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Introduction. Hypertension affects one third of the adult population in Australia. Resistant hypertension, defined as uncontrolled blood pressure despite the use of 3 or more antihypertensive agents at maximally tolerated doses is increasingly common with an estimated prevalence of 10% amongst patients with hypertension. Resistant hypertensin is associated with a fourfold increase in CV events and death. Novel therapeutic approaches are required to curb the significant burden of resistant hypertension.   
Aims. To explore the safety and utility of novel lifestyle, pharmacologic, and device-based therapies for hypertension in an Australian context.  
Methods. Review of recent randomized controlled trials and observational cohort studies in patient populations living with difficult-to-control and resistant hypertension.   

Results. Lifestyle modification remains a cornerstone of management. Non-adherence with prescribed medication remains a significant problem. Novel pharmacologic approaches have been shown to result in significant and clinically meaningful BP lowering. These include dual endothelin receptor antagonists (aprocitentan), aldosterone synthase inhibitors (baxdrostat, lorundrostat), and siRNA therapies targeting angiotensinogen (zilebesiran). Other promising agents targeting natriuretic peptides are in development. Device-based approaches such a catheter-based renal denervation is now recommended by all international guidelines as an adjunct therapy.  
Discussion. Several promising new therapeutic approaches are available or on the horizon. Potassium-enriched salt supplements have been shown to improve BP control and reduce the risk of stroke. More frequent use of single pill combinations may help to improve adherence. Endothelin receptor antagonists have been approved in the US and Europe and should be available soon in Australia. Regulatory approval for novel aldosterone synthase inhibitors is expected for 2026. Silencing RNA therapies targeting angiotensinogen may only require 6-monthly injections to improve BP control. Renal denervation is now a guideline recommended therapy.    
