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Introduction. Recent ESC guidelines recommend that renal denervation (RDN) should be considered in 2 groups of patients: 1) those with an elevated office (BP) ≥140/90 mmHg despite using 3+ antihypertensive (AH) medications or 2) in HTN patients on <3 AH medications but with high CV disease risk. 
Aims. To investigate 3-year outcomes in ESC guideline-recommended patients from the Global SYMPLICITY Registry. Methods. Enrolled patients (n=3,615) underwent radiofrequency (RF) RDN using either the first-generation Symplicity Flex or latest-generation Spyral catheter. Office blood pressure (BP), 24-h ambulatory BP, medications, and adverse events were recorded at each follow-up.
Results. Among patients with an elevated BP and taking 3+ AH medications (n=2,703), the mean age was 60±12y, 41.9% were female, mean BMI was 31±6 kg/m2, 11.8% had AF, 42.2% had diabetes mellitus, and 47.6% had cardiac disease. They were prescribed an average of 4.9±1.3 AH medications. Mean baseline office systolic BP was 170.3±21.6 mmHg (n=2,703), whereas baseline 24-h ambulatory systolic BP was 155.7±18.4 mmHg (n=1,886). Mean baseline eGFR was 76.3±25.7 mL/min/1.73m2. At 3 years (y), an office systolic BP change of -20.6±26.8 mmHg (n=1,132; p<0.0001 from baseline) and a 24-h ambulatory systolic BP change of –10.0±20.9 mmHg (n=452; p<0.0001) was evident. These patients were prescribed an average of 4.7±1.6 antihypertensive (AH) medications by 3 y. Mean eGFR at 3 y was 68.5±26.2 mL/min/1.73m2. At 3 y, the adverse event rates were 5.8% for death, 3.0% for CV death, 2.5% for myocardial infarction. Further results will be presented from data collected through August 2025, as well as in ESC-guideline recommended patients at high CVD risk but taking <3 AH medications. 
Discussion. Long-term results from GSR DEFINE continue to support the durable efficacy and safety of RDN in ESC-guideline recommended patients. The efficacy of RDN in reducing CV events needs further investigation.
