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XYLAZINE

• Antihypertensive

• Not approved for human use – trials stopped 
due to hypotension and sedation

Created by Bayer in 1962

• Anestica de caballo

• “Tranq”

Large animal sedative–analgesic

Comes in 20,100,300 mg/ml soln

Often used with ketamine or 
barbiturates

Photo via Dechra

https://www.dechra-us.com/our-products/us/equine/horse/prescription/rompun-xylazine-injection-100-mg-ml


XYLAZINE Alpha adrenergic receptor agonist

Mixed mechanism of action*

• Central alpha–2 agonist

• ↓ NE release

• ↓ACh release

• Agonizes multiple receptors

• May have opioid receptor activity at mu and kappa****

Hypertension followed by hypotension

Respiratory depression

• Potentially lethal dose 40–2400 mg in humans

*

Clonidine



Xylazine Prevalence

Philadelphia → > 90% of fentanyl samples +xylazine



XYLAZINE GROWTH BY REGION







TESTING

• Pharmacokinetics 

• Animal based data

• Onset with IV use – minutes

• Duration up to 4 hours

• Rapid elimination ½ life (25-50 m)

• Many metabolites (>20)

Initial reports reflected exposure related harm

Testing and surveillance is limited – not a standard analyte 

in immunoassays, not included in post mortem and drug 

seizure testing routinely

Parent compound (not metabolites) → analyte

Confirmatory available with LC-MS, LC-MS/MS, GC-MS, 

LC-QTOF-MS

Window of detection limited:

• serum – short

• urine – longer but less clinical relevance

National Institute of Standards and Technology (NIST) → 35 sites/5 states (6/23) -

40% prevalence in fentanyl

- 77 unique compounds (highlights need for increased surveillance)

Immunoassay based xylazine test strips 

forensic/drug checking

interest from PWUD (but market xylazine saturated)

false positives

increased brands/distributers → comparability/consistency 









Xylazine detection was NOT associated with:

--higher proportions of naloxone administration 

--decedents having no pulse when first responders arrived.

Kariisa M, O’Donnell J, Kumar S, Mattson CL, Goldberger BA. Illicitly Manufactured Fentanyl–Involved Overdose Deaths with Detected Xylazine — United States, 

January 2019–June 2022. MMWR Morb Mortal Wkly Rep 2023;72:721–727. DOI: http://dx.doi.org/10.15585/mmwr.mm7226a4.

http://dx.doi.org/10.15585/mmwr.mm7226a4


XYLAZINE WITHDRAWAL???

• Clonidine withdrawal*

• Hypertensive 

emergencies???

• Compassionate care

*Geyskes GG, Boer P, Dorhout Mees EJ. Clonidine withdrawal.

Mechanism and frequency of rebound hypertension. 

Br J Clin Pharmacol. 1979 Jan;7(1):55-62.

doi: 10.1111/j.1365-2125.1979.tb00897.x. PMID: 760743; PMCID: PMC1429594.

Ehrman-Dupre, R., Kaigh, C., Salzman, M., Haroz, R., Peterson, L. K., & Schmidt, R.

(2010). Management of xylazine withdrawal in a hospitalized patient: A case report.

Journal of Addiction Medicine, 16(5), 595-598.



XYLAZINE WITHDRAWAL MANAGEMENT

Ehrman-Dupre, R., Kaigh, C.,

Salzman, M., Haroz, R., Peterson, L. K.,

& Schmidt, R. (2010).

Management of xylazine withdrawal

in a hospitalized patient: A case report.

Journal of Addiction Medicine, 16(5), 595-598.
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XYLAZINE WITHDRAWAL TREATMENT

Standard

◆ Clonidine

◆ Benzodiazepines

◆ Antipsychotics

◆ Phenobarbital

◆ Gabapentin

ICU

◆ Dexmedetomidine

◆ Ketamine

Others

◆ Ropinirole

◆ Tizanidine



XYLAZINE WITHDRAWAL- OVERLAPPING SYMPTOMS

Xylazine Opioid Benzodiazepine

Anxiety

Dysphoria

Restlessness

Tachycardia

Diaphoresis

Restlessness

Mydriasis

Body aches

Rhinorrhea

GI symptoms

Tremor

Yawning

Piloerection

Anxiety

Dysphoria

Tachycardia

Hypertension

Diaphoresis

Anxiety

Tremor

Altered mental status

Seizures

Dysphoria



XYLAZINE 
ASSOCIATED 
WOUNDS
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44 year-old male

Left upper extremity

Left upper extremity

Photos from Cooper University Hospital



31 year old Female

Photos from Cooper University Hospital



41 year old male

Right forearm Left forearm

Photos from Cooper University Hospital



Photo courtesy of Michael Coletta, MDPhoto from Cooper University Hospital



XYLAZINE WOUND PATHOLOGY

• IVDA has been associated with wounds

• Potential Causes:

• Skin picking behavior leading to excoriation and ulceration

• Increased frequency of injection

• Infection

• Compression

• Decreased skin oxygenation

• Poor wound healing (?malnutrition & elevated blood sugar)

• Cytotoxic effect of drug or contaminant

• Obliterative vasculitis from repeated injection “shooters patch”







TOXICOSURVEILLANCE OF SOCIAL 
MEDIA:  REDDIT

• Who is describing Xylazine Use?

• How does xylazine impact withdrawal symptoms?

• What complications are people reporting?

Spadaro etal Amersa 2022



CONCLUSIONS

• Xylazine prevalence has significantly increased across the country

• Appears to be linked to overdose deaths although some of the data is conflicting

• Xylazine dependence is difficult to treat

• Gabapentin

• Clonidine (high dose)

• Dexmedetomidine 

• Xylazine associated wounds are difficult to treat

• May need hospital referral

• Treat like burns

• Increased caloric requirement



RESOURCES

• DEA: The Growing Threat of Xylazine and Its Mixture 
with Illicit Drugs (Intelligent Report)

• NIDA: Research Topics—Xylazine

• NHRC: Xylazine FAQ, Education, Webinars

• NEXT Distro: Xylazine Quick Guide for People Who 
Use Drugs

• Upenn: CAMP-Xylazine-Best-Practices-1.pdf

https://www.dea.gov/documents/2022/2022-12/2022-12-21/growing-threat-xylazine-and-its-mixture-illicit-drugs
http://nida.nih.gov/research-topics/xylazine
http://harmreduction.org/issues/xylazine
https://nextdistro.org/resources-collection/xylazine-quick-guide
file:///C:/Users/haroz-rachel/AppData/Local/Microsoft/Windows/INetCache/Content.Outlook/Q5X3XXQ5/CAMP-Xylazine-Best-Practices-1.pdf
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