discussed.

Ventricular arrhythmias are a typical feature of advanced
heart failure and account for a large proportion of cardiac
death in this population. Implantation of an ICD is a class |A
recommendation in the ESC heart failure guidelines both in
secondary prevention and primary prevention Despite a
strong correlation of ventricular arrhythmias with heart
failure, the impact of SGLTZ2 inhibitors on the arrhythmic
burden has not been prospectively investigated, yet.

The medical intervention will be orally administered
Ertugliflozin, 5mg or placebo once dalily

Inclusion criteria

1) HFrEF or HFmrEF and ICD+CRT therapy > 3 months

2) 2 10 documented non-sustained V1s within the last 12 months plus
- nt-proBNP > 500pg/mL or

- LV-EF < 35% or

- hospitalization for heart failure within the last 12 months or

- >100nsVTs within the last 12 mo.- > 1 sVT/VF within the last 12 mo.
3) Informed consent has to be given in written form.

4) eGFR > 30 ml/min/1.73m?

Blood pressure before first drug dosing: RRi,«t0c =060mmHg

)
5) Blood pressure before first drug dosing: RRgyt01ic >100mmHg
6)
/) 18 — 80 years of age

Exclusion criteria

1) Any other form of diabetes mellitus than type 2 diabetes mellitus,
history of diabetic ketoacidosis

2) Ongoing ventricular arrhythmia

3) Known allergy to SGLT-2 inhibitors

4) Hemodynamic instability as defined by intravenous administration
of catecholamine, calcium-sensitizers or phosphodiesterase inhibitors
5) >1 episode of severe hypoglycemia within the last 6 months under
treatment with insulin or sulfonylurea

6) planned catheter ablation for ventricular arrnythmia

/) planned explantation of ICD, or planned up/downgrade to/from
CRT-D device

‘ 402 patients will be enrolled |

/ 0\

‘ 201 assigned to Ertugliflozin |

201 assigned to Placebo |

52 weeks | ‘

52 weeks |

N/

Primary endpoints

Secondary endpoints

The first center is Initiated and randomisation starts June
2021. It is planned to complete recruitment within 18
months and the last visit is scheduled for end of 2023.

Prespecified safety objectives include all-cause mortality,
SAESs, hypoglycemic and ketoacidotic events, genital
infections, ventricular electric storm episodes and
changes in liver and renal function.

|ICD interrogation data, echocardiography and blood
samples will be availabe from baseline and follow-up

ViSIts.




