Table 3. Pharmacotherapy for Medetomidine Withdrawal in Hospitalized Patients
	Class / Role
	Agent
	Dose & Route
	Key Considerations

	Oral α2 agonist (mainstay)
	Clonidine
	0.3–0.9 mg PO, repeat q1–2h PRN; titrate to HR/BP
	Doses substantially exceed antihypertensive ranges; sublingual absorption preserved if patient cannot swallow; peak oral effect at approximately 1–3 hours, so redosing at the shorter interval requires close HR/BP monitoring to avoid dose stacking

	Oral α2 agonist (adjunct)
	Guanfacine
	2 mg PO q8h
	Useful adjunct; less sedating than tizanidine

	Oral α2 agonist (adjunct)
	Tizanidine
	2–6 mg PO q8h
	Monitor QTc; avoid in pregnancy

	Oral α2 agonist (adjunct)
	Lofexidine
	0.36–0.72 mg PO
	Where available

	Transdermal α2 agonist
	Clonidine patch
	0.3 mg/24h; up to 3 patches concurrently (replace after 1 week)
	Apply early even with initial bradycardia/hypotension if expected to require hospitalization; 18–24h onset aligns with peak withdrawal; facilitates dexmedetomidine weaning

	Parenteral α2 agonist
	Dexmedetomidine
	1–2 mcg/kg IV bolus → 0.5–1.5 mcg/kg/hr; titrate q15–30 min; up to 2.5 mcg/kg/hr in severe cases
	Cornerstone when oral therapy outpaced; 24–72h infusion typical; sinus bradycardia at high doses without other significant adverse effects

	Antiemetic — first-line
	Prochlorperazine, olanzapine, chlorpromazine, droperidol
	IV/IM; repeat dosing common
	Ondansetron typically ineffective; monitor QTc — torsades not reported in this context and likely partially protected by severe tachycardia

	Antiemetic — adjunct
	Scopolamine transdermal; trimethobenzamide IM
	1 mg; 150 mg IM
	Useful when dopamine antagonists are insufficient

	GABA-agonist adjunct
	Benzodiazepines, phenobarbital, ketamine
	1-2 mg lorazepam IV, 5-10 mg diazepam, 2-4 mg midazolam q1-2 hour PRN; phenobarbital 5-10 mg/kg via short IV infusion can also be considered
	Limited monotherapy effect; useful when concurrent GABA-agonist withdrawal present

	Concurrent opioid withdrawal management
	Methadone
	30–40 mg PO first dose; additional 10 mg q4h × 1–3 doses for ongoing symptoms; for IV formulation, use 50% of the PO dose

	ECG monitoring given baseline QTc prolongation. Note IV formulation has more significant QTc prolongation than PO.

	Concurrent opioid withdrawal management
	Hydromorphone IV
	1–4 mg q30–60 min, titrated to effect
	Bridge while α2 agonists address medetomidine component, infusions/scheduled doses may be appropriate for patients in ICU settings.

	MOUD transition
	Buprenorphine (low-dose / microdose induction)
	150-450 mcg buccal are common micro-induction doses
	Requires 1–5 days to complete

	Pre-discharge
	Long-acting injectable buprenorphine
	Standard dosing
	Ensure MOUD continuation at discharge


Doses reflect pooled clinical experience from Philadelphia and Pittsburgh cohorts and are not derived from randomized trials. Protocols vary by institution. HR, heart rate; BP, blood pressure; MOUD, medications for opioid use disorder; PO, by mouth; IV, intravenous; IM, intramuscular; PRN, as needed.

