Table 1: Evidence types identified in the literature search.
	Evidence type
	n
	Description

	Original clinical studies
	18
	Case reports, series, and retrospective analyses of medetomidine intoxication, overdose, and withdrawal in humans, including the multicenter case series, the ICU-utilization and QTc analyses, and maternal-neonatal cases

	CDC field reports
	4
	Regional reports of emergence and clinical clusters in Missouri/Colorado/Pennsylvania, Chicago, Philadelphia, and Pittsburgh

	Forensic and drug-checking studies
	5
	Peer-reviewed analytical and toxicologic characterization of the illicit supply and biospecimens, including enantiomer differentiation and a naturalistic pharmacokinetic study

	Public health alerts and surveillance
	14
	CDC, CFSRE, PDPH, and Pennsylvania Groundhogs alerts and drug-checking reports, a federal diagnostic coding agenda, plus one news report, tracking the rapid spread of medetomidine

	Pharmacology and pharmacokinetic studies
	18
	Preclinical and human studies of α2 and imidazoline pharmacology, receptor selectivity, and dexmedetomidine pharmacokinetics

	Reviews, commentary, and editorials
	9
	Narrative reviews and perspectives on medetomidine, xylazine, and the evolving opioid supply

	Guidelines, consensus, and clinical tools
	5
	Consensus management statements, a systematic review, and validated withdrawal assessment scales

	Background and comparator literature
	6
	Xylazine epidemiology, clonidine pharmacology, and a reference text

	Pending publication
	3
	--

	Total
	82
	



