Resistant hypertension management after 3 antihypertensive medications
	Dear  [Dr ____],

Advice and guidance response regarding [Patient name]

General information:
Resistant hypertension (RH) is defined as blood pressure (BP) remaining above the recommended target despite the combination of at least three antihypertensive drugs of different classes, including a diuretic, administered at maximum or maximally tolerated doses.

Assessment requires the exclusion of apparent treatment resistant hypertension due to non-adherence to treatment, inappropriate blood pressure measuring technique and/or white coat effect. Secondary hypertension (most often related to an endocrine or renal cause) should also be excluded.

RH is associated with major cardiovascular events in the short and long term, including heart failure, ischaemic heart disease, stroke and renal failure. 

Guidelines recommend lifestyle modification and antihypertensive drugs. Medications typically include an angiotensin converting enzyme inhibitor or angiotensin receptor blocker (although these agents should be avoided in female patients of childbearing potential), a calcium channel blocker, and a thiazide-type/like diuretic; if a 4th agent is needed, evidence supports the addition of Spironolactone. 

Several device-based approaches have been studied, with renal denervation being the only approved interventional device treatment for RH.


	Exclude apparent resistant hypertension:
· Check adherence to prescribed treatment (consider urine testing for anti-hypertensive metabolites if available).
· Confirm correct BP measurement technique.
· Exclude evidence of white-coat effect using home or ambulatory BP monitoring.
Optimise lifestyle measures:
· Salt restriction <6 g/day.
· Healthy weight and regular physical activity (30 minutes moderate aerobic exercise 5 times a week, and resistance training 2-3 times a week).
· Balanced diet rich in potassium and dietary nitrates.
· Alcohol in moderation and avoid excessive caffeine.
· Stop smoking to reduce overall cardiovascular risk.
· Screen for and manage obstructive sleep apnoea if suspected.
Exclude drug-induced hypertension:
· Review and consider stopping medications that raise blood pressure, including:
· NSAIDs
· Stimulants (e.g. used for ADHD, narcolepsy, hypersomnia)
· Decongestants
· Corticosteroids
Optimise anti-hypertensive therapy:
· If BP remains elevated despite optimal triple therapy, Spironolactone is recommended as the 4th line drug of choice. It should be initiated at 12.5–25 mg od (if eGFR > 30 mL/min/1.73 m2 and K+ < 4.5 mmol/L) and can be up-titrated to 50 mg based on clinical response.
· Additional agents include β-adreneceptor antagonists e.g. Bisoprolol or Nebivolol, both 2.5–5 mg OD, α-adreneceptor antagonists e.g. Doxazosin.
· Long-acting Doxazosin XL 4–8 mg OD tends to be well tolerated, but short acting preparations can cause precipitous drops in blood pressure and so should be started at a low dose of 1-2mg and then slowly uptitrated.

Assessment of End Organ Damage: 
· Evidence of end-organ damage should prompt targeted investigation and potential referral.
· ECG to look for evidence of Left Ventricular Hypertrophy (LVH).
· Urine dipstick, urine sample for albumin:creatinine ratio and protein:creatinine ratio.  Consider referral to renal services if abnormal or evidence of declining renal function.
· Fundoscopy.


	Consider referral to secondary care according to local protocols if:
· BP remains above target despite lifestyle modification and optimal antihypertensive therapy for advice on pharmacological treatment and ongoing management, including further investigation and possible renal denervation.
· High clinical suspicion of secondary hypertension.
· Adults with young-onset hypertension (aged <40 years at diagnosis). National and international hypertension guidelines recommend review by a hypertension specialist to exclude secondary causes of hypertension and optimise pharmacological treatment. 
Consider referral to endocrinology in the first instance if (see endocrinology advice and guidance for more information):
· History of hypokalaemia (primary aldosteronism).
· Clinical suspicion of glucocorticoid excess (Cushing’s syndrome). 
· Clinical suspicion of phaeochromocytoma (e.g. paroxysms, palpitations, sweating, suggestive personal or family history).

	Links to relevant national guidance, local guidelines and pathways:
· NICE guideline CG 136: Hypertension in Adults: Diagnosis and Management 
· Investigation and management of resistant hypertension: British and Irish Hypertension Society position statement 2024
· ESC Hypertension guideline 2024

Resources for patients:
· Blood Pressure UK: Monitoring your blood pressure at home
· NHS website: High Blood Pressure


	If referring back, please state that the referral has already been through Advice and Guidance and include previous correspondence so we don’t duplicate advice.

With kind regards,
[Responding clinician name and role]




