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Xylazine, a non-opioid sedative commonly used in veterinary medicine, has become increasingly prevalent in the
unregulated drug supply in the United States. While the presence of xylazine is underreported likely both in its
geographic distribution and in its contribution to overdose deaths, available data indicate xylazine is widespreadand
impacting overdose mortality throughout the country.1-3

Although found in combination with other substances, xylazine is found in the unregulated drug supply most commonly
with illicitly manufactured fentanyl, which will be called “fentanyl” for the purposes of this document. Ethnographic
researchsuggeststhereis an ecological connection with xylazine being added intentionally to fentanyl to potentiate the
opioid’s effects.3-* Unlike fentanyl, xylazine is diverted from veterinary sources and introduced into the unregulated drug
supply, but it is unknown at what point it is introduced.®> Because xylazine is approved by the U.S Food and Drug
Administration (FDA) for usein veterinary medicine only, it is not classified as a controlled substance under the U.S.
Controlled Substances Act.

As the prevalence of xylazine has increasedin the unregulated drug supply, there have been subsequent increases inthe
number of hospitalizations for skin wounds associated with substance use.® Xylazine can cause skin wounds that are not
associated with environmental factors (such as living unhoused and/or lacking access to hygiene facilities), but rather
with use of the substance itself.”-8 These complex wounds often occur at skin sites associated with injection, but they
can occur at skin sites that are not associated with injection and in individuals who don’t inject substances.?Early
intervention in treating xylazine-related skin wounds can prevent them from progressing into severe necrotic skin
ulcerations. For more information, please see AppendixA.

Because of xylazine’s increasing presence in the unregulated drug supply, people who use drugs (PWUD) are interested
in having the ability to test their substances for xylazine prior to using them.1% Immunoassay drug checking technology,
like fentanyl test strips, provide the framework and possible implementation pathway for similar xylazine testing
technology within communities. Xylazine test strips have been researched, andinitial findings indicate their validity and
utility; they are now available commercially.11-12

Surveillance and point-of-care drug checking programs also are becoming more widely available to help both
communities and PWUD test local drug supplies. In New York State, the currently available data indicate xylazine is
presentin the unregulated drug supply and contributing to overdose deaths throughout the state.’® Research conducted
by the New York City Department of Healthand Mental Hygiene (NYC DOHMH) using gas chromatography/mass
spectrometry (GC-MS) drug checking technology found that 2.2% of the 357 sampled syringes collected by NYC DOHMH
through syringe services program partners were positive for xylazine in 2017.1* More recent drug checking programs
piloted by the NYC DOHMH using Fourier Transform Infrared (FTIR) technology have found xylazine present exclusively
in fentanyl samples. In 2021, xylazine was involved in 19% of the opioid-involved overdose deathsin NYC.1>

Early History, Ethnographic Research,and Epidemiology of Xylazine

Ethnographic research, exploring cultural phenomena through qualitative interviews and real-life observation, combined
with drug checking research have provided valuable insight into the experiences of people using substances with
xylazine present. Earlyresearch on xylazine in the unregulated drug supply began in Puerto Rico in 2005 after local harm
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reduction programs observed deep sedation and severe skin wounds within communities of PWUD.” At that time,
confirmatory testing using GC-MS indicated xylazine was present in 37.6% of the used syringes collectedacross 11
municipalities in Puerto Rico.” Xylazine was found commonly with both opioids and cocaine and was prevalent especially
in cattle-farming towns. However, 22% of the participants whose syringes tested positive for xylazine reported that they
did not use xylazine, indicating it may have been an unknown additive in the unregulated drug supply at the time.”

By 2007, xylazine use in Puerto Rico during the previous 30 days had reached over 80% of the sampled population.®
Ethnographic researchfrom that time found that PWUD were aware of xylazine’s presence in the unregulated drug
supply and had used the substance both knowingly and unknowingly.86 This early research pointed to recognizable
signs of xylazine based on the substance’s sedative effect, taste, dark brown color, and strong odor. Skin wounds were
the primary identified health concern, but the research also described the need for clinical recognitionand support for
xylazine withdrawal and chronic xylazine use.816

In 2006, xylazine began appearing in medical examiner’s reports in Philadelphia, making it the first cityin the contiguous
United States toreport xylazine use.” Although it wasn’t highly prevalent in the medical examiner’s reports initially, as
xylazine’s presence as an additive in the unregulated drug supply beganto increase, there were subsequent increases in
xylazine-involved overdose deaths.318 By 2021, xylazine had become the most common adulterant in Philadelphia’s
unregulated drug supply with 91% of samples sold as “dope” containing xylazine.1%-2°Ethnographic researchindicated
that by that time, PWUD in Philadelphia largely were aware of xylazine’s presence in the unregulated drug supply and
had mixed preferences for using the substance or avoiding it.3

Since then, xylazine has spread within the Northeast and continued westward and southward.321 U.S Drug Enforcement
Administration (DEA) forensic laboratory testing showed significant increases inthe presence of xylazine across all
geographicregions in the United States between 2020 and 2021.22 While the Northeast had the highest total of xylazine-
positive samples, the largest percentage increaseswere found in the South (193% increase) and the West (112%
increase).22 The most recent available data from April 2021 through March 2022 found xylazine-positive samples in 25 of
the 39 states where xylazine toxicology testing was orderedin primary care settings, indicating that xylazine has been
incorporated widely into the unregulated drug supply throughout the United States.!

Xylazine-Involved Overdose Deaths

Xylazine’s presence in the unregulated drug supply, and its contribution to overdose deaths, is widespread and
increasing.3 Xylazine is an alpha-2 adrenergic agonist that causes profound sedation and central nervous system (CNS)
depression. This can contribute to a blunted response to airway occlusion much like the effects from other sedatives
such as benzodiazepines and barbiturates. Because of xylazine’s co-occurrence with fentanyl, the sedationthat it causes
has synergistic effects with the respiratory depression caused by opioids, contributing to increases in overdose
mortality.?3

Xylazine likely is highly underrecognizedin most overdose situations and because this substance is not an opioid,
xylazine overdose is not responsive to naloxone. Naloxone has become the standard, and often the only, response to
overdoses. However, most overdoses involve multiple substances, making polysubstance overdose recognition and
response an important strategy toreduce overdose deaths.24% Xylazine oftenis mixed in with fentanyl, therefore
naloxone administrationstillis the first recommended stepin responding toan overdose; however, it should be
followed by other lifesaving interventions such as rescue breathing. See Appendix A for more information on xylazine
overdose recognition and response.

Because drug checking is not available in most jurisdictions, and xylazine is not included routinely on toxicology tests in
health care settings, much of the available data on xylazine is from postmortem forensic testing of overdose deaths. The
existing researchindicates that almost all overdose deaths that involved xylazine alsoinvolved fentanyl.318251n 2019,
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xylazine was involved in 31% of the opioid overdose deaths in Philadelphia, a 29% increase from 2010.'8 Between 2019
and 2020, xylazine-involved overdose deaths in Connecticut increased from 5.8%to 11.4%,2°> and this increase continued
into 2021.2% All but one of these xylazine-involved overdose deaths were positive for fentanyl.2> In 2021, 12.2% of the
fentanyl-related deaths in Cook County, lllinois involved xylazine.?”

Nationally, xylazine was present in 1.8% of all overdose deaths in 2019 with fentanyl present in over 98% of xylazine-
involved overdose deaths.2 Provisional data from the U.S. Centers for Disease Controland Prevention (CDC) indicate
xylazine was present in 5.6% of opioid-involved overdose deaths in 2022.28 This has prompted national attentionto
increase the awareness about xylazine among PWUD, substance use disorder treatment and harm reduction providers,
law enforcement, and the wider medical community and to align stakeholders for the development of best practices to
address xylazine.%:29-31

Future Considerations

The actual prevalence of xylazine in the unregulated drug supply remains unknown because it is not tested for widely in
point-of-care or surveillance drug checking. Further, the medical establishment is often unaware of xylazine use among
their patients becauseitis not a routine element in formal urine toxicology tests. While xylazine can be detectedin post-
mortem testing, it may not be included routinely on the death certificate.* However, the available data indicate xylazine
is widespread, increasing in prevalence, and contributing significantly to overdose mortality.

There is a need for comparative ethnographic researchin geographical locations outside of Puerto Rico and Philadelphia
to better understand the subjective experiences of people who are using substances with xylazine present.* Additionally,
to create clinical guidelines for the treatment of xylazine wounds, more researchis needed on the pathophysiology of
wounds associated with xylazine use. Lastly, research onthe effects of physiological dependence and withdrawal from
xylazine is needed to inform the development of evidence-based management of xylazine withdrawaland the treatment
for xylazine use disorder.

Considering the prevalence and lethality of xylazine in the unregulated drug supply, it is important to increase the
overall awareness of xylazine within communities of PWUD and among health care providers.32-33 Additionally, it is
important to share information based on the existing best practices for: (1) harmreduction strategies for xylazine, (2)
preventing and addressing xylazine-related skin wounds, (3) adapting overdose recognition and response to include
xylazine and other sedatives added to the unregulated drug supply, and (4) clinically recognizing xylazine use and
providing supportive care. See Appendix A for more detail on these nascent best practices. For more information on
xylazine-specific harm reduction, safer injection practices, and overdose recognition and response best practices, please
visit the National Harm Reduction Coalition, Substance Use Philadelphia, testRIl, and NYS Department of Health. See
AppendixB for frequently asked questions about xylazine.

AppendixA: Nascent Best Practices for Xylazine
1. Harm Reduction Strategies for Xylazine

Harm Reduction strategies for people who may be using xylazine need to be tailored to address the profound sedating
effects that occur from this substance, especiallyin the first 20-30 minutes after use.*34-3> When using substances that
contain xylazine, a person canbe immobilized for hours,38-37 putting them at risk for physical and sexual assault, and
physical health complications such as compartment syndrome, pressure ulcers, and blood clots. Because of these
potentially life-threatening risks, in addition to existing harm reduction practices, there are specific strategies to support
persons who use substances that may contain xylazine.

Xylazine-focused harm reduction strategies:3>38
e Havesomeone with you when using or use the Never Use Alone Hotline (800-484-3731)
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Start low and goslow
Try to avoid mixing substances
Test your substances
0 Usefentanyl test strips totest substances for the presence of fentanyl prior to using them
0 Usexylazine test strips totest substances for the presence of xylazine prior to using them
Since the persons who are using substances may become deeply sedated up to 8 hours:36-37
0 Trytousein asafelocation, with belongings securelystored
0 Tryto beina comfortable seated position
® |tis importantto be in a position that doesn’t cut off circulation to the arms or legs
» Ifinjecting substances, use a flexible tourniquet that can be removed easily
0 Individuals deeply sedated who cannot move themselves easily should be moved (repositioned) every 2
hours:
= Roll the individual to the opposite side
= Smooth out the skin
=  Gently massage/rubareas that appearredor swollen
= Keep skin as clean as possible, and flex (bend) the joints
0 When the person awakens, exercise the limbs to improve the circulation and prevent blood clots
=  Monitor for signs of a blood clot over the next 48 hours or more
e Signs of a blot clot usually include new-onset redness, swelling and/or pain in one lower
extremity but may be asymptomatic and have no visible abnormalities
Connect PWUD with a drug checking program sothey can be aware of the substances present in the
unregulated drug supply in their community, including xylazine
0 Surveillance drug checking programs are available at some Syringe Services Programs (SSPs) and Drug
User Health Hubs across the state through the NYS Department of Healthand NYC Department of
Health and Mental Hygiene (DOHMH)
0 The NYC DOHMH recently launched a point-of-care drug checking pilot using FTIR machines at the City’s
two overdose prevention centers, operated by On Point NYC
0 The NYS Office of Addiction Services and Supports (OASAS) soon will be piloting in-community Outreach
and Engagement Services point-of-care drug checking programs using dual (Ramanand Near-Infrared
spectra) spectrometer technologies
Learn how to perform rescue breathing and keep naloxone nearby so someone can administer it to persons who
are using substances if they experience an overdose
0 Inthe event of a suspected overdose, Emergency Medical Services (EMS) should be activated (e.g., call
911)
0 Xylazine most frequently is mixed in with fentanyl
= Naloxone will reverse anopioid-related overdose and should be administeredfirst, followed by
rescue breathing
e Once the first dose of naloxone is administered, the responder should wait two minutes
before giving an additional naloxone dose
0 Becausexylazineis not an opioid, rescue breathing is a critical part of xylazine-involved overdose
response
= Include face shields in naloxone kits to perform mouth-to-mouth resuscitation more safely
= Toopen the airway, maneuvers such as a head tilt and chin lift may be necessary
= Usean oral or nasalairway, bag valve mask (e.g., Ambubag), supplemental oxygen, and pulse
oximetry, if available
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2. Preventing, Recognizing, and Addressing Xylazine-Related Skin Wounds
Preventing Xylazine Wounds

Safer injection education and wound care are important for persons who use substances with or without xylazine
present. Thereis, however, an increasedriskfor developing skin wounds when injecting substances that contain
xylazine. See below for general safer injecting practices, including specific strategies to stay safer when using substances
that may contain xylazine. For more information on safer injection, please visit the National Harm Reduction Coalition
(NHRC), NASTAD, andBevel Up.

See Figure 1 for xylazine saferinjection practices found in the Xylazine in the Drug Supply guide developed by NHRC
basedon advice from people who use/have used xylazine.38 Because xylazine is an emerging and novel substance, these
are nascent practices shared within communities of PWUD to reduce the harms from xylazine. It is possible that cooking
a substance twice todissolve all chunks may ensure that thereis an even distribution to prevent one specific part of the
skin and/or body from receiving a disproportionate amount of the substance, thereby potentially reducing the risk for
developing wounds.

Figure 1. Xylazine Safer Injection38

XYLAZINE IN THE DRUG SUPPLY

INJECTING

Dope that's been cut with xylazine is sometimes darker, browner, chunkier, flakier, and weird-smelling.
/ But dope that appears normal (white powder) can still have xylazine

Cooking it twice can help dissolve chunks. After drawing up, wipe off needle with
an alcohol prep, let dry, THEN inject

Go as slow and precise as you can; for arms, use a tie and get the vein anchored. Count to 5 before
taking the needle out. You want to avoid ANY leaking outside the vein and into the muscle or tissue

Short-tips (31g) may be higher-risk than regular 1/2" needles. Muscling and skin popping are
EXTREMELY HIGH RISK for skin problems

Try booty-bumping or smoking from a hammer pipe; less injecting = less risk

In addition to the risk of developing injection-related skin wounds, insufflation of substances that containxylazine can
contribute to damage inside the nose resulting in blood and tissue discharge from the nostril.3° Engagement around
trying other ways to use substances besides injection, such as ingestion, rectal insertion (booty bumping), smoking, or
insufflation with an atomizer, may help reduce some of the risk for developing xylazine wounds and/or nasaldamage.3%
3% However, xylazine wounds can occur at skin sites that are not associated withinjection and in individuals who don’t
inject substances;? therefore, xylazine skin wounds still may occur despite using these alternative routes of
administration. See the Recognizing and Addressing Xylazine Wounds section for more information on caring for
xylazine wounds.

General and xylazine-specific safer injection practices:40-42
e Accesstosaferinjection kits that include3943-44
0 Cleansyringes
= |tis important that persons who inject substances have access toa new syringe every time they
inject (see Figure 2)
0 Cookers (aluminum caps)
= |tis important that person who inject substances have access totheir own cooker and do not
share cookers
0 Cottons (filters)
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= |tis important that person who inject substances have access totheir own cottons and do not
share cottons
Fentanyl test strips
Xylazine test strips
Alcohol pads
Sterile water vials
Gauze
Soap or hand sanitizer (to keep hands clean)
0 Tourniquets
e Keep the injection site cleanand dry
O Before injecting, clean the site with an alcohol pad
=  When using an alcohol pad, clean the site by wiping in the same direction
0 Avoid picking at the skin around the site of injection or other areas of the body
e Doatestshotand waitto see the effects
e Rotateinjection sites frequently
0 Avoid injecting at the site of a wound or infection
e Cutbackon or stop xylazine use (if feasible)
e Visityour local harm reduction programto access safer injection education and supplies
O Syringe Services Programs
0 DrugUserHealthHubs

O OO0 00O

Figure 2. Needle Tip Wear Over Time*2

——

Needie used once

i= - a ! . ™ "
Meedle used twice Heedle used 6 times :z-
i

Recognizing and Addressing Xylazine Wounds

Xylazine wounds are underrecognized by medical providers and have an unknown etiology. These wounds can occur at
skin sites that are not associated with injection and in individuals who don’t inject substances.® Xylazine wounds often
begin as a small purple or white spot with an oddly shaped red or purple border that can resemble a bruise 3° These
wounds initially appear innocuous, and often are overlooked in the early stages, but they will become more severe if left
untreated. There are three basic tenets of wound care: keep the wound moist, stable in temperature, and covered.4041
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If a wound begins to develop3%-4?
e Wash hands before tending to wounds
e C(Clean:
0 When possible, keep the wound clean with soap and sterile water
0 Other cleaning agents include:
= Chlorhexidine solution
= Dakin’s half-strength solution (buffering agent/antiseptic)
= 1% aceticacid (main component of vinegar)
=  BZKantiseptic wipes
0 Itis recommended to avoid cleaning wounds with alcohol, hydrogen peroxide, or hand sanitizer
because they will dry out the wound
e Dress:
0 Apply ointment to the affectedareas using a Q-Tip, gauze, or with a gloved or clean hand.
0 Some recommended ointments based on nascent best practices shared by wound care street outreach
teams include:
= A&D ointment
= Petroleum or petrolatum jelly
= Medical honey, such as manuka or Medi-honey*®
e Honey has emergedas a promising wound care treatment because of its antibacterial
and wound healing properties*’
= Xeroform
=  Adaptec
0 Tryto avoid putting ointment on intact or healthy skin
e Absorb:
0 Cover the wound with an absorbent pad and a non-adherent dressing toabsorb secretions from the
wound3?4°Recommended pads:

= ABD pads
= Sponge
= Gauze

0 Avoid wrapping the wound too tightly or too loosely
0 Changedressing daily, if possible
e Secure and Protect:
0 Securely wrap the areato keep the dressing in place and protect the wound from dirt and moisture.
0 Recommended wraps:
= Coban
= Gauze wrap (kerlix)
e Continue to check the wound for possible infection
0 While xylazine wounds are not themselves infectious, they can become infected secondarily with
bacteria, particularly when the person picks at the skin around the wound or other areas of the body
0 Toprevent a secondary bacterialinfection, it is important to keep hands clean with soapand water
when cleaning a wound
0 Symptoms of asecondary bacterialinfection include:

= Redness

= Swelling

= Worsening pain
= Fever
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= Tiredness

= |Increaseddrainage (pus or fluid)

= Drainagethatis yellow/tan/green

= Odor/smell from the wound

= Wound feels hot to the touch

®*  Wound increases in size with a black, yellow, or tan color

0 Seek medical attentionif any symptoms of infection begin to develop

= Debridementin the emergency department, anoutpatient setting, or a surgical setting may be
required to treat effectively xylazine wounds that have progressed

= |fleft untreated, xylazine-caused wounds may require significant treatment, including skin
grafting or amputationas a last resort

Motivational interviewing to address self-care is important when engaging around wound care.324C[t is alsoimportant
that wound care strategies are individualized to the needs, and environment, of the person who will be caring for their
wounds.*® More information on xylazine-caused wound care can be found at NASTAD and The Harm Reduction Nurses
Association.

3. Xylazine-Involved Overdose Recognition and Response

Because xylazine is so often found mixed in with fentanyl (an opioid) in the unregulated drug supply, when responding
to an overdose, assume an opioid is involved and administer naloxone. Once administered, the responder should wait
two minutes before giving an additional naloxone dose. However, if an individual is not responding to 1-2 doses of
naloxone, suspect that it is a polysubstance overdose with possible xylazine involvement.® See Figure 3 for a fact sheet
on recognizing and responding to polysubstance overdoses.

If responding to a known or suspected xylazine-involved overdose, the response should include rescue breathing, placing
the person in the recovery position, and ensuring an open airway.*448Overdose reversals that have xylazine involvement
may not present the same as overdose reversals without xylazine involvement.3240 After administering naloxone and
performing rescue breathing, a person who is experiencing an overdose from both opioids and xylazine may begin
breathing again but remain sedated.324° Appropriately recognizing and responding to a polysubstance overdose also will
prevent over administration of naloxone that can cause severe precipitated opioid withdrawal.

In addition to checking for breathing, checkfor a pulse. Ifthere is no pulse, the recommendation is to perform chest
compressions or full CPR, if trained to do so. If not trainedto perform CPR, activate EMS.

Having a low threshold for activating EMSwhen responding to a suspected xylazine-involved overdose is recommended.
When EMS respond to a suspected xylazine-involved overdose, continuous pulse oximetry and airway
monitoring/control using bag valve masks (e.g., Ambubags), oral and nasal airways, or intubation and ventilator support
may be needed.** There currently are no medications approved for use in humans that will reverse xylazine’s effects in
the event of an overdose.
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Figure 3. Polysubstance Overdose Recognitionand Response®

Overdose: Not just naloxone!

If someone took benzos or xylazine (tranqg/sleepdope),
naloxone may not be enough! What do you do?!?

If they aren’t breathing:
1. Try to wake them up

2. CALL 911, ask for EMS!

3. Use naloxone to reverse fentanyl/opioid overdose.
Give 1 or 2 doses. Naloxone takes 3-5 minutes to work!
While you are waiting for the naloxone, perform
rescue breathing:

« Take a deep breath, pinch their nose, cover their
mouth with yours, blow into their lungs like
blowing up a balloon

« Two breaths to start then 1 every 5 seconds

. Keep checking for breathing
« Put your ear near their mouth and nose
- Feel, look, listen for breathing, check for color

4. « Roll them on their side,

choke if they vomit

If they are breathing, but not waking up:
There may be other drugs involved like benzos or xylazine
(trang/sleepdape). More naloxone won't help!

Roll them into recovery position:

with one side’s arm and

leg straight, the other side’s arm and leg bent. This
position will keep them on their side so they won't

,.—99‘“—

returning
6. If they are still not breathing, continue rescue
breaths until EMS arrives

Keep airway clear in
case they throw up

4. Xylazine Clinical Recognition and Supportive Care

Bent leg supports
them from rolling over

The effects of xylazine are similar to other alpha-2 agonists such as clonidine, dexmedetomidine, oxymetazoline,
tetrahydrazoline, tizanidine, and lofexidine. Xylazine causes profound sedation, but it does not act on the imidazoline

receptors, soit does not cause hypotension or bradycardia.

550 Xylazine is lipophilic, diffuses widely in the body, and has

good bioavailability.?3 Depending on the route of administration, xylazine takes effectin 1-2 minutes and the duration of
effect lasts between 3 and 4 hours, on average, but canlast up to 8 hours.36-37 See Table 1 for clinical findings and

supportive care considerations for xylazine.

Table 1. Xylazine Clinical Findings and Supportive Care Considerations3%3’

Possible Clinical Findings (especially with
polysubstance use)

Supportive Care Considerations

Blood pressure instability

Heart rateinstability

Heavy sedation, unconsciousness, coma
Respiratory depressionor arrest
Hyperglycemia (with rebound hypoglycemia)
Cardiacarrythmias

Miosis

Hyporeflexia

CNS depression

Enuresis (urinary incontinence)

Avoid CNS depressants

Give oxygen

Consider 1V fluids

Consider IV atropine (no clear data to support this)
Ventilator assistance, possible intubation

Consider IV insulin

Consider ECG continuous monitoring

Consider pulse oximetry continuous monitoring
Consider replacement of potassiumand magnesium

Hemodialysis is not effective at removing xylazine due to its
lipophilicity

There is an under recognition of xylazine withdrawal by clin

icians that negatively impacts PWUD and their ability to

receive quality care.32-33.50-1 While there are no current evidence-based recommendations for the management of
xylazine withdrawal syndrome, it is important to recognize and sufficiently treat xylazine withdrawal symptoms. Because
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xylazine often is mixed in with fentanyl in the unregulated drug supply, xylazine withdrawal symptoms can occur
simultaneously with and appear similar to opioid withdrawal syndrome (OWS). If a person is not experiencing relief from
OWS management, consider xylazine involvement and modify the treatment toaddress both OWS and xylazine
withdrawal. See Table 2 for the comparisons between xylazine and opioid withdrawal syndromes.

Although xylazine withdrawal is not a well-defined syndrome, non-specific anxietyis the primary symptom.®.1%.>3Qther
symptoms of xylazine withdrawal can appear much like the symptoms associated with clonidine and dexmedetomidine
withdrawal.> There are typically no significant vital signabnormalities or seizures associated with xylazine withdrawal.
The duration of xylazine withdrawal lasts typically several days but it can be protracted, lasting for several weeks.

Table 2. Comparisons Between Xylazine and Opioid Withdrawal Syndromes

Opioid Withdrawal Syndrome> Xylazine Withdrawal Syndrome 9:19:53
Myalgias Non-specific anxiety (primary symptom)
Hypertension Hypertension

Tachycardia Tachycardia

Diaphoresis Diaphoresis

Tachypnea Restlessness

Pupillary dilation Agitation

Hyperreflexia Irritability

Hyperthermia

Photophobia

Diarrhea

Nausea/vomiting

Insomnia

Piloerection “goose flesh”
Lacrimation or rhinorrhea

People are more likely to remainin treatment for their substance use disorder, skin wounds, or other health needs if all
their withdrawal symptoms are managed adequately and they are comfortable.32 Negative experiences with poorly
managed or untreated withdrawal symptoms can result in future health care avoidance, later presentations of medical
problems, more complicated care, and worse medical outcomes.32 Case reports suggestthere are benefits to using other
alpha-2 agonists like clonidine, tizanidine, and dexmedetomidine for managing xylazine withdrawal symptoms.5.2,19,37,53

The Philadelphia Department of Public Health, based on the recommendations of local addiction medicine and
toxicology experts, recommends considering the following medications for the inpatient management of xylazine
withdrawal:*?

e Clonidine (dose limited secondaryto side effects of hypotension and bradycardia)
¢ Tizanidine (dose limited secondaryto side effects of hypotension and bradycardia)
e Dexmedetomidine

e Guanfacine

e Ketamine

e Gabapentin

e Pentobarbital

e Antipsychotic medications

e Lofexidine (dose limited secondaryto side effects of hypotension and bradycardia)
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Depending on the severity of the symptoms and concomitant other withdrawal syndromes, it may be possible to
manage xylazine withdrawal in medically managed/medically supervised withdrawal and stabilization programs,
inpatient rehabilitation programs, or outpatient/office-based settings. Itis important especially for clinicians to
recognize and manage xylazine withdrawal while providing acute medical care for PWUD, such as wound care.32:1

AppendixB: Frequently Asked Questions on Xylazine
Why is xylazine showing up in the unregulated drug supply?

There appears to be an ecological connection between xylazine and fentanyl in the unregulated drug supply.3
Ethnographic data describe xylazine as giving fentanyl “legs” meaning xylazine extends the duration of effect that
fentanyl has. Historically, the unregulated drug supply has shifted towards more potent substances in response to the
prohibition of other substances.>>These shifts lead to greater risk for harm and overdose,®® as currently seen with
xylazine.

Are xylazine test strips available?

Xylazine test strips (XTS) recently became available commercially in the United States. Two recent studies on the validity
and utility of XTS found they are effective in their sensitivity (100%), specificity (85%), and precision (91%) to detect
xylazine.11.12

This research determined xylazine can be detected with the test strips by diluting a small sample of the substancein
water in a similar way as done with fentanyl test strips. Like fentanyl test strips, there alsois a risk for false positives in
samples that have high concentrations of certain substances. Afalse positive (the measure of specificity) occurs when a
test stripindicates xylazine is present in the substance whenit isn’t. False positives are more common when
diphenhydramine, lidocaine, levamisole, MDMA (e.g., Molly or ecstasy), or methamphetamine are presentin the
substance.'112 Future researchis needed to determine the dilution instructions for using XTS to test samples withthose
substances present.

Presently, there are pilot studies by the NYC DOHMH, in conjunction with drug checking programs, that are exploring the
implementation of XTS. XTS are now available; for more information, please visit BTNX. Tolearn more about the
research on XTS, please visit CFSRE here and here.

How can | know what substances are present in the community where | live?

Drug checking programs are becoming more widely available in NYS to help both communities and PWUD test local drug
supplies. Connecting PWUD with a harm reduction programthat has either surveillance or point-of-care drug checking
technologies available can help them stay informed about the substances that are present in the unregulated drug
supply in their community.

Drug checking programs using GC-MS technology are being piloted at Drug User Health Hubs and other Syringe Services
Program locations across NYS. Inthese pilots, a sample of the substanceis sent to a centrallaboratoryto determine the
chemical composition of the contents. The results from the laboratory are available several days later; therefore, these
technologies only can provide surveillance feedback regarding trends in the unregulated drug supply within a
community.

Point-of-care drug checking technologies allow for a sample to be tested rapidly and the results relayedto the person
who intends to use it sothey can adjust their substance use accordingly. The NYC DOHMH recently launched a point-of-
care drug checking pilot project using FTIR machines.>” This drug checking pilot project has found xylazine presentin
fentanyl samples collected in NYC.1>
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There are also current efforts at OASAS to increase the availability of point-of-care drug checking programs to street
outreachteams. Working with 16 providers throughout the state providing in-community Outreachand Engagement
Services, OASAS will be piloting the use of a cutting-edge dual spectrometer. By obtaining and analyzing both Ramanand
Near-Infrared spectra, the devices will provide instant, real-time reporting on the identify and concentration of drug
mixtures and their analogues. Using a cloud-based infrastructure, the machines will update continuously to record and
adapt their inventory to the changes in the drug supply.

How do additives like xylazine impact the initiation of medications for opioid use disorder (MOUD)?

The American Society of Addiction Medicine (ASAM) is developing guidance on the initiation of buprenorphine in the
setting of frequent exposure to high potency synthetic opioids. This guidance briefly will address other additives,
including xylazine, in the unregulated drug supply. For now, recognizing and managing opioid and xylazine withdrawal is
important when initiating MOUD and providing wound carein clinical settings.

Do xylazine wounds require hospitalization?

If detected and treated early, xylazine wounds can be managed without requiring hospitalization.3249PWUD, regardless
of how they use substances, should keep an eye out for small white or purple spots that may appear on the skin.
Because xylazine-induced wounds can occur in locations not associated with injection and in individuals who don’t inject
substances, all PWUD should have access towound care education and supplies.

There arethree main tenets to wound care: keeping the wound moist, keeping the temperature of the wound regulated,
and keeping the wound covered.3°4% If a wound worsens or becomes infected secondarily with bacteria, it is important
to seekcare as soon as possible. Street outreach teams are animportant resource for providing PWUD with education
and supplies to prevent wounds, support and supplies for wound care, and warm handoffs to medical providers when
needed. When providing wound care support, health care professionals also should monitor the person actively and
treat any prolonged withdrawal symptoms that aren’t relieved by medications used to manage opioid withdrawal
symptoms.

Does naloxone work on xylazine?

Because xylazine is not an opioid, naloxone (an opioid receptor antagonist) will not reverse xylazine overdoses.
However, because xylazine frequently is mixed in with fentanyl in the unregulated drug supply? it is still recommended
that naloxone is administered for any suspected overdose. If a person is not responding after 1-2 doses of naloxone,
suspect that it is a polysubstance overdose with possible xylazine or other sedative involvement. When responding to a
suspected overdose, EMS should be called. Polysubstance overdose response should include rescue breathing, placing
the person in the recovery position, and ensuring an open airway.*4*8 Administering more doses of naloxone in the
event of a polysubstance overdose will not help reverse the non-opioid contributions to the overdose and may cause the
person to go into severe precipitated opioid withdrawal.
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